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Dear Docket Officer: 

is letter is to provide public mments on behalf of the A ‘can Red Cross 
ed ~russ~ ~~~c~~i~g the Fo 

Part 11; Eleciro 
e) and Glossary 

rvices regions, suppfies appr~~~rnat~~y half of the 
ed Cross v~~~~teers is also 

sma d~~vat~ves. Re 

to the safety of our donors, our patients, and the pubtic we 
fully supports these two guidances, welsh give C&xx 

assistance in ~nte~~et~ng the regulatory requirements. 

-ur main points can be summarized as follows: 

* The draft Vali ation Guidance contains recommendations aimed at more general 
validation practices, rather than targeting only those specifically pertaining to Part 11. 
We do not object to the concept of broader, more comprehensive validation guidance. 
Indeed, we encourage FDA to pursue development of one. However, to streamline 



11 draft Validation Guidance, we encourage FDA to eliminate validation 
ertain specifically to Part I 1. 

recommends that F A issue the planned “‘Scope” guidance, prior to closing the 
the draft Validation Guidance and Glossary. The 

~ti~~pated ““Scope” Guidance may inelude ~nf~~at~~n and recommendations that 
~rnpa~t the Validation guidance or Glossary that we cannot expect at this time. If 
FDA does not issue a separate “‘Scope” Guidance, we urge FDA to clearly indicate 
the validation steps covered in the final Validation Guidance. 

* ed Cross believes F A did not inten the term “should,” to mean, “must”’ in 
every instance it is used to describe a validation activity. Rather, we believe there are 
some activities that the user “‘should consider”’ or ‘“should assess” tct determine if it is 
aPPr e to perform the activity. In the attachment, we have noted where 
clari on of FDA’s intentions would be beneficial. 

recommends changing the approach to providing a Glossary as a separate 
Alice. Instead, we urge FDA to include a Glossary in each individual guidazxe. 
will e~~rn~~ate the need for FDA to update, and for users to implements two 

antes whenever a major change is needed in an individual guidance or when an 
stry practice is modified. 

Gross appreciates the Agency’s efforts to clarify and ~~rnrn~n~cate their 
ons regarding Part f 1 and this ~ppu~un~ty to provide pubfic cr>mments on these 

~~d~~es~ If you have any fkther questions or require foflow-up, please 
ucea, Director, Regulatory Affairs at 703-3 I2-5601 ~PhQne~~ 703-3 12- 

58 16 (fax) or DuccaArdiusa.redcrclss.org (e-maif). 



Comments by 
The American Red Cross 

On the 
Draft Guidances for Industry: 21 CFR Par 

~~e~tr~ni~ Records; Electronic Signatures, Va 
f66 FR 48886 Septembef 24,20&l Dock& # ~~~u~53$~~ 

and 
~e~tr~ni~ Records; E%xtronic Signatures, 

Glussary af Terms 
166 FR 48886 September 24,‘2001 Docket # AWN-1543~ 

ed Cross (ARC or Red Cross) is pleased to p ents ts 
g Adm~n~strat~on (FDA) the two draft guidances: 2 Z CFR Part 11; 

~le~tro~~ Records; Electronic Signatures Val~dati~n (draft Val~dat~~n Guidance) and 
~~~ssary of Terms (dram Glossary), These comments discuss certain general issues we’d 
like to bring to FDA’s attention, followed by section comments. 

draft Validat~o~ Guidance, 
owever, the draft goes heyo 

X I q ARC does not object to receiving validation guidance, 
appr~a&~, i.e,, adding general validation guidance to a Part f 1 specifk 

