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Dear Commissioner Henney: 

On behalf of our more than 91 
Eye Bank Association of Amc 
comment on the Food and Dr 
for the establishment of “gooc 
used in, and the facilities and 
human cellular and tissue-ba: 
establishment of a quality prc 
regulations pertaining to labe 
enforcement. This action is iI 
public health. 

EBAA Background 

‘E BANK 
LSSOCBATB~N 
AMERBCA 

ion of Sight since 1961 
40” Annwersarv 

rrent Good Tissue Practice for 
ar and Tissue-Based Products; Inspection 
ile; 21 Federal Resister Part 1271; 

J.S. member eye bank organizations, the 
:a (EBAA) appreciates the opportunity to 
1 Administration’s proposed rule that calls 
issue practices,” which includes methods 
ontrols used for, the manufacture of 
d products; record keeping; and the 
*am. The agency also proposes new 
g, reporting, inspections, and 
xrded to improve the protection of the 

The 96 U.S. eye banks, whici xe members of the EBAA, represent 99% 
of the entire U.S. eye banking :ommunity and provide 97% of all cornea1 
tissue for transplantation. :ount is based on an accreditation list that 
separates out each is inspected even if it belongs to an 
umbrella entity. For urposes, however, many eye banks count 
all of their facilities that distri ute from a centralized area under one legal 
entity. This rent totals reported in various materials. All 
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eye banks are 501 (c)(3) organizations whose 
human eye tissue for sight restoring transplar 
ensure the superior quality of banked human 
implementation of stringent medical standard 

The eye banking community is proud of its hi! 
York in 1944; this bank marked the first orgar 
tissue from donor to patient. This eye bankin 
other communities across the United States. 
fraud, no evidence of financial irregularity, no 
cornea1 tissue, and no case of transmission ( 
14 consecutive years in the eye banking syst 
field with an accreditation program and medic 
success in the transplant community. The pr 
demonstrated by our outcome success rate, ; 
amounts of tissue to those in need of sight re 
story to tell and are willing to work with the FI 
practices” for all involved with banked humar 

FDA ProposaVEBAA Comment 

The FDA is proposing this rule as one part 01, I comprehensive new system for 
regulating human and cellular tissue based roducts “to prevent the introduction, 
transmission, or spread of communicable The EBAA previously provided 
comment on the other parts of the new of “registration” and “suitability 
determination.” Each part of the new syste has and will result in various changes in 
policies and procedures for eye banks and significant new expenditures to 
meet various FDA requirements. The sum t tal of the regulatory burden remains 
unknown. 

It is the EBAA’s intention to work with the F iA to develop the best possible “good tissue 
practices” that are appropriate for the eye b nk community Our role is to represent our 
membership, to ensure the appropriate pra 

d 
ice in the acquisition of human eye tissue 

and its subsequent transplantation, and at t ie same time, also ensure that cost does 
not impair access to the service. Balance ust be achieved in drafting regulation and 
the significant differences between the proc 

,6 

ssing of eye tissue and the processing of 
other types of cellular and tissue-based pro ucts must be recognized. The EBAA 
believes the highest quality standards and strict “chain of custody” must be placed on 
human tissue and is supportive of the FDA’ goal to this end. Accordingly, we ask the 
FDA to understand eye banking practices d to accommodate other approaches that 
reach the same goal accepted by eye 

mission is to procure and provide donated 
3tion procedures. The EBAA strives to 
yes through the adoption and 

ory. The first eye bank opened in New 
Led attempt to facilitate the transfer of 
model was successfully replicated in 
‘o date, there has been no evidence of 
;sues concerning the accessibility of 
systemic-infectious disease for the last 
n. Eye banks lead the transplantation 
I standards that provide a model of 
sent system works extremely well, as 
\d is currently able to provide sufficient 
:oring transplants. We have a positive 
4 to define appropriate “good tissue 
zye tissue. 

As we examine each section of this rule, we will comment on the policy as it 
impacts the eye banking community and in cases offer refinements to the 
proposed rule to complement eye bank sta dards and procedures. Again, we appeal 
to the FDA to make modifications to the rul in certain sections to more accurately 



reflect customary and acceptable state-of-t 
! ‘- 

e art practices; we believe the modifications 
will achieve FDA safety objectives, save un 
community to continue to serve the public n 

ecessary costs, and will allow a thriving 
ed. 

Cost Data 

The FDA performed a cost analysis of the fi I- 
community as it applied to the provisions pr d 

ancial impact on the eye banking 

classified as small businesses as defined b 
posed in this rule. All eye banks are 
the U.S. Small Business Administration. 

We are also all 501 (c)(3) charitable organiz tions, 
planned budgets that are supplemented in 1 

operating on limited and carefully 

organizations such as the Lions Clubs, the 
‘any communities from philanthropic 
nited Way, and other organizations. 

Cost is an extremely important factor when 

1 Eye banks may, by law, only be reimbursed 
iscussing the impact of this proposed rule. 

tissue and may sometimes recover a 
or the provision of transplantable eye 

nomin I 
used for ophthalmic research or education. 74 

payment for non-transplantable tissue 

procedures will be threatened if fees becom 
ccess to sight restoring transplantation 
too high as costs escalate to cover 

operations under new government rules. St 
new tasks required in this proposed rule; 

ff reductions are not possible given all the 
ad 

i 
preservative agents, storage media and equi 

itionally, the cost of our sanitizing and 
ment used in evaluating eye tissue will 

increase in expense due to the requirementsunder the proposed rule. 

