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The additional comments being submitted are designed to address issues raised by other 
commenters’ formal comments that appear to be ai odds wiih Ihe law (l%derai &6l&ug, &xl 
Cosmetic Act, as amended *‘@?% b;&‘]) and/& the, ‘$$&<t’ ‘coed man$actu&ng practice (“CGMP,,) regulations & ani’-b”(ix epeffg$‘K,h 21 CFR 2.@* ” 

Hopefully, these comments, contained,,in $e pages that follow, will help the ‘Agency to 
issue guidance that, unlike the piesknt guidance and, i in a few instances, the proposed Draft 
Guidance, fully corn&& v&h the FDA Ai$‘S %$-ements ‘for @$@ ~%@?r&.&te adherence 
thereto that is required of drug product manufacturqrs with respect to the requirement minimums 
set’ forth &I t&e z$$icable ic’G’lijlP &&.&&n~. 

Finally, these comments are designed, where possible, to assist in speeding the overall 
application review process. 

Should the reader have any questions, they should address them to reviewer@dr-kina.com, 

Respectfully, 



A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02t$4EZ6 

Having read the comments submitted by other commenters as well as those submitted by F*A.MmE. SYSTEMS, this reviewer ~n~d~~~a2’,som‘~“‘s’e~‘~-~~‘.ti~ve’ i’- ” 

misunderstanding of the scope of current good manufacturing practice (CGMP [~ISO 

abbreviated by some as “ cGMP”]) as it applies to drugs and drug products. 
These commenters act as if CGMP is only an inspectional’issueana’;ii>t an” * ” 

application submission issue. 
Time and time, I read some proposed item is a CGMP issue that need not be ;i,,i,.C ii”‘” ,,,-. _ *&” >-..te + +,.->, II+_l_iy _. 

included in the Chemistry, Manufacturing $64 ‘ContrXs ( CMC ) section of an 
, ‘. 

application (Abbreviated New Drug Application [“A’NDA”] and New‘Drug’~A’ijplidBtion. .j 1” _) ._-,. -*:,.,a . . .“: .*\.~;r:,-:‘. ,“_,...,U^C 
[“NDA”]) because it is a C@VlP issue that need only be 
inspection. 

$%5%ssed during 

Obviously, these commenters have forgotten CGMP “is’ a requirement 
explicitly incorporated into ‘the United Statutes c‘odifi^e~~~~~t~t~~‘1T’eiferal Food, 
Drug, and Cosmetic Act C”FDC Ac~“];“2’~‘U,S,‘c=,.~~l~ ‘~~. ‘. ‘. ‘. II _) _, 

These same commenters also seem to forget that it is improper for an 
application evaluator to recommend any application that said reviewer does nof _ 
know conforms to the requirements of CGMP i becau’$e ‘todo so cou’ld risk that 
reviewer’s recommending an application ttiat produc”es’a~uItera~eed drug-product. 

Further, these commenters seem to overlook the fact that the ‘inspection 
personnel use the CMC section as the basis for the planning and preparation for as 
well as the execution of their pre-approval inspection (“PAI”) audits. 

“‘“‘~ .’ 5‘ Given the requirement that each new drug”‘applEa’tion ‘must provide proof. . > 
that the application complies with all regulatory requirements and the’ law,\ 
including the ~~~~~~~~~~~~~~~~~ of the FbcAct a$ ~~~~-‘~S’tli‘;i‘~e~~~~~i~~~‘~~in‘~nl~ .’ 

requirement minimums set forth in 21 Code of Federal.Regulatibni (‘!CFR‘“) 2x0 ^ 72 f^ _*,-_ & 4. rixd”+.&&< G . -**,,r.*e..* -‘<, w ?,/ “S. sea il -5 pl _,..~“” I_ i 
and 21 CFR 211 (as well as the”req~uireme’nts set forth In the other applicable ’ /_,, _j...*,i,IXII_ sections of 21 CFR Tit,e 9); thk CMbC sedti.n $-fiJa’ s&“.deg”~i;ecl,t6 ?ydeide proof “. I. 