~~~~~a~e guidance on either. boat is needed to cover 
~n~~rrn~ng~i~g general va~~dat~~~ guidance witbin it, and 

a~~dat~o~ aspects are incom 

C wctuld welcome a separate, ~omprc nsive software va~~dat~o~ guidance and 
are one. For the under review, 

rgfe~e~c~s to validation practices that do not pertain sp 
f. 1, ~~~u~d FDA issue a separate validation g~~d~~e~ end users will Frnd themselves 
wvrl~ing between two guidances, whk may either conflict or overlap with each other, 
unless the general validation recommendations are removed from the draft Part I X 
guidance. Further, FDA will find that it must modify and update two guidances, rather 
than one, as changes in industry practices indicate, (Examples where the draft Validation 
~~~d~~e references pra&ees not pertaining to Part I 1 will be given throughout the 
remainder of our comments.) 



A second concern. involves titure guidances. It is our understanding that the draft 
dation guidance and Glossary are the first t of a number of Part 11 guidances. 
of the additional, subsequent guidances wi fine the “Scope” of coverage. ARC 

is concerned that the Scope Guidance, and associated public comments, may have a 
sig~~~~a~t impact, or result in changes to these two draft guidances documents, 
cannot be ~ti~~pated at this time. Thus, we may miss an oppo~~ity to fully evaluate 
and provide comprehensive input on all the Part 1 Iguidances. 

ARC recommends that FDA publish its draft Part 1 I Seope Guidance as quickly as 
d altow the public comment period for the draft Validation Guidance and 

to remain open at feast until after the comment period for the Scope Guida3lce 
even more preferable for FDA to review the public comments and fmatize 
uidance before closing the comment period on any of the remaining 

ith all dockets remaining open untif after completion of the Scope 
Guidance, we will be better able to evaluate the interrelationship of all the guidances and 
rovide moments that will have greater utility to FDA and to the regulated community. 

lf FDA does not intend to issue a ““Scope” guidance, the ARC recommends that FDA 
specify in these ~u~da~~~s, tile lifecycfe of an electronic record an w that lifecycle is 

ine with a product Iifecycle. Initial meetin is~ussions of 
uct needs and options, for example, should not be considered su 

ing guidances, articularly when documentation 
Without such clarification, blood establis~ents may find 

it ~eGessary to go to extensive lengths to devefo documentation for projects that never 
ater~al~~e into viable roducts. Such ~lari~cation will also he1 
velopment resources n the most appropriate fashion, 

~vg~oprne~t process: 1) 
entati~nlinstal~ation. 
a~~~~~ar~y with respect to 

design history fixle i.e., when the 
tarting coverage aAer the researc 

s Qf prudu~ts that undergo research as we’re 
~o~s~deri~g concepts, customer requirements, and feasibility. 

The chart on the following page provides a graphic representation of this concept. 



Recommended Part 1 I Coverage 
Of the Product Devefopment Process 

Initiate Part 1 I 
Coverage 

hre ~~~ali~ing the drafi ~~~~dat~~~ ~u~da~~e, we urge: F A TV ~rarify and revise t-e 
hering to t1-g guid~~e, tally, the 

d Cross inte~rets the term ~‘Sl~~~U~d” us hr~ugh~nt the &-afi Val ~uida~~~ to 
lean that the activity is adv~sablg or that users are expected to ~va~~a~~ whether the 
action is applicable. However, 
instance. 

“sh~ufd” does nest mean the a&m is required in every 
We pclint this out since the term ‘“should” might be su .& to alternative 

i~te~~e~ti~~s, ~a~~~u~ar~y during an FDA investigation, i.e., that “‘should” perform an 
action equates to “‘must” perform the action. 

is is based on our experience and that of software e~g~~ee~~~g generally, 
ere are ofien cases when the actions that the user “should” perform are either 

u~e~essary or an alternative produces an equivalent desirable result. Xn these instances, 
we woiuld hope that our vafidation practices would be suitable. Although the beginning 



Draft Guidances fur hhstry 

Va~~dat~~~ Guidance indicates that alternatives are act 
e language t~~~gh~ut the draft Guidance to actual vali 

FDA expectations. 

This section discusses “predicate rules” which faEf into several categories. ~x~p~es of 
such categories include “pre-clinical research.” ARC believes it is inappropriate ta 

e this item as an example and recommends its deletion fium guidance. 
Pre~~~inica~ research pertains to the very earliest stages of research elopment, and 
ARC believes that, as with the research phase of any product’s development, coverage of 
~r~dn~ts where very initial evaluations are being ~~~du~ted is not warranted. (See 
general comments above under il’. Scope of Coverage.) 

This se~t~~~ indicates that that the firm should be able to trace the user needs and 
untended uses to “system design requ~rerne~~s and specifications.” 

for ~~~-~~e-s~~~~ software, the system design requirements and spe~i~cat~~~s 
are not always available to end users since vendors typically regard this as proprietary 
~~f~rrnat~~n. Section 6 of the draft guidance acknowledges that they are not aI 

ut se~t~un 5.1 dais not appear to have an ~q~~val~~t rg~og~~t~~n. 
at FDA clarifji in section 5.1, as well as in section 6, that the 

understands that ~CX ~ff-t~~e-sl~~~f s~~ware, t is ~nfurn~ati~~~ is d&-able 

This s~~t~~n also cQnta~~s references to ~xpectat~~~~s that may be appropriate va~~datj~n 
ractices but are not applicable to Part 3.1. The term ‘“system performance” is one such 

item, i.e., generic to va~~dat~~n, but collated to Part ‘I I. If FDA has an alternative use in 
mind, we ~~~~rnrne~d either changing the term, rbr example, to “system functionality,” or 
deve~~p~~g a definition of ‘“system performance” that is ~pprQpr~ate for application to 
Part x1. 

’ The draft guidance includes the FDA statement: “ , . . An alte~~at~v~ approach may be used if such 
appruacb satkfies the requirements ~8 the appkabk statutes and regulations.” 



Drafi Guidances for Industry 
Elec$ronic Signatures 
Dtxket Nos: OOD- 1538 and OON- 1543 

The second bullet of this section, which describes ‘“Scalability”, is bother example of a 
r~qu~rern~~t that is appropriate as a va~idatiun practice, but does not pertain to Part 11. 9 
We encourage FDA to eliminate the reference to Scalability and include only guidanee 
pe~ain~~g to Part I X in the final document. 

5.2 ~~~~rn~~tati~n of Validation Activity 

As noted earlier, ARC does not object to having validation guidance of a more general 
~~m~rehens~ve nature. Hcdwever, tke statements in section 5.2 are more appropriately 
included in the broader validation guidance than in this Part f t val~datiun guidance. 

is section indicates tct all users that “‘Validation d~~~entatiQ~ s~~~~~ include a 
~~~~~~~~~~ pfarz.” [emphasis added ARC agrees with FDA’s intentions. owe-tax, we 
have frond that in many instances the validation doc~enta~~~n may be contained in 
d~~~rnents other than a “vafidation plan,” such as a test plan, a management plan, or in 
d~~ume~tat~~n accompanying an acceptance test. ARC requests that FDA revise this 
se~t~~n’s wording to indicate that users may use alternative appr~a~~~s as long as 
validation is accomplished. 

