Changes in Equi prrent for Processing Bl ood Donor Sanples (7/21/92)

DATE: July 21, 1992

FROM Director, Center for Biologics Evaluation and
Resear ch

SUBJECT: Changes in Equi pmrent for Processing Bl ood Donor
Sanpl es

TO Al'l Licensed Bl ood Establishnents

The Code of Federal Regul ations, 21 CFR 640.5(b) and (c) requires
that each container of Wole Blood be classified as to ABO and Rh
group. Routine blood bank practice al so includes perform ng

bl ood group related anti body screening tests on a sanple from
each donor. |In the past, this testing was nost often perforned
usi ng manual slide or tube procedures. |In recent years, however,
various automated nethods and equi prent have been devel oped to
performthis testing.

It has been the policy of the Center for Biologics Evaluation and
Research (CBER) both to revi ew aut omated bl ood groupi ng and

anti body test systens as nedi cal devices used in blood and bl ood
conponent manufacturing prior to marketing, and to al so consi der
a licensed blood establishrment's original or nodified use of the
nmedi cal device to be an inportant change in manufacturing nethods
[21 CFR 601.12(b)] that required review and acceptance by this
Center prior to inplenentation.

We have evaluated the Center's past experience in the review and
approval process for use of these devices. The results of our
eval uation indicated that blood safety will not be adversely
affected if licensed blood establishnments inplenent use of

nmedi cal devi ces approved for autonated bl ood grouping after
appropriate installation and on-site instrunment qualification in
the licensed blood establishment. The establishnment should
report the changes in procedures or equi pnent to the Director,
CBER, consistent with 21 CFR 601.12(a) not |l ess than 30 days in
advance of inplenmentation. However, the establishnent does not
need a specific approval from CBER prior to inplenenting. The
FDA wi Il review docunentation supporting the change at the tine
of the next schedul ed inspection.

A copy of the change notification sent to CBER, and
acknow edgnment of receipt by CBER, should al so be avail able at
the facility for review during FDA inspections.

Henceforth, any establishnent electing to use automated bl ood
groupi ng or antibody test systens approved for testing bl ood
donor sanples may do so consistent with the manufacturer's
directions, following on-site instrunment qualification, parallel
testing as appropriate, and docunentation of staff proficiency in



each facility. Any departure fromthe manufacturer's

i nstructions, however, represents an unapproved nethod and wil |
continue to require review and approval in the formof a product
i cense application amendnent prior to inplenmentation.

Establi shments that are currently awaiting approval of |icense
amendnments for the use of such equi prent should subnmit a letter
requesting wthdrawal of the anendnent application, if

appropri ate.

FDA will review the docunentation in support of the procedura
change at the firms next inspection to deternine that the
manufacturer's directions are being foll owed, that adequate
standard operating procedures are in place and being foll owed,
that staff are appropriately trained and that appropriate
qualification testing was perforned, eval uated and docunent ed
prior to inplenmentation of the change. The addendum furt her
expl ains the kind of information that should be avail able for
eval uati on upon request by FDA

Questions regarding this policy my be directed to the Division
of Product Certification, (301) 295-8428, FAX (301) 295-8528;
techni cal questions should be referred to the Division of
Transfusi on Science, Laboratory of Blood Bank Practices, FAX
(301) 227-6431.

Kat hryn C. Zoon, Ph.D.

Addendum t o FDA Menor andum Regar di ng
Docunent ati on of Changes in Equi pnent for ABO Rh
and Anti body Screening Processing Bl ood Donor Sanpl es

As automation becones an integral part of all |aboratories, many
bl ood establishnents are purchasi ng equi pnent for use in the

col l ection, processing, and testing of blood and bl ood products.
Equi pnrent used in bl ood establishnents is subject to approval by
the Center for Biologics Evaluation and Research and/or the
Center for Devices and Radi ol ogical Health (CDRH) through the
process of a 510(k) Pre-Market Notification or a Pre-Mrket
Approval Application (PMA). Test kits and reagents to perform
required tests for licensed bl ood products are also subject to
approval by FDA.

In the past, the inplenentation of automated equi pnment for ABO Rh
bl ood grouping tests and rel ated anti body screening tests has
been considered a maj or change in manufacturing, requiring
approval of a product |icense amendnent (PLA fromthe Food and
Drug Adm nistration (FDA/CBER). The attached nenorandum i nforns
establ i shnents that review of inplenentation procedures for new



equi pnrent al ready cl eared by the FDA and used according to the
manufacturer's directions will now be perfornmed during routine

i nspections. This step will elimnate duplication of review and
stream i ne procedures for bl ood establishments inplenenting
changes that include new equi pnent.