(by statement supported by documented evidence) ofco’mpliance ;Nith’ all’ %dlWp 
requirement minimums-as well as, if it does, those areas~whe~re*ttie’submitter’s 
systems exceed the requirement minimums of the CGMP regulations govein~iig~drug~ .. -- 
products and the manufacture, processing, packing, and hoiding of drug’products 
including the concomitant packaging; labeli’ng;7’testing and “quality‘~control 
operations (21 CFR Parti 210 through 226.):’ 

,,:.‘r--,\ ” __ x,” 

Finally, were the United States ‘Food a’nd’Drug Administration ‘(“FiI;Ci”)‘to 
continue to propose guidance that permits proof ofless thank the’e%MP’ti’ii7i;;-iiuK& ’ 
the Agency, and those publishing such; would’be guiltL’ijf”su~~~rt’iii~t~~~~guratory 
process and, perhaps, subject to prosecution under-the sections appertaining . 
thereto in the FDC Act. 

Based on a 1988 United States Supreme Court decision, the FDA has no 
discretion to recommend or allow non-compliance- with any clearly tiritten 
regulation. 

Moreover, though firms continually point ‘to the’I%A; 6s ttie controlling 
authority over their activities,‘that’Supreme Court decision found that no firm can 
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validly use the FDA’s failure to enforce any clear regulatory requirement as a 
defense in any legal proceeding where the firm has & com’plied“ with-any “clear 
regulatory requirement. 

Because the CGMP regulations set forth clear requirement min’imums, any 
firm that submits an application that does & provide proof that their-systems. 
comply with all of the requirement minimums established .therein is knowingly 
submitting a deficient su’bmission. 

Regardless of the guidance issued by the Agency, when it finds’that a firm has knowingly submitted a deficient apjjIibgii.ti, tEie’“FgA<,SKiji;rd i&+f’;‘fhat:~ 

application for cause and only resume their review when the firm has corrected all 
deficiencies, and submitted a non-deficient application that contai’ns a certifid~“tion 
that the application complies with all regulatory requirement minimunis. 

In that regard, this reviewer would suggest.that the iDA require, for each new “,L.. 
drug and abbreviated new drug application, the t@ management of ‘the firm to 
sign, under penalty of law, a certificafion’thafrhE’i3roall~t‘anci processed: 

a) Comply with all of the applicable requirement mit%mumk set forth in 2i CFR 
210 through 21 CFR 226 and 

b) Each batch produced fromthe pivotal batch onward Was and, if’the’application 
is approved, will be produced in full compliance ‘with ‘the requirement 
minimums of CGMP. 

Such a requirement would: a) certainly be a strong incentive for firms to 
comply and b) ease the FDA’s prosecution of any‘insta‘n’ce where theAgency4finds 
non-compliance. 

.,. . 

[Note: Unless noted, th& original comments will be quoted in ti condensea f&t I ,, , “,_ __.““*_I- eI 
(ib-pma). Similarly, the quotes-a’irecfly~~~~~~the draft gtii%r”ic~~ the %G’@P%d o’%r 
regulations, and the FIX Act will be qudt&Tin a sti;n&e~~;j~t:‘(Lydian~,-the‘cji;o~~~ G&n“ 
any official compendium will be in a Times &XV Roman font and thi~,,GrjGzw&-s 
comments will be in a publishers fonf(News ‘Gothi? l$fT’jT ‘I’%%6 fGi% changGa% 
made to make it easier for the read& to differenti$t& the,sourc& of the vdrious text 
passages in the review that follows.] 

REVIEW AND ASSESSMENT OF lN~itV~btiii’~~~~ii~~i~ 

Unless a specific science-based, regulation-based, or other issue (for 
example, a grammatical, spelling or word order error)‘is raise~c;ondeS~~~ng”a”‘given ‘- ~ . __.‘,,. ~*.* *^l I.‘ ./ I .l_., _, 
comment in this review of the formal comments’to FDA’Docket 020 :0526 that 1 _ were available electronically to thi”s .r.ti...:*i;ii6r.“as’ o~‘9’*‘s:ptembe~‘-.~~~~~~ ‘f& 

.,.a. ,. c L ,‘. &+a _*a* commenting firm’s or individual’s comments are, in’ general, not opposed by this.. ‘. 
reviewer. 