I There is great variability in size and complexi, y of eye bank operations depending on 
local access to concentrated population cent 
cannot be “stored” long-term or 

rs. Access is necessary, as corneas 

timely fashion in order to preserve the integri 
must be provided to the surgeon in a 

of the cornea1 cell structure and to 
ensure a cornea safe for transplant. 26 mem er banks provide up to 300 cornea1 
tissues annually for transplant; of these, 8 
for transplant. Some of these banks are in ar 

than 100 corneas (per bank) 
as designated as rural; these areas 

would otherwise not be served without a These banks will be 
challenged by a requirement which in effect, them to hire additional staff. 
Another 36 banks provide from 300-999 corn transplant annually. 15 banks offer 
over 1000 corneas for transplant (Source: 20 Eye Banking Statistical Report, 80 U.S. 
eye banks reporting) 

The EBAA conducted a preliminary survey of ! 
operational complexity and the cost of implem li 

ur membership to determine the potential 
nting the provisions of the proposed rule. 

Costs varied greatly due to each bank’s interptetation of the proposed rule’s 
requirements. The median cost for start-up c 
$50,566; both cost estimates are higher than t 

mpliance was $41,533 and the mean was 

1 

e 
$35,000. 

FDA’s cost estimate of roughly 
Not only does our rough survey sh w that the FDA’s cost estimates are low, 

but the following facts would suggest problem with FDA’s cost data: 1) the FDA used 
1996 labor statistics to derive tissue bank em loyee wages; 2) the FDA identified the 
laboratory director and medical director as the same individual (these are generally two 
separate jobs with separate salaries); 3) the F 

b 
A did not add clerical expense for the 



_.- 

revision of minor policies and procedures; 4) ihe cost of preparing new operating 
procedures and revising existing procedures s bundled with training costs; and 5) 
several sections in the proposed rule lack co t estimates because no basis for 
predicting such costs exists. 

The FDA estimates that when implemented, he proposed rule could save $1,365,936 in 
lost wages and health care costs as noted in the Wilhelmus (Arch Ophthalmology. 
1995; 113: 1497-I 502) article on primary gra : failure. EBAA believes the FDA 
hasmisinterpreted the results of the article a 1 d its cost estimates cannot be ascribed 
solely to eye bank practices and procedures The Wilhelmus article cites cost data from 
nearly a decade ago at which time cornea1 tr 

fi 
nsplants were primarily performed as in- 

patient procedures. Today, the vast majority> of cornea1 transplants are performed in 
ambulatory surgical centers or as hospital o t-patient procedures, dramatically altering 
the estimated costs. Patients undergoing co 4 

ea transplants are no longer admitted to a 
hospital, but instead are day patients whose b urgeries take place under local anesthesia 
with subsequent out-patient follow-up. Diag rr ostic-related group (DRG) codes for 
cornea transplant include four months of po 

7 
-operative follow-up by the surgeon, 

further reducing the quoted estimated costs. Further, the regulation fails to 
acknowledge the author’s conclusion, that “ 

j 
o clearly defined donor or eye banking 

factor accounted for most cases of primary raft failure, although prolonged storage and 
advanced donor age may increase its risk.” 

In another study reported in the Cornea Jou nal, in 1994, on primary graft failure, the 
authors conclude, “primary graft failure fortu ately is a rare but nevertheless major 

t 

complication of penetrating keratoplasty... E e bank-related factors were not 
incriminated in our case control study despit our initial suspicions and hypothesis.” 
(Mead, et al, Cornea Journal; 13(4):3 1 O-3 16, 1994) 

Thus, “primary graft failure” may be related o a variety of factors unrelated to eye bank 
processing, e.g. surgical technique, patient ompliance, or patient health. In summary, 
the costs savings estimate is greatly exagg a rated and the potential for problems related 
to “primary graft failure” as a result of the h ndling of tissue from donor to surgery 
center is minimal. 

Also troubling is the 1994 Agency for Healt ii 

1 

Care Policy and Research (AHCPR), data 
referenced by the FDA, leading the reader f the proposed rule to believe that only 
7,443 cornea1 transplants were performed t : at year when the actual number of cornea1 
transplants reported to the EBAA for that year were 35,022. The reader is left with the 
impression that primary graft failure is to occur than it actually is 
because of a skewed denomination. 

Given the lack of solid cost data and the of even minimal increased 
expense on eye bank operating FDA : 1) take into account the 
present safety and outcome success rate tissue communities; 2) ensure 
that cost does not impair access to the se ice; 3) appreciate the time sensitivity of 
certain tissues; and 4) understand that the ye bank community relies solely on the 



p human gift of donation and that to secure precious gifts is a labor intensive 
process. 

Rewlatorv Terms: Manufacturers and P 

The proposed rule defines organizations tha’. recover, screen, test, process, store, label, 
package, or distribute human cellular or tissL e-based products as 
“manufacturers.” Webster defines this term as “one that manufactures” or “makes into 
a product suitable or machinery.” This 
term demeans the which is to facilitate the 
transfer, not manufacture, of eye tissue to give 
another the gift of sight. FDA could consider the term: 
“Tissue Service Organizations (TSOs) noun, and “handling” as the verb. 

The proposed rule refers generally to all cells and tissues as “products.” The 

definition provides 

appreciation of the spirit of donation. 

SECTION BY SECTION EVIEW AND COMMENT 

requirements. Most of the proposed require ents are not difficult to meet, but require 
additional steps and documentation, resultin in time and labor. Such areas are not 
discussed in these comments; the EBAA wil 
the FDA and intends to incorporate final irements into the EBAA Medical 
Standards, where they are not already addr Primarily discussed are major areas 

EBAA recommendations for change or 
elaboration in the preamble to the final 

Section 1271 .I50 Current G od Tissue Practice:General 

FDA Proposed Rule -- 1271.150 (a) Gene 1. In summary, 1271 .I50 (a) of the the 
proposed rule broadly outlines “current go issue practices (CGTP)” requirements 
and the goals the agency intends to acco h through the implementation of such 
requirements. 