vides a further des~ri~~~~n of the “validation plan” ~~~~uding a statement 
egic document that should state what is to be done, the sco 

oaeh, the schedule ~fv~~id~t~~n activities, and tasks tr, be performed.” 
~em~has~s added] 

similar to our connnents on suction 5.2 directly above, we ur 
8G ehensive ‘validation ” with the level of detail imp 
ret endation may not be ssary in all instances. ARC 
~~d~~a~~ clearly what users may evaluate the pat-tic 
case by case basis. Additi~~~~~y~ we request that 
develop a va~~dat~~n plan wit 
if validation effort that is ne 

C also wishes to point out that we inte ret the statement “the schedule of validation 
actxvities” to mean that the steps and procedures include in the validatiu~ ~~~~~ will be 
ordered in an appropriate sequence. However, one pass r&&ion of this phrase 
is that FDA expects users to include specific dates for completion. 

e have often found that including specific dates in such plans wifl enfy result in 
rn~di~~at~~ns due to participated test results, the need to locate additional staff 
expertise, or other events that take place during the validation process. Date changes are 
also likely to require extensive d~~urne~ta~i~n, putentia~ly adding further delays TV 



va~idat~~~~ effm%s. If F ~~t~~d~d users to 
that is, to develop plan at lock in dates, w 

that FDA indicate that a schedule developed as a sequence of events, 
pmpriate order, will be acceptable w~tb~~t inciudiag ~~~p~~t~~~ dates. 