Also, the review order chosen by this reviewer is descending (based on the 
comment number (“C-nn”) assigned to the commenters by the Agency). 



A REVIEW OF FORMAL C~DMMENTS To PUBLIC D&ET 62Q-O$% 

PhRMA’s Submissipn‘Dat~d,~uly 3C&?~0‘3”f$~i$r$ ~~~;~!i@~A6*4(%~~~~ * ‘” ’ -_.i, 
[Mote: The original comments are quoted in a condensed font (&-pet&, the quotes 
directly from the draft guidance are quoted in a stylized font (Lydian) and this reviewers 
comments are in a publishers font.(News Gothic MT} to make it easier for’the’reader 
to differentiate the “speaker” in the various text passages that’ foi6ti. .” When 
addressing comments made in a tabular format, this reviewer will (to ‘ttie~ extent ,_,_, ..,_, - ,. . ,., 
required) preserve the commenters’ format”and, in general, approp’~iat~~pla~~“‘the 
reviewer’s remarks after those of the commenter.] 

With respect to the introductory comments, please consider the following. 
AS the commenters say, “the Pharmaceutical Research ‘and Manufacturers of America ., . j,,l I: _ 

(PhRMA) represents the country’s leading research-based phar”maceutica1 and biotechnology companies . . . 
This guidance suggests usefm recommendations for providingthe’~~~.i;;^fo~~a~~~ to support’appiications for 
new drug products. However, we conclude that its usefulness-can be enhanced through’& suggestions-and 
revisions detailed in the attachment. These comments represent the collective view of the membership of 
PhRMA . We believe the following general observations emphasize major points where the’u~ef&ess of ‘the‘ 
guidance may be enhanced:” 

“1. The concepts of critical steps, critical in process controls and critical tests need clearer~definition. 
Because of the varied use and interpretation of the term “critical” throughoutthe industry, PhRMA 
recommends that the FDA solicit industry input and general agreement on the appropriate 
application of this term through a public workshop b&fore &lCdin~ Z’K a guidGZ”‘dOcument:” x ‘. 

Contrary to what PhRMA is proposing, the FDA does & need to hold a- 
public workshop to define the terms‘critical steps, crctical in-pro&&s control 
and critical test. 

This reviewer can easily define the adjective’“~ri~icai” ~~n.~a,~ni~~‘~er’t~~f. ’ ’ 

precludes the need to define these specific phrases. 
4 

By statute (Federal Food, Drug, and Cosmetic Act as amended [Zl u,s,c. lmitle 9-j) and by ,egai[yLb'indlhg regij~ation'(rl‘CFF;i'~r~~~~'~~;i)ical 
means “required to be controlled iii a riik?ner that domplies’i;lii’th;‘orjli~~i;r~~~”~~ ’ .‘~ ” 
any requirement specified in, the drug CGMPas set forth in 21 CFR2~Dth~obgh 
21 c/R 226.” 

This is the case, because, as 21’CF”FZ-~l~.f~s”f:~res-lern”~h~Slis dcG?i~ 
_. I_. _i. 

“(4 

O-4 

The regulations set forth’in this part and in parts 2 l”l ‘~tlirough 226 of’& chapter contain the 

this chapter h the manufacture, 
to be adulterated under section 50 I (a)(2)@) of ‘the act and‘such’dr@, aswelT as the per&&ho -_ II ‘.J (__.-,_,,a.. ..l 8 
is resnonsible for the failure to comtilv,i hall be subtect to reoul~torv%&‘n” ” 

failure to meet any of the miriimLmS est~~I~~~~~“~~uItra~es the drug and 
subjects the person responsible to criminal regulatory action. “,“‘_,* .-,, ‘, _a_ I __._ 

Therefore, anything required by 21 C~R’~~~~i’-~lb”~~hrough 226 is 
obviously “crificaf’ to those that manufacture drugs. 

i  
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Any entity that falls outside of the clear requirements set forth in 21‘CFR PartS 21* throdgh 228“‘.'r' any i'gug th-'f is abo"e' tfi& "'m~~i'~Ums 
established therein is, therefore, a ~nq~ipcritical” entity. 