EBAA Comment: The EBAA has d EBAA Comment: The EBAA has d eloped scientifically-based and established eloped scientifically-based and established 
Medical Standards and Procedures for our Medical Standards and Procedures for our embers that encompass “good tissue embers that encompass “good tissue 

i 

practices” for human eye tissue. We share practices” for human eye tissue. We share he FDA’s intention, through the he FDA’s intention, through the 

: 



implementation of our standards, accreditatii 
technicians (CEBT), to prevent the introducti 
communicable disease through the use of hi 
that human eye tissue does not contain corn 
tissue does not become contaminated, and 1 
tissue is not impaired through improper ham 
Standards Al .OOO, Introduction and Purpose 

FDA Proposed Rule -- 1271.150 (b] Comp 
The language herein requires “that an estab 
establishment under a contract or agreemer 
step in the manufacturing process, is respor 
performed in compliance with the requireme 
part.” 

EBAA Comment: The EBAA is cone 
included in 1271 .I50 (b). First, the language 
several different interpretations as to the lev 
must have with their subcontractors. Secon 
subcontracted because the eye banks them, 
or resources to perform contracted function 
do they have the resources, to be responsib 
subcontractors with meeting the requiremen 

EBAA Recommendation: The EBA 
subcontractors, i.e. medical laboratories, rnE 
by a letter of intent from the subcontractor s 
responsible for meeting requirements of the 
function. Contractor agreements would be r 
be required to retain such letters and agreer 
subcontracted service would have to reports 
plan would have to be implemented. 

Section 1271 .I 55 Exen 

FDA Proposed Rule -- 1271.155 Exemptic 
process by which establishments may requc 
requirements in Subpart C or D of this part r 
product. 

EBAA Comment: This Section cant 
shall be made for an exemption or alternativ 
establishment to begin operating under the 
has been granted in writing. A maximum tin 
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I process, and certification for eye bank 
1, transmission, and spread of 
ian eye tissue. Our standards ensure 
unicable disease agents, that human eye 
at the function and integrity of human eye 
?g. [See EBAA Medical 
rnd Al. 100, Scope] 

lnce with applicable requirements. 
‘hment that engages another 
or other arrangement, to perform any 
ble for ensuring that the work is 
s in this subpart and subpart C of this 

ned with the regulatory language 
s unnecessarily broad, providing room for 
of oversight and involvement eye banks 
the FDA must understand that work is 
‘Ives do not have the expertise, personnel, 
Eye banks are simply not qualified, nor 

for “ensuring” compliance by 
of the rule as they pertain to each tissue. 

recommends that compliance by 
cal examiner offices, etc,. be deemed met 
:ing that they (the subcontractor) are 
Ile applicable to the subcontracted 
lewed annually and the eye bank would 
:nts on file. Problems with the 
, documented, and a corrective action 

tions and Alternatives 

s or alternatives. This Section outlines a 
t an exemption or alternative from any 
larding a human cellular and tissue-based 

7s no timeframe under which a decision 
yet the section clearly does not allow an 

-ms of an exemption or alternative until it 
period for 2 decision should be 



established. 

EBAA Recommendation: 
Subsections (d) and (e), stating: shall provide a written 
statement approving or disapprovinq the or alternative within 30 
workino days of his or her receipt of an oral, &itten or electronically filed request.” 

Additionally, the EBAA recommends th t the final rule provide for a staggered 
iii implementation with this section of the rule to ! 

t 

e implemented first and the remaining 
provisions be effective two years from the dat of publication of the final rule in the 
Federal Register. 

FDA Proposed Rule -- 1271 .I55 (c) Criterialfor wanting exemption or alternative. FDA Proposed Rule -- 1271 .I55 (c) Criterialfor wanting exemption or alternative. 
This paragraph states that “the Director may This paraaraph states that “the Director may &ant an exemption or alternative if he or rant an exemption or alternative if he or 
she finds that such action is consistent with t goals of preventing the introduction, 
transmission, and spread of communicable ase and that:....” 
she inds ihat such action is consistent withtt$e goals of preventing the introduction, 
transmission, and spread of communicable disease and that:....” 

EBAA Comment: The exemption native language is too narrow and 
does not afford entities an exemption or al approach to a particular requirement 
of the rule not relevant to the tissue in que 

EBAA Recommendation: Modify 12 .I55 (c) to state: “the Director may grant 
an exemption or alternative if he or she finds t such action is consistent with the 
goals of preventing the introduction, transmi , and spread of communicable disease 
or that such goals are not impaired by an e ion or alternative, and that:“... 

Section 1271.160 Establishment and IMaintenance of A Qualitv Prooram 

FDA Proposed Rule -- 1271 .I60 Establish ent and maintenance of a aualitv 
program. Under this Section of the rule, the FDA outlines a comprehensive 
“quality program” for those involved in the nufacture of human cellular and tissue- 
based products. 

EBAA Comment: The EBAA presentl, complies with a number of steps outlined 
in the proposed rule. 
practice and will modify our 

e proposed rule, and most will have to 

requirement will be time consuming and 
FDA’s assumptions. [Medical Standards Gl 
Manual Gl .OOO Quality Assurance and Gl .I 



FDA Proposed Rule -- 1271.160 (e) Compu 
establishment that uses computers or autom: 
maintaining data or records related to the ma’ 
tissue-based products, to validate computer 8 
an established protocol. 

EBAA Comment: This is the most trc 
The majority of eye banks, if not all, utilize co 
IO%, as estimated by the FDA. As far as the 
uses a computer system to make decisions a 
in this regard differs dramatically from blood t 
make decisions about blood suitability and fir 
validation would be appropriate. 