C requests ~~~~~catiQ~ of the term “Val~dat~~~ Procedures9’. ARC’s ~~t~~retatiQ~ of 
phrase is that FDA is referring to what is most often called a “Val~dat~~~ Prcttczol”. If 

end the st~da~d industry term of Va~~dat~~~ Protmol be used in place of 
We also request this elarifkation since the term “Va~~dat~~~ 

is ~~te~reted to mean operating procedures or test procedures, whit 
are actually only a part of the validation protocol. 

ah re~u~~ends rewording of the Znd s tence in this section, Specific 
imert the words %F reference” into e second sentence so that it wo 

e or reference the computer system c~~~g~rat~~~. . .? ~re~~e~t~y, the 
for the computer system ~~~~g~ati~~ is located in a separate ~~~~existi~g 

d~~~~e~t~ and this rephrasing will allow us to retain the appr~p~ate ~nf~~at~~~ in the same 
tocation. 

C notes that the first bullet mder this section indicates that ‘“Test ~~~d~ti~~s ~~~~~~ 
dary values * . - “. ~e~p~as~s d] However, not all of the examples 

s be included in the test ~~~dit~~~ for all 
to c~~~~~er 

A’s intent in ~~~l~d~ng this sentence ambiguous. We believe that the previous 
s~~te~~e~ which indicates that this testing is done u ‘actual ~perati~g c~~d~ti~~s” 
]orovides n-me than adequate direction to end users t the apprQ~riate testing 
~~~d~t~Q~s. Thus, we ~ec~~~e~d deEetion of the last sentence under this bullet tu avoid 
potential c~n~siun. 



5.42 Software testing shmld include: 

c re~Q~ends that FDA modify the title of this section to eliminate the phrase 
“‘should include:” so that the title will read “‘Software testing.” ‘I’ 
allow the user the ~ex~b~~ity to determine the appropriate testing and thereby have the 
ability to make decisians that optimally target the s~~ware’s-testing needs. 

5.4.3 QW test results should be expressed 

ARC recommends revision of the second sentence under this section to read “~~~s~~~e~t 
review and indep evaluation of the test results should be consi 
perfQrm~d where able.” We believe e will indicate that there 
instates where an independent review is -not onfy possible but also advisable. 

5.5 Static Ver~~~at~~u Techniques 

c recommends moving the section on Static ~er~~~at~~n Techniques to a ~~s~t~~n 
earlier in the guidance prior fore the section QI1 
dynamic Testing. This ch e wilf help foste static ~a~yses may 
need to occur earlier in the validation process. 

ARC concurs with the statements in this se~~i~~. In 
statements that: 

lar, we agree wit 

e end user is re nsible f-‘or a ~r~gram’s su~tab~~~ty 
regulatory envircr end user’s validation appro 
off-the-shelf software is sane different from what the devei 
ecause the sowx co ent documentation are n;ot ~s~a~~y 

available to the end user. End users should validate any program maeros 
and other ~ust~rn~zat~~ns that they prepare. 

s clearly indicated that the end user is respQ~s~b~e for a rugram's suitabilit 
lar use in their own facility’s a~p~i~at~~n~ FDA also c~~wledges that 

end user is allowed to make this dete~inatiQn if the vendor does not make available the 
off-the-shelf suur~~ code and development d~c~me~tat~~n. We wish to note that we 
agree with both policies, since they have bearing on other requirements and ~l~~~~atiuns 
within the draft. 



Draft Guidances for Industry 

The draft guidance states “If possible, the end user should obtain a copy of the 
developer’s requirements speci~~ati~ns for compmison”. While we agree that it is 
desirable to have this infQrmati~n~ our experience as been that the devebper will not 
routinely release their requirements Spe~i~catiQns. Additionally, it is more irnp~~~t for 
the end user to define their own requirements. Thus, we suggest that FDA emphasize the 

need fur the user to identie their own requirements, over obtaining the developer’s 