Hopefully, the correctness of these definitionswill be seen by the Agency 
and they will, as they should, simply incorporate them into the Glossary. 

Because tablets are the most preval”ent dosage form, this revi‘etier offers 
this illustrative example: 

o Film coating a tablet is a critical ste,p because its execution may 
affect the critical properties of the drug product (21 CFR 211.110). 

l Making certain that the correct color is applied is a critica! control 
because it affects the “identity” of the tablets - they are required~to 
match their description (for example, light blue). 

0 However, comparing the tablets from different coating pans to 
determinewhether their color shades are close enough toge’therthat 
the pan loads can be mixed or the shades are not and the pan loads 
need to be kept segregated is a ‘non-critical control. 

Moreover, to do as the commenters propose would be ‘a tiaste of ._ _.. 
precious Agency resources and needlessly delay-flie updating of the CMC 
guidance to meet the CGMP mininjums in all areas - something thatthe 
current guidance fails to do. 

“2. To demonstrate support of’thk“iCH ‘process; the guidance should be expanded-to recognize 
materials that have compendia1 designations from non-USA ICH’participants. PhR~A’recogmzes 
that the Federal Food, Drug and Cosmetic A&only recognizes the USP/l\jF as official compendia. 
However, provisions should be ‘made to minimize extra testing that is re$&ed -*in XisXaft ” ” 
guidance when using excipients that hold ICH participant compendia designation. This will help 
move our industry towards global consistency and the spirit of harmonization. 

This comment is inappropriate, because: a) the compendia are in the 
process of being harmonized; b) the CGMP requirements clearly~s,pell out 
what is required; and c) doing less than the CGMP regulations minimums 
adulterates the drug products so produced (see Reviewefs rksljiin~e to 
Commpters’ 1). 

Therefore, to be CGMP compliant, as required by law, the guidance can 
recommend doing more but it cannot recommend doing less. than~the 
applicable CGMP regulations*‘require. 

_ .,. 

“3. Make allowances to accept vendor Certificates of Analysis (CGA) for compendia1 excipients. 
Because it is not always known at the time of submission which tests a sponsor will accept on COA, 
PhRMA does not see the value added-by identifying the tests that the drug product manufacturer 
will routinely perform and the test results that will be accepted from the excipient manufacturer’s 
COA.” 

Based on the comment made here, PhR’MA apparently does”~see the 
value of CGMP compliance. 

i.. 
) 

__ ” ,P, I ,, 
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, Ilj “, ., ,. . / ..( 

-The CG”G ,P,regulations  require the manufacturer not only  to‘spell’ out 
the tes ts  that they % ll routfnely  perform but aiso e’s tablish by documented 
ev idence that sa id tes t comply  with all applicab’le’CGiW  regu’lations . 

Technically , the submis s ion must have tes ts  and specifications for 
components that are sufficiently specific  to ensure that each shipment of 
each lot of each component (inc luding exc ipients )  is  the “same” as th’ose’ 
for the lots  used to produce the batches of drug product’being submitted 
in support of the application. * 

The preceding is  especially  important for “solid” formulations  where the 
physica l properties’ (which are typ ica lly  mis s ing from *‘the’c ial “. .,) ,, ._ ._, 
compendia or, when lis ted, usually  too broad to assure thaf”s ibsequent 
lots  are the “same” as the lots  uked to produce’the batches iIIijpon which 
the submis s ’ion is  based) of the components‘are c r iticaI:to ensuring the 
uniformity  of the drug product produced us ing the compone’nts  and 
processes submitted in the application. 