Eye banks maintain a paper chart on c 
a donor’s medical chart. The information is e 
purposes of obtaining a summary of the infor 
the paper chart is replicated with a computer 
record will accompany the tissue to the transl 
identification and tracking. ~ 

Eye banks do not use computer softw 
instruments. Computers in use at eye bank4 

!TS. Paragraph (e) requires an 
?d data processing systems for 
jfacture or tracking of human cellular or 
ftware for its intended use according to 

rblesome requirement of this Section. 
puter systems for storage of data -- not 
association can determine, no eye bank 
xrt tissue suitability. Eye bank practice 
Ink practice, where computer systems 
I disposition -- in such cases, software 

ch donor tissue, including hard copies of 
tered by an operator intothe computer for 
ation contained in said chart. Essentially, 
xord. A computer print-out of the tissue 
ant facility for legible, accurate 

e and hardware as decision making 
re solely for information storage and 

retrieval, word processing, and form printing4 

EBAA Recommendation: The EB believes the appropriate “validation” 
requirement for eye banks would entail 1) that the computer system be 
routinely backed-up so that data is not lost; ) that the final computer print out be 
physically checked against the paper chart ensure that data is consistent and that no 
operator error occurred; and (3) that a final upervisor, or his or her designee, sign-off 
be required prior to tissue release. 

We ask the FDA to provide further g on this matter in the preamble to the 
final rule. 

Section 1271.170 0 k&n and Persmiel 

FDA Proposed Rule 1271 .I70 Orqaniza n and Personnel. This Section of the 
proposed rule broadly outlines organiztition land personnel requirements. * . 

EBAA Comment: EBAA is supporti 1 e of Section 1271 .I 70 as proposed. EBAA 
Medical Standards and Procedures meet F 

i 

A requirements. [See Medical Standards 
Cl .OOO Personnel and Governance, and C .OOO Training, Certification, and Continuing 
Education of Technical Personnel; Proced res Manual C2.000 Training, Certification, 
and Continuing Education of Technical Per onnel] 



EBAA Comment: as proposed. [See 
Procedures Manual and El .OOO, 

This paragraph of the proposed rule 
entities involved in the manufacture of 

“The facility shall be 
ventilation, plumbing, drainage, 

EBAA Comment: 
hospitals or other hospital settings. 
for the physical plant is performed 
several other eye banks 
freestanding facility. In these instances, 
building management for 
facility must be maintained in a good 
be employed during the inspection 
show that a certain problem has been 
management and that a reasonable period f time for response is allowed. 

Additionally, some eye banks, such 
i 

s those in a teaching hospital or in a tenant 
situation, do not have toilet facilities on the remises, but have access to such facilities, 
e.g. down the hall. It is not essential to bade toilet facilities in an eye bank; it is 
essential to have a sink with a drain and ru ning water -- which all eye banks have. 1 [See Medical Standards C3.000 Facilities General, C3.100 Eye Bank Laboratory, and 
C3.200 Equipment Maintenance and Clean’ng; Procedures Manual C3.000 Facilities, 
C3.100 Eye Bank Laboratory, and C3.200 quipment Maintenance and Cleaning] 

EBAA Recommendation: The EB i respectfully seeks modification to 
paragraph 1271 .I 90 (a); deletion of the re uirement for toilet facilities, and seek 
guidance in the preamble for those eye banks that are housed in teaching hospitals or 

-. other tenant situations. 



Section 1271 .I 95 Environmenta Control and Monitorina 

FDA Proposed Rule -- 1271 .I 95 Environmen 1 Control and Monitorina: This 
Section of the rule outlines procedures, “where ppropriate,” to control and monitor 
environmental conditions to provide proper con for operations. 

EBAA Comment: Eye banks perform t e majority of work on eye tissue, eg. the 
preservation of the cornea1 tissue, under the inar airflow cabinet. We agree that it is 
critical to monitor the environment under the la inar airflow cabinet through inspection 
and periodic maintenance to 

However, the impact of the overall air uality of the eye bank has a negligible 
effect on human eye tissue. If es are followed properly, eye tissue 
would be minimally exposed to The impact would not effect 
the structure or integrity of the eye tissue. communicable disease could 
not be transmitted. To call for the 
would be cost prohibitive for most 
Medical Standards C3.200 Environmental M 
C3.600 Infection Control and Safety] 

EBAA Recommendation: EBAA that appropriate environmental 
controls should pertain to the laminar we have developed such 
standards and they are employed by our me Standards for overall air 
filtration and ventilation control or are not necessary if 
appropriate procedures are followed. Such prohibitive for eye 
banks and add nothing to the n ocular tissue offered for transplant. The 
EBAA requests that FDA acknowledge the quirements for the laminar airflow cabinet 
as sufficient to meet this rule and that an exemption from 
overall environmental controls be noted. 

Section Equipment 

FDA Proposed Rule -- 1271.200 (a) pen This paragraph stipulates that “any 
automated, mechanical, electronic, compu er or other equipment used for inspection, 
measuring and testing shall be 

EBAA Comment: Manufacturers 
suited to analyze equipment function. 
Maintenance and Cleaning and C3.300 
Manual 3.200 Equipment Maintenance a 

EBAA Recommendation: The EBAA eals to the FDA to accept vendor validation 
I 



and maintenance records and clarify the ru accordingly. 

FDA Proposed Rule -- 1271.200 (4 Calibhtion of equipment. Paragraph (c) 
requires that “all 

EBAA Comment: Calibration of slit mps is not practical. A slit lamp is similar 
inspect cornea1 tissue. There can 

[See Medical Standards 

EBAA Recommendation: Modify 1 1.200 (c) accordingly: “all automated, 
for inspection, measuring, 

Section 1271.210 Supplies and Reaqents 

FDA Proposed Rule -- 1271.210 Supplies z/Td Reaqents. This Section of the rule 
outlines several new steps for 
manufacturing human cellular or 

supplies and reagents used in 

outlined pertaining to records of receipt of ea 
Specific requirements are 

supply or reagent, and use of each supply or 
supply or reagent, verification of each 

EBAA Action: EBAA is supportive of 
costly section for eye banks 

is Section of the proposed rule. This is a 

receive, record, and 
and technician time to 

on each particular tissue. 
ents, and then to track according to use 

Instruments and Reagents]. 

cess Controls 

FDA Proposed Rule -- 1271.220 Process C 
requires that tissue “establishments engaged 

This Section of the proposed rule 

tissue-based products shall develop, conduct, 
the processing of human cellular and 

processes to ensure that each human cellular 
ntrol, and monitor its manufacturing 

specifications, is not contaminated, maintains 
tissue-based product conforms to 

manufactured so as to prevent transmission 
function and integrity, and is 

disease by the product.” 
I 



into a finished product. Cornea1 tissue cannc 
transplantation. Between the time of recover 
kept refrigerated in a cornea1 storage mediun 
determines the suitability of tissue for use foll 
medical records, infectious disease testing, a 
cornea1 tissue fails to qualify for transplantatic 
provided for non-transplant (e.g. research or 

Once cornea1 tissue is removed from t 
added to, or otherwise made into a product. 
altering its integrity, form or function; it perfor 
performed in the donor. 