Docunent ati on for changes that include use of new equi pnent
shoul d include the foll owing procedures prior to acceptance for
testing blood and bl ood conponents. Deviation fromthe
manufacturer's instructions requires justification; |icensed
establ i shnents al so need witten approval from CBER for the
variation.

CGeneral Procedures
1. Cal i bration

Aut ormat ed equi prent shoul d be calibrated after installation
and periodically according to the manufacturer's
recommended schedul e for maintenance. This may be
performed by the device manufacturer at the tine of
installation. The blood establishnment should keep a record
of the calibration procedures perforned, identifying the
nane of the person(s) perforning the calibration, and
listing the date(s) of calibration and any subsequent re-
cal i bration.

2. Val idation (Qualification)

Val i dation establishes that a specific process wll

consi stently produce a product neeting predeterm ned
specifications. Blood establishnments should have witten
specifications for automated equi pnent performance and the
equi pnment shoul d be evaluated to determine that it neets
these specifications. Perfornance qualification is a part
of validation involving rigorous testing to denonstrate

ef fecti veness and reproducibility of the specific process
being tested. Qualification includes testing a process

wi th chall enge conditions that simulate conditions that

wi Il be encountered during equi pment use. The nunber of
speci mens tested or the nunber of test runs perforned
shoul d be sufficient to ensure that the equi pmrent neets the
specifications deternmined by the blood establishnent.

There should be witten records of qualification testing,

i ncluding the nanmes of personnel performing the testing and
the date(s) of testing.

3. Paral | el Testing

Because it is very difficult to evaluate the precision and
accuracy of sone serological tests (e.g., blood grouping
tests) in any other way, testing in parallel with an FDA

i censed reagent used by anot her approved nethod has been a
primary part of some types of new equi pnent validation.



Parall el testing is functional testing perforned using both
the new test nethod and the reference nmethod on the same
sanples to determ ne that the new nethod provi des accuracy
conparable to or better than the reference nethod. The
nunber of specinens tested should be sufficient to show
that the new nmethod is equivalent to or better than the
reference nethod.

a. Test adequate nunbers of sanples to docunent
consi stent determ nation of accurate ABO and Rh
groups. Conpare to results with |icensed reagents
used by a nethod accepted by the FDA for testing
donor sanples. The nunber of tests necessary to
denonstrate adequacy of the new nethod is dependent
upon nany factors including the nunber of
di screpanci es and the range of phenotypes
encountered. It nay be necessary in npst situations
to suppl enent the routine donor sanples with known
exanpl es of |ess comon bl ood groups such as group
A2B or weak D(Du).

If during the evaluation process the protocol changes
or equi prent adjustnents are made, it will be
necessary to test additional sanmples. The nunber of
tests should be adequate to show both proficiency of
technol ogi sts and reproduci bility of results. In al
cases the nunber of parallel tests to be perforned
shoul d i ncl ude:

A m ni mum of 500 sanples. A m nimum of 3 days
testing under representative conditions.

b. Maintain a summary of all of the experience with the
instrument. (i.e., a conplete history of testing
perfornmed, including test data, problens, equipnent
adjustnents or repairs, protocol changes, and
concl usi ons.)

C. Mai ntai n docunmentation regardi ng di screpant results,
identification of the problens, and the resolution of
problens. All additional testing done on problem
sanpl es should be fully docunented.

d. The NTD (no type determ ned) rate should not be
greater than 6% of the total nunmber of tests
performed. An SOP should be prepared describing in
detail how NTD sanples will be handl ed.

e. Record the nanes, |ot nunbers and manufacturers of
all reagents used. |If tests were perforned to
determ ne dilutions of reagents to be used, there
nmust be docunentation of these tests and consi stent
application of a protocol to choose correct dilution
of each |ot.



Quality Contro

Quality control should be perforned on all autonmated

equi prent prior to inplenmentation and periodically
thereafter as required by the manufacturer and the
establishnent SOP. Quality control data should neet
predeterm ned acceptability criteria. |f these criteria
are not met, corrective actions should be taken and
docunmented. The corrective action should be evaluated to
ensure that the problemwas corrected.

Mai nt enance

A schedul e for preventative (routine) maintenance and a
mai nt enance | og shoul d be devel oped prior to inplenentation
of new automated equi pnent. The | og should al so include
procedures for re-qualification after preventive

mai nt enance and repairs, and docunentation that these
procedures were followed. Sinple calibration may be
sufficient follow ng schedul ed preventive naintenance
whereas conplete re-qualification may be necessary
following major repairs. The SOP should clearly define
what will be required and/or the criteria for decisions
concerning the extent of quality control or validation
testing before donor testing is resuned

Enmer gency Pl ans

The bl ood establishnent should have a back-up system for
providing test results in the event of equipnment failure.
The SOP shoul d describe the alternative system(s), and
staff proficiency for enploying the alternative system
shoul d be docunent ed.