In the CGMP. regulations , tiie use of a supplier’s  “Certificate of 
Analy s is ,” (called “report of analy s is ” in the CGMP.regulations) in lieu of 
tes ting is  predicated upon: 

a) 

b) 

The performance of “at least one specific  identity test” on lot-sh ipment 
representative samples  -not a composite thereof-of such cqmponent 
by the manufacturer. [Note: In such cases,~the’submifte‘i- -~~‘ui~ need to. 
develop, establish the validity  of, ‘and submftfhe’ specific  ‘identity testing-it’ 
proposes to do along with the proofs that’establish‘that said identity testing’is  tru,y i)‘lot-shi.-ent repiesentati~~,~l;i~~‘iifi,cb~~~~~ntT <r;-$fi. P.ith’respect to’ 

_,.‘ .‘2<’ -sa,*“” ” . \+, 
all parameters that can adversely  affect said component’s  @-formance In the 
formulation being submitted. After all, how can an FDA reviewer approve an 
application unless the testing guarantees that all future batches are the 
“same” as those used’ in’ the pivotal c linical or bioequj;\l~i’~;i~e~Ija’~ch or 
batches being submitted to support the application?] , 

“The manufacturer establishes the reliability  of the supplier’s  an’alyses throiiih appropriate 
validation of the suppli&‘s’test results  tit a$pr$riate intei-vals.” 
[Note: in such ‘instances, ‘the’ submitter would need to submit ‘the 
supporting documentation that demonstrates that the submitter has 
established the reliability  of the supplier’s’ test results  (“validk ion of the 
supplier’s  test results”)  and proves that’ the submfttk- has e&a’blished .a 
validation interval that is  sc ientifi~alry’a’ijjjrdljr iate based%n ‘com’~arable ’ 
data results  obtained from more frequent comparisons. fn casestihere ttie 
supplier is  a new source, initially  representative samples from each 
shipment of each lot stiould be tested’ and comp&-ed to the representative 
sample data obtained by the supplier. in’cases %4iere the sup$lierdoesVr@ 
take and,test “lot representative samples from each lot, a manufacturer 
should’ & attempt “this ‘aijproach. ‘.,, nsich -&g; fhe a’pblidzgtn’t’ either 

_.^ 
needs to induce the supplier to: a) genera~~“~~tchrrepresent~five test values 
on each lot, the manufacturer ljurchases and b) agree to ‘only ship 
consecutively  ordered containers from ~“the filling’ of each ‘lot to the 
manufacturer or r& attempt to use.th’e “report of analysis” approach This  
is  the case for Condition’%)” BECAUSE ttiere~ will.be no sc ienfifi&//y  .$ound 
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basis for comparing non-lot-representativk results dbtained by fti:& sijp$ier 
to the CGMP-tia‘ndated lot-shipme’nt?elj?eSeii~a&& ?eSults obta’iiied by th‘e 
applicant. Condition ‘lb)” must be satisfied to ensure that one can use the 
results obtained to prove that the samlj-r& taken’are ‘lot” r&pr&entative 
and that the lot is sufficiently uniform. When the drums are certified to be 
and labeled in sequence, then the material in the bottom of drum “n” 
should.be the same as the material in the top of drum “n+l.” When there 
are gaps in the sequence, each drum must be sampled more intensively 
(typically, top, middle and bottom at a minimum). Mpreover, the testin,g 
lab cannot exp’ect the results obtained for the sainple frdm-fhe bottom of 
container “n” and the values obtained for the sample from the top of 
container “m” to be the same. {Fadtuaiiqi, t~ereinstarides’where an’&+iication 
has been approved but the firm could noi reliably manufacture reietisable batches 
because, after approval. the component specifications permitted the use of 
components whose physicat parameters were not the “same” as those used in the 
submission batches and the suppliers, for whatevei rea’sbns, could no lodger match 
the specifications values found for one or more of the components used to make 
the bid-equivaient b&h.}] .’ ” 

Since suppliers’ reports of analysis typically do not provide a “report of 
analysis” that furnishes all of the requisite informa?ion required for each 
component (“conformity with all appropriate writt& specifications for purity, strength, and 
quality”), the applicant must commit tom peifortiing lot-repkesetiftitive 
testing on each shipment of each lot ‘for the tests that the sul$lkr &es 
not report. 