Eye banks are required by EBAA’s MC 
assurance program to evaluate the medical c 
suitability for use, staff training and continuins 
distribution of tissue, and other aspects of ha 
specifically designed to address the nature o 
viability for transplant. Evaluation of cornea1 
equipment. Each tissue is individually evalu: 
cornea1 tissue evaluation involves the introdl 
adhesives, or other material that can damagl 
some type of in-process monitoring. 

be sterilized and still maintain viability for 
and transplantation, cornea1 tissue is 
During such time, the eye bank 

Ning a review of the donor’s relevant 
d microscopic tissue evaluation. If 
I, it is appropriately discarded, or is 
jucation) use. 

3 donor it is not manipulated, altered, 
orneal tissue is provided for use without 
IS the same function in the recipient as it 

ical Standards to have in place a quality 
teria used to determine a donor’s 
education, records management, 
dling cornea1 tissue. Such standards are 
zorneal physiology and post-mortem 
ssue does not occur with automated 
ed by eye bank personnel. No aspect of 
tion of reagents, binding agents, 
cornea1 tissue or which would require 

Accordingly, this section is inapplicab e to eye banks and eye banks should not 
be required to assume responsibility for co J plying with implementation of this Section. 

Section 1271.225 Process Changes 

FDA Proposed Rule -- Subsection 1271.225 (a) Procedures. Paragraph (a) would 
require that procedures be &t&&shed and aintained for making changes to a 
process. Any such change shall be verified r validated, to ensure that the change 
does not create an adverse impact in the operation, and shall be approved 
before implementation by a responsible per on with appropriate knowledge and 
background. 

EBAA Comment: The proposed r gulation would require establishments to 
institute “process” change procedures to g % vern modifications to established 
“processing” operations. Since eye banks re not involved with “processing” product, 
we believe it is inappropriate to implement hange procedures for “processing” 
operations that do not exist. Accordingly, Ihis section is inapplicable to eye banks and 
eye banks should not be required to assu 

i 

e responsibility for complying with 
implementation of this Section. 



Section 1271.230 Pr 

FDA Proposed Rule -- 1271.230 Process Vi 
The overall Section of the proposed rule applic 
tissue. Paragraph (a) General, states that “w 
fully verified by subsequent inspection and te: 
approved according to established procedure: 
results.....shall be documented.” Paragraph (I 
be established and maintained for monitoring 

EBAA Comment: Each eye tissue acq 
examined, evaluated, and tested. Even tissuj 
separately. Since every tissue is subjected tq 

ired by an eye bank is individually 
from the same donor is examined 
ts own verification of suitability based 

upon medical standards and criteria, “proces validation” is not relevant to eye bank 
activities. Accordingly, this section is eye banks and eye banks should 
not be required to assume with implementation of this 
Section. 

cess Validation 

idation, 1271.230 (a) and 1271.230 (d). 
: to “validation of process” for human 
ere the results of a process cannot be 
5, the process shall be validated and 

The validation activities and 
) Procedures, requires that procedures 
nd that requirements continue to be met. 

FDA Proposed Rule -- 127% .250 Labelinn ontrols. This Section of the proposed 
rule call for procedures for the labeling of cellular and tissue-based products. 
The procedures are to be designed to preve 

EBAA Comment: The EBAA is Section as proposed. [See 
Medical Standards Jl .OOO, Labeling, Ll and K1.200 Receivers of 
Tissue and K1.200; Procedures Manual .OOO Documentation] 

Section 1271,260 Storaae 

FDA Proposed Rule -- 1271.260 Storaae. ‘This Section of the proposed rule broadly 
outlines requirements relative to storage ar el as. 

EBAA Comment: The EBAA is sup d ortive of this Section as proposed. [See 
Medical Standards C2.300, Equipment Maintenance and Cleaning and II .OOO Storage; 
Procedures Manual C2.300, Equipment Ma ntenance and Cleaning, El .300 Use of 
Preservation Media, and 1 .OOO Storage] 



Section 1271.265 Re eipt and Distribution 

FDA Proposed Rule -- 1271.265 Receipt and Distribution, 1271.265(a), 1271.265 
lb), and 1271.265 (c). The above referent 
defining receipt and distribution activities 

Section and its paragraphs apply to 
r ed to human tissue. 

EBAA Comment: Please note that several new steps will be required of eye 
bank personnel under this Section of the rul&; this will be costly in terms of time and 
expense. However, the EBAA believes that!following these steps will enhance efforts to 
maintain a strict “chain of custody” on the ti sue and that expending the effort is 
worthwhile. [See Medical Standards Dl .OO i 
Ml .OOO Eye Bank Records, Ml .I00 Confide 

Donor Screening, L2.000 Packaging, 

b 
tiality, Ml .200 Donor Screening Forms, 

Ml .300 Information to be Retained, Ml .400 &Recipient and Follow-up Information, and 
Ml 500 Disposition of Surgical Tissue; and Procedures Manual Dl .OOO Donor 
Screening, Kl .OOO Distribution of Tissue, K11.400 Returned Tissue Procedure] 