requirements specifications for comparison. 

It is also unclear from the griddle the extent of the efforts FDA expects end users to 
make to obtain the developer’s requirements s~e~i~~ati~ns, or to document those efforts. 
ARC assumes that FDA will agree with us that extensive efforts to locate and document 
the developers” requirements specifications are not warranted, 

eeted. We also urge FDA to highlight in hture FDA staff’ inspection guid~~e and 
training, the greater value of an end user’s other validation efforts. 

First, ARC wishes to point out that we agree that “~~~warg ~tru~t~al Integrity” ( 
~~Fun~ti~~al Testing of Software”’ (6.1#3) are appropriately considered as pm of the 

ware developments However, we recommend revising the draft guidance to indicate 
en this testing is appropriate, it may be performed and dissented separately 

validation plan 

e that FDA indicate that the end user may create a reference or link to 
location of the d~~~rne~ta~i~n by describing in the validation pla 

c~~~~~a~~u~ of structural and ~~~~ti~~a~ testing calI be found. We 
a~c~~ta~le to into orate such testing documentation into the acquisitive d~~urnentati~~. 

The S~~warg structural Integrity section states that ‘!. . end users shaped infer the 
adequacy of software structural integrity by ~~~~g au of the f~~~~wi~g.. .” [emphasis 
added] 

ARC agrees that end users shoul study and evaluate the points that FDA fias noted, 
i~cludi~g the research into the program’s use history and the suppliery s s~~ware 
development activities. Wowever, we do not believe that all these recommendations will 
need to be performed in @J cases. 
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ARC encourages FDA to clearly indicate that it is nut mand rfom these steps 
in every case. We further suggest revising the fanguage to the st~ct~al 
integrity by e~~2~~~~~~ atl of the following ~~~~er~r~~~g fhe BCXY steps where 
u~~ru~r~u~e. * ? or by deleting the word “all” so that this sentence would read “. . .infer the 

grity by doing the foilowing. * .” This revision will help ensure that the 
hment actions will focus actions on those that are considered necessary for 

testing the structural integrity, and avoid that do not have a v&e added to the final 
product. 

ARC agrees with pokts made in this section. FIowever, we elieve that the last 
sentence does not vide additional information or contribute what has ah-eady been 
discussed. FDA’s expectations for end User Requirements and Software are fully 
defined by the recommendations in 6.1.1 and 6.1.2. Thus, we recommend elimination of 
the last sentence under Functionaf Testing. 

ARC agrees that the draft gu~d~ce should contain a reference to Internet validation and, 
for the most part, this section is appropriate for Part I 1 purposes. however, A 
strongly recommends dektion of the measures stated in the second bullet, whit 
currently reads: 

elivery acknowledgements such as receipts or separate ionizations 
executed apart form the Internet (e.g. via fax or voice 1 

est, this re~uirem is extremely irn~~a~t~~a~. T 
of ~~~hnQ~~~~ca1 mun~cat~on. Any other, i 

eed, mire ~u~~b~rsome, and, even after va~~dat~o~~, 



ARC’s single comment on the drafi Glossary is that we encourage FDA to inc 
Glossary~ perhaps as an appendix, into each ~~divid~a~ g~id~ce, ra 
Glossary as a separate guidance document. Ifprepared and issued 

update and revise the separate Glossary each time an individual guidance is 
Likewise, users will be required to evaluate and ~rn~~erne~t two guidances each 

time an update is made. We believe it will. be more efficient to develop and revise the 
Glossary as part of the ind~v~d~a~ guidances. 