For e.xample, most suppliers’ “reports of analysis” do not re@rt a purity 
value (as the cot-iImenters should kn&,““assay” .is sinonymous’with the 
requisite “st‘r&gtti” requirement‘& with “purity” and the scientific definition 
of “purity“ is well understood for discrete chemical &-iYi’tie3). ” 
[Note: Most suppliers do not report “purity” (best reported on an “as is” 
minimum weight-percent basis) of the active ingredients. The drug-product 
manufacturers must know the active ingredients’ purity in order to 
appropriately comply with the “not less than 100 percenr” requirement set forth in 
2 I CFR 2 f I .‘lo‘l@j>. ‘Thusi’the tiantifacfure‘rs need to generate this vatbe. This is 
the case because, in general, the official’ compendia do Q-J ‘provide a 
scientificalty sound test procedure or appropria%& specifications for a 
component’s “purity” g~2.n fl-~cx~ggh_, for the active ingredients and s&i16 other~ ’ 
“active” components, such,values are criticat to a generating a valid CGMP- 
compliant formulation).] 

Having addressed the commenters’ general observations, this reviewer will 
now examine those presented in the thirty-three pages of tables downlpaded from 
the docket. ., ; 



This reviewer disagrees; this guidance 
the 1999 guidance on the same topic. 

should replace the guidance that the 
FDA stated in the introduction it was 

cbntrols for Drug Products (February I 98 7). V 
submitted in original new d”rugapplications (NDAs) and 
abbreviated new drug applications (ANDAs). The guidance 
addresses the content of original NDAs and ANDAs. The 
guidance is structured to facilitate the preparation of 
applications submitted in Common Technical Document 
(CTD) format (see section LA and B). The recommendations 
apply to all NDAs and ANDAs, although more detailed 
guidance on the content of an application may be available in 
separate guidance documents for specific types of drug 

sections will be incorporated by reference from 
a drug master file (DMF). However, an 
applicant should still provide information’ to 
address some of the drug substance mzdrug 

Were the Agency to hake the change 

ing a Type II DMF for a drug DMFs is within 



,  

I . ,  _ ,  

. . 
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r e c o m m e n d  chang ing  that examp le  f rom the 
draft’s “Simi lar ly,  s e p a r a t e  P  sect ions s h o u l d  b e  p r o v i d e d  

“act ive” with 
p lacebo” with “noncont racef3 ive.” 

p r o v i d e d  for  a n  o ra l  cont racept ivewi th  contracept ive a n d  
non-cont racept ive  tablets.” 

In add i t ion  to remov ing  the cause  of the 
commente rs’ concern,  the text reflects the real i ty 

in format ion for a  P  subsect ion shou ld  immed ia te  

in  the D M F s  b e  o rgan ized  to fo l low the s a m e  
format  a n d  content  gu idances  that app ly  to N D A s  
a n d  A N D A s .  Exis t ing D M F s  d o  not  n e e d  to b e  
reformat ted into C T D  format.  

S u m m a r y  can  b e  c ross- re ferenced in  a  DMF.  

products,  the F D A  shou ld  obv ious ly  
m a k e  the changes  sugges ted  for D M F  
submiss ions.  

the dosage  fo rm a n d  the conta iner  c losure  sys tem 
is no rma l l y  suff icient 

gu idance  requests  a  s tatement  of the 
overf i l l  u n d e r  the “Conta iner  C losure  
Sys tem” head ing .  