FDA Proposed Rule -- 1271.265 (d) Packaainq. Paragraph (d) requires “packaging 
and shipping containers to be designed, vali 
function and integrity and protect the produc 

ated and constructed to ensure product 
from damage . ..‘I 

EBAA Comment: The EBAA is cone rned with paragraph (d). The Association 
asserts that validation from the manufacture I of packaging and shipping containers 
should serve to meet the intention of this req L irement. Eye bank personnel are not 
trained to validate the design and constructi n of shipping containers and packaging 
materials. [See Medical Standards L2.000 P ckaging, Sealing, and Packing for 
Transport] 

EBAA Recommendation: The EB 3 requests that the FDA accept validation of 
packaging and shipping material from the m nufacturer and that a letter or packaging 
insert from the manufacturer be kept on file 4 
personnel could be required to visually exam ne the shipping and packing “i 

ith the eye bank. Additionally, eye bank 

material for any obvious damage, being held ito a “reasonable lay person” standard. If 
damaged, the problem would be documente and reviewed with the manufacturer of the 
shipping and packing material. Further, the ti rovisions in the proposed rule 
outlining “A Complaint File” (Section 1271.3 

3 
0) could be used to monitor problems with 

packaging failure. It is in the eye banks’ inte sst to immediately correct package 
failure problems. We believe this serves as En appropriate check and balance. 



Section 1271 I 

FDA Proposed Rule -- 1271.270 Records. 
a number of provisions regarding records of 
concurrently with the performance of each si 
subpart C of this part. Subsections of this Sq 
records management system, the keeping o 
of all records for at least 10 years. 

EBAA Comment: The purpose of th 
electronic data or paper chain of custody on 
by a tissue entity. Should a problem occur, . 
of custody would allow one to review the hat 
supports the goal of this provision. At prese 
through the system, from donor to transplan 
FDA, this Section will be expensive for eye I: 
expand their capacity to store all the data re 
minimum of 10 years as spelled out in paras 
Standards Ml, 100 Records, Length of Stora 
Retained, D1.200 Documentation of Donor 
Procedures Manual Ml .050, Eye Bank Recc 

Section 1271 

FDA Proposed Rule -- 1271.290 Tracking 
specific “tracking” kequiremetifs for establist 
kanufacture of human cellular or tissue-bas 
that a method of product tracking be establi! 
based products from the donor to the recipk 
well, the Section’s paragraphs require the al 
code system that relates the product to the I 
product; product information; donor informal 

EBAA Comment: We support the 
rule, but have concerns relative to paragra 
(f) consignees. Some corneas procured it 
countries where a desperate need for eye 
restoration procedures. Eye banks are abl 
ship tissue abroad, but are not always able 
patient/recipient. [See Medical Standards 
D1.200 Documentation of Donor Informatic 
Jl .OOO Labeling; Procedures Manual Jl .O( 
Tissue] 

EBAA Recommendation: We ask _ 

‘0 Records 

iis Section of the proposed rule outlines 
sue. Records are to be maintained 
iiflcant step required in this subpart and 
tion require the establishment of a 
everal specific records, and the retention 

Section of the rule is to provide an 
e disposition of all human tissue received 
! electronic data or paper chain 
ing of a particular tissue. The EBAA 
eye banks are able to trace tissue back 

lcility and vice versa. As noted by the 
lks to undertake. Most banks will have to 
ired under the proposed ruie flir a 
ph 1271.270 (e). [See Medical 
!, Ml .400, Minimum Information to be 
‘ormation, Ml .OOO Eye Bank Records; 
I Entry and Correction Procedure] 

#O Tracking 

This Section of the rule outlines several 
ents that perform any step in the 
I products. Section paragraphs require 
zd to track all human cellular and tissue- 
: or final disposition, or vice-versa. As 
ption and use of a distinct identification 
nor and to all records pertaining to the 
n; and information from consignees. 

nded goal of this Section of the proposed 
1271.290 (e) Recipient information and 

the United States are exported to other 
ssue exists for sight 
to track the tissue to the consignees which 

to track the tissue to the actual 
Minimum Information to be Retained, 
1, M 1.500 Recipient Follow-up Information, 
1 Labeling, and Kl .OOO Distribution of 

hat an exception be made for eye tissue that 



is exported outside the U.S., and that signature and intended disposition from the 
consignees be acceptable for purposes of 
be responsible for educating entities that d 

c/&g. Providers of tissue for export would 

final rule. Voluntary participation is the onl 
ibute abroad regarding the intention of the 

cticable method to continue the 
provision of eye tissue to countries outside t 78 United States. 

Section 1271.326 Complaint File 

FDA Proposed Rule -- 1271.320 Complain File. This Section of the proposed rule 
outlines requirements related to the handling of “complaints.” 

EBAA Comment. All eye banks wou d have to add a procedure to handle 
complaints pursuant to the proposed rule or i 
estimates two complaints per year. This esti 

evise an existing procedure. FDA 

b larger volume eye banks. These matters ar 
ate is too low, particularly as it applies to 

spent investigating reported problems. [See 
taken very seriously, and much time is 

[tl 
edical Standards Gl .OOO Quality 

Assurance; Procedures Manual Gl .OOO Quality Assurance, and Gl .I 000 Quality 
Control] I 

Section 1271.350 Reporting 

FDA Proposed Rule -- 1271.320 (a) Reporting. 
defines “adverse reactions” and requires a 

Paragraph (a) of the proposed rule 
r 

reactions” within 15 calendar days of the ini 
oh to the FDA regarding such “adverse 
receipt of such information. The 

paragraph further requires an establishmen investigate all adverse reactions that are 
subject to the 15-day reports and to submit fo low-up reports within 15 calendar days of 
the receipt of new information or as requestec by the FDA. 