wou ld  r e c o m m e n d  reta in in 



A REVI,EW OF FORMAL ~~M!Y$ENTS. to PUBLIC POCKET 02q-0526 
, : ’ 

of granularity allowed vs. CTD Format 

This reviewer understands 
Reviewing the text cited, r’s Headings that are not 

the Bug Prod& (R /A. An applicatibn ‘sub&ted in CTD-Q 
format need not include these non-CT&2 headings. An appkannr 
can physically or electronicaal/y separate information under a CJ.., 
67 heaukg as it chooses, However, once a particular approach is 
adopted, the same approach should be used throughout the life of 

this reviewer finds the guidance is 

included under a CTD-Cl heading (in this instance 
Description and Composition of die .Drug Product 
(R I,$ An application submitted in CTD-Q format 
neednnot include these non-CID-Q”fkadin~& . 
However, once a particular approach is adopted, th< b) While& required to be included, can be if 
same approach should be used throughout the life of 
the application. In b&%i%,‘“% ‘,@hc.%% Can 

the applicant so chooses. 

physically or ekctronic~lfy separate information 
Thus, the guidance permits but does not 

under a CJD-&? h 
require increased granularity. 

potential topic for discussion at ICH level Manual terminology contributes toward regional divergence. 

While this reviewer agrees in principle Factually, no FDA guidance can establish a 

the ICH guidance can build. Second it is better to use a recognized 
standard terminology rather than to proceed 

Since nothing prohibits other regions from 
its use does not 

instances, the composition of distinct 
lations (e.g., cores, coating) of the drug 
may be listed separately in the 

composition statement.” 
“In these cases, the composition of the immediate 
release and extended release portions of the drug Since this guidance preSents suggestions and 
product may be listed separately.” not requirements, there is no need and the 

commenters present no “text supported” 

ecify the separate listings 
tabl,es, and should, ii 

reviewer’,s assessment 01 

I 



Because even the filing regulation requires the 

e nondisclosure of such, and, as the US 
Supreme Court has ruled on more than one 

with this proposal. 
Done in this matter, those tracer Moreover, there already exists a mechanism 
mixtures become trade secret 

then be appropriately referenced by Based on the preceding, this reviewer would 
the sponsor in P.l and P.3 to satisfy recommend that that alternative be explicitly 
the applicable regulatory strictures “recommended” for such in this guidance. 
and still provide increased assurance In this manner, both regulatory requirements 
that that information will not be and the commenters’ concerns can be satisfied. 

advertently or inadvertently disclosed. e sponsor will have the choice of how 

Factually, the text in question states 
in the standard composition tables. 

Since the text in the draft clearly mixtures be included in the application in a separate table.” 
Since the guidance clearly indicates that the 

should be ignored. 

Until the FDC Act is changed to recognize 
other official compendia, the,footnote should be 

particularly inappropriate because, as the 
commenters should know better than any other, 



is, perhaps by example. 

The reviewer is again at a loss here Guidance requires nothing is only suggests. 
Moreover, it would have been helpful had the 

commenters’ remark ism logically supportable 
on its face and, therefore, this comment should 

e commenters prove 

Since the commenters’ remark is a Based on the paragraph (Lines 304-315) 

‘O Compendia1 components should comply with the 
monograph standard,included in the official compendium, 

However, this reviewer is again at a 

this comment to the guidance text 
proposed in the “References to 
Quality Standards” subsection of R.1. 

,. __ I 
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r a proprietary mixture it e commenters provided no rationale. 
would be sufficient to state the mixture’s function 
and not to list the function of each component of Given the text cited* in the subsection being 
the mixture, as might be inferred. We seek commented on, it is clear to this reviewer that 
Confirmation of this point. the applicant should state the.function of each 

component that the applicant’s firm adds to the 
ormulation at any point in the manufacture 

The sticking point on “proprietary mixtures‘ is 
whether or not: a) they are purchased or b) 
manufactured by the applicant. 