EBAA Comment: The EBAA supports adverse 
changes to 1271.320 (a). First, the Associati 

ci 

reaction reporting, but seeks two 
n seeks to narrow the definition of 

“adverse reaction” from the broader definition ,used in the rule. The focus of the rule is 
on the safety and efficacy of the product to beitransplanted. The definition utilized by 
the FDA considers situations that involve the i 
the conditions surrounding the surgical 6 

pact of the surgical procedure, including 
proce 

surgical setting as “reportable”. 
lure, and the practice of medicine in a 

For example, the FDA requires reporting “failure of the 
product’s function or integrity if the adverse re ction is “fatal.” In such case, there is 
obvious failure of the product; the reason a may be due to the patient’s death from an 
adverse response to the administration of ane 

9 
thesia. To 

report such incidence would provide false data 
to the unnecessary expenditure of investigatio 

t 

on graft function and integrity, and lead 
time. 

Secondly, the follow-up reporting time-f$me is inadequate to provide thorough 
information. In some cases, tissue is shipped 
investigate “adverse reactions,” tissue establi 

rest distances to transplant entities. To 
ments have to work with the 



cooperation of the transplant surgeons, transl 
distances. Fifteen days does not allow for ad 
by mail. To provide better quality in reported 
extended to 30 calendar days [Medical Stand 
Minimum Information to be Retained, Ml ,500 
M 1.550, Adverse Reaction Reporting] 

ant facilities, and patients over great 
quate response time for information sent 
rformation, the 15-day period should be 
rds Gl .OOO Quality Assurance, Ml .400 
iecipient Follow-up; Procedures Manual 

EBAA Recommendation: The EBAA 
reporting an “adverse reaction:” “The establi! 
involving the transmission of a communicable 
and attributable to transplantation of donor tis 
dysfunction. Further, any systemic infectious 
that develops in a recipient, whether or not it 
must be reported.” 

;uggests the following definition for 
lment shall report any adverse reaction 
disease or other disease transmitted by 
ue, including infection and biologic 
isease such as HIV, hepatitis, or syphilis 
suspected to be due to donor tissue, 

Subsection 1271.350 (a) (2) requires f 
EBAA asks that 30 calendar days be provide{ 

low-up reports within 15 calendar days. 
to allow for more thorough follow-up. 

Section 1271.370 La ‘elinrr and Claims 

FDA Proposed Rule -- 1271.370 Labelina a , \_ .^ ,. 
rule addresses label information and accomp 

Id Claims. This Section of the proposed 
nying materials and claims. 

EBAA Comment: This section is pre! 
Jl .OOO Labelling and Ll .OOO Documentation; 
Ll .OOO Documentation. Additionally, eye bar 
claims for their tissue material. 

:ntly met by EBAA Medical Standards 
‘rocedures Manual Jl .OOO Labelling and 
;s do not make therapeutic, or related 

Section 1271.4( I Inspections 

L This Section of the proposed rule FDA Proposed Rule -- 1271.400 lnspectior 
outlines FDA inspection activity with respect 
manufacturing of cellular and tissue-based p( 

I establishments involved in the 
Iducts. Paragraph (a) discusses 

notification policy for inspections. discusses frequency of inspections. 
Paragraph (c) identifies who the agency ma call on during the time of the inspection. 
Paragraph (d) discusses FDA’s right to and copy records, take photographs and 
videotapes. Paragraph (e) discusses the F A’s disclosure policy. 

EBAA Comment: Paragraph 1271.4 0 (a) “allows for an authorized 
representative of the FDA to make an inspe Ition of the establishment at any reasonable 
time and in a reasonable manner . . . Such in pection may be made with or 
without notice and will ordinarily be made du ing regular business hours.” Most of our 
eye bank members are small facilities. Pers nnel of the eye bank also have many 
responsibilities, some of which require time 

i 

utside of the facility, for example, in 
educating the public on donation, working w th possible donor families, and procuring 



tissue from donors. In smaller banks, the do 
b 

r may not always be open. 

EBAA Recommendation: EBAA s ropriate notice on behalf of our 
members. We ask that at least 5 working given for routine inspections and 
24 hour notice be given for inspections r cause. This will serve to benefit the 
entire inspection process. 

EBAA Comment: Paragraph 2171. lows FDA’s representative to call 
upon the most responsible person available the time of the inspection. Again, this is 
problematic because eye bank facilities are ually small, and key staff are out of the 
bank performing other duties. It is critical t personnel with the appropriate level of 
training and responsibility available during 

facility, or person serving in this capacityA and that such individual be present 
during an inspection process.” 

EBAA Recommendation: The EB EBAA Recommendation: The EB seeks a change to paragraph (c) that seeks a change to paragraph (c) that 
would require the “FDA’s representative would require the “FDA’s representative on the Executive Director of the on the Executive Director of the 
facility, or person serving in this capacity,) and that such individual be present 
during an inspection process.” 

EBAA Comment: Paragraph 1271 (d) allows for copying, videotaping, and 
photographing of any records required und is part of the rule. As written, this liberal 
definition gives FDA inspectors overly broad hority, including wide latitude to copy 
personnel training records, employee review tc. The EBAA believes it is appropriate 
to limit reproduction to data that would relat possible communicable disease 
transmission and/or biologic dysfunction of e. Additionally, little “due process” is 
afforded entities under inspection. The facili er inspection must be apprised of 
basic rights and must be advised as to what ial is reproduced and why it is the 
subject of reproduction. The facility should fforded a right of denial. 

EBAA Recommendation: The EB ks a change in paragraph 1271.400 (d) 
that narrows the definition of material that subject to reproduction, such as 
“material can only be copied, v phed that relates to 
possible communicable diseas disease transmitted by 
and attributable to transplantation including infection and 
biologic dysfunction.” Further, the apprised of the rationale for 
the taking or reproduction of s to exactly what was 
taken. The facility must be al deny the taking of such 
material without an appropriate notice for 

[See Medical Standards Bl .I 00 Inspection; a id Procedures Manual Bl .I00 EBAA 
Membership and Accreditation] 

Section 1271.420 Human Cellular and Tissue-Based Products Offered for Import 

FDA Proposed Rule -- 1271.440 Human Cellular and Tissue-Based Products 
Offered for Itiport. This Section of the rule utlines requirements related to tissue 



offered for import within the United States. 

EBAA Comment: Eye banks do noi 
States. 

Section 1271.440 Orders of Retention 
Manufi 

FDA Proposed Rule -- 1271.440 Orders o 
Cessation of Manufacturing. This Sectior 
take certain action if it finds that a human CC 
establishment is in violation of the regulatior 
recall or destruction of any violative product 
itself, or may order an establishment to tern/ 

EBAA Comment: Paragraph 1271 .f 
“finding” that a product or establishment is iI 
authority is overly broad. It would permit the 
establishment failed to perform clerical requ 
safety or efficacy of the product, such as, fo 
training records for personnel. 

EBAA Recommendation: The EBA 
1271.440 (a) to narrow the scope of finding3 
action, such as: “upon an agency finding th 
product or establishment is in violation of thl 
relates to the possible transmission of comr 
transmitted or attributable to transplantation 
biologic dysfunction.” 

EBAA Comment: Paragraph 1271 .A 
“ordinarily” provide for recall or destruction \ 
order. Subsection (c)(2) provides an altern: 
FDA and the person receiving the order as I 
alternative path is chosen is entirely up to th 
however, particularly where extensive recorc 
amount of time for an establishment to take 
control over the material in question. 

EBAA Recommendation: Rather th 
from which the establishment may have to a 
the EBAA recommends that in all cases, the 
by the FDA and the establishment, as set 01 

nport tissue from outside the United 

tecall, Destruction, and Cessation of 
:uring 

tetention, Recall, Destruction, and 
f the proposed rule allows the agency to 
alar and tissue-based product or an 
in this part. The agency may order a 
may take possession of such product 
rarily cease manufacturing. 

I (a) allows the FDA to take action upon a 
riolation of these regulations. This 
gency to issue a recall notice if the 
ments that in no way directly relate to the 
xample inadvertent misplacement of 

seeks a change in proposed paragraph 
rat must be made to trigger agency 
a human cellular and tissue-based 
egulations inthis part, and such violation 
nicable disease or other disease 
‘donor tissue, includino infection or 

I (c)(l) states that an order will 
hin 5 working days from receipt of the 
re scenario in an agreement between the 
:he response to be taken. Whether this 
discretion of the FDA. In many cases, 
are involved, 5 days is an inadequate 
s steps necessary to obtain 

I establishing a presumption of 5 days, 
beal pursuant to paragraph 1271.440 (e), 
ne period and response be determined 
n 1271.440 (c)(2). 



EBAA Comment: Issuance of a recs 
for raising public alarm, with possible detrime 
procure future donations. It is essential that l 
that FDA provide follow-up investigation of it: 
reasonableness and necessity of taking actio 

lr destruction order creates a potential 
31 effects on the ability of eye banks to 
blic fear not be unnecessarily raised, and 
litial finding to confirm the 

EBAA Recommendation: The EBN 
following, be added as paragraph 1271.440(f 
to Section 1271.440 of these reoulations, the 
conduct a follow-up investigation to determin 
initial findings. The results of such investiaat 
persons or establishments in receipt of the OI 
establishments which were contacted, notifie 
the order, includino recipients of affected ma 
disseminated, the public.” 

4 rc 
I 

iF 
?I 

t 
i r 
r E 

t: 
F 

?commends that language, similar to the 
“Uoon the taking of any action pursuant 
DA shall, within a reasonable time, 
he reasonableness and necestiitv of its 
1 shall be provided , in writinq, to the 
:r, all persons, facilities, or 
)r in any way involved in the execution of 
ials, and if such order was unduly 

New Section: C ,med Status 

In the preamble to the proposed rule, 
alternative inspection and enforcement provi: 
resources, be cost-effective, and achieve the 
The EBAA offers two different approaches fc 

? agency invites comments on possible 
Ins that would leverage agency 
ublic health goals of the proposed rule. 
‘our consideration. 

(1) FDA could grant “deemed status” 
State provided programs to administer the FI 
organization would be responsible for inspec 
meeting the standards promulgated in the fir 
facility would be kept on file by the “deemed’ 
its review. Facilities that require Section 12 

? the FDA following the inspection of the facili 
action. 

to 
b P 
rtin 

! al 
i'0 
4.~ 
y f( 

private, not-for-profit organizations or 
i inspection program. A “deemed” 
g facilities to ensure that facilities are 
rule. Final inspection reports of each 
rganization and available to the FDA for 
440 actions would be reported directly to 
‘or appropriate federal enforcement 

(2) Amend Section 1271.400 to requ re that FDA inspectors be appropriately 
trained to examine establishments that man facture cellular and tissue-based products 
according to the type of tissue manufacture by the facility. In other words, FDA 
inspectors that are to inspect eye banks, be trained and knowledgeable about eye bank 
practices. The FDA would be mandated to I 

b 
ork with private “not for profit” 

organizations to develop appropriate trainin programs for inspectors. 

EBAA Comment: The EBAA has d a uniform inspection process. Our 
Medical Standards and quality of banked human eye 
tissue. Accordingly, our receive continuing education and 
feedback on how to Our safety history is a testament to the 
effectiveness of our process. The EBAA also has a 
policy of public reporting. The EBAA list is posted on its website for public 



view. 

The goal of the Department of Health aqd Human Services is to increase organ 
and tissue donation. and should be used as an opportunity 
to meet this goal by quality in all entities involved with the 
handling of cellular 

Closinn Comments: 

We appreciate the opportunity to work the FDA to ensure the highest quality 
standards for the procurement and distributio of human eye tissue. 

health goals, we had difficulty providing 
the terminology of “manufacture,” 

material”, “validation,” and 
late with eye bank practices, thus making 

The agency utilizes a single 
that is “processed” into 

product. Further clarification will have to ma to the final rule. 

in this proposed rule, most of the 

Federal Register. 

appeal to the agency to provide for a 
of publication of the final rule in the 

rule. 

Sincerely, 

Patricia Aiken O’Neill 
President and CEO, EBAA 

Enclosure 
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