In the first case, all that ohe need do is name 

manufacturer 
e mixture and state its function (e.g., Kolarcan 

intellectual property rights for the 
“proprietary mixture: in question. 

submits a suitable DMF for each one. 
Then, the applicant may simply name the 

materials, like premixes and mixes, 
as a proprietary mixture and, thereby, 

without disclosing the components Thus, when the applicant prepares (or 
from which it was fabricated even contracts out the preparation) of a mixture of 
though that information is in the components that it represents are proprietary 
control of the applicant. mixture, it is up to the Applicant firms to choose 

To the “we” who crafted this which path they wish to pursue. 

seemingly innocuous question, this * The function (i.e., role) of each coniponent in the formulation 
reviewer doffs his hat. should be stated. Components that are used in the manufacture 



e commenters provi 
section number, or the FDA guidance hierarchy. 
This makes it confusing and difficult to navigate The use of a single self-cohsistent referencing 
the guidance. For clarity, we suggest that one 
style should be chosen. 
Example: (lines 332-335): For excipients (e.g., when one of them, the FDA’S outline structure is 

itself a combination of outline and bulleted 

the lowest level CTD defined level’s identifier is 
“P.2.1.1” .then the appropriate guidance sub- 

throughout with the referencing To indicate that they are a guidance addition, 
modification in the guidance that this they could be set in a font whose height is not 
reviewerhas suggested or something more than 90 To of that’ of the recognized 

identifier’s font and a footnote with example 
added in the introductory text. (using the 

othetical P.2.1.1 example and presuming “n” 
subsections added in the guidance 

identified as P.2.1.1.1, P.2.1.1.2, and 

“The target amount of each component by 
definite weight or other measure should be 

component should be expressed in 
volume per unit volume on a per liter 
basis. For liquid products (e.g., injection products 
and oral liquids), the amount’ of’&% &%@iki~ 
should be expressed in weight per unit volume on a 
per milliliter basis. For solid and semisolid 
products (e.g., tablets, ointm”ents and 

sitories) the ” amoCtit”“~b;f each 
onent should be expressed in 
t per unit mass on a per gram 

., 
, 



the target amount should be listed in & 
composition statement.” 

We suggest that parenthetical text (such as % 
composition, which is a Canadian expectation) be 
added to the format. 

This reviewer disagrees, preferring This reviewer thinks thtit ,rather than 

By placing the suggested changes in a table 
note placed as suggested, the commenters’ 

component in the drug-ptxjdtict’unitj. In 
addition, separate tables ktiould ti& 

Because other jurisdictidns‘do require such 

provided for each strength when it is 

substance, and/or excipients, changes to the Given the reality that, by statute, the ONLY 

specifications and/or test methods on other official compendia are the USP, NF and the 
compendia can also be handled via an annual Homeopathic Pharmacopeia of the United 

This reviewer cannot nor can the 
FDA, bound by US statut&acceptthe 

Therefore, a) the Agency correctly reauests 
such to be listed as “in-house” 

preceding request for clarification. 
specifications 

specification or method is fied to the JP, JP-E, EP 
(Ph Eur), BP or any other FDA-recognized source, a 
change in the referenced compendium would 
trigger the need of the NDA or ANDA holder tc 
file a CBE or, in rare cases, could require a prior 
approval supplement. 

However, if the applicant’s specification or 
method is developed from such a source, butnol 



ection 

[I.C(P.l) 
‘.B(P.3.2) 

ITA.1.a’ ” 
P.2.1) 

IV.A.2 

W.A.2 

hidance 
ine 
58 AND 
59 

.-, .,/.( .!> -a-, ix ! ,S..l<_ _,“, _,.) *-:&II;. 

Zomqent / Observation L.8 ..ll”.^./ ..-.:,,-L*rX.I*., “..*< / _,,, c, 
.eplace 

’ &&-.“““~“*b”.-;; ‘*‘“‘: ’ ‘+@;;x;;~~;i’ *fl~%~ceh”fdse wd 
3ypromellose.? _ 

.,*” .A. .,,*- II .^V_/ i -“*h. ,a,+:ci La *,*~“&&;<,~ju;.;, 
<evise to read as follows: q _ , _ 

‘For example, if particle size is expected to 
nfluence the, bjo?x$abJlity-dissolution rate 
note: consider in&c&g a statement reg&rding 
Dose vo!umq term> 250 ml (BCS Category 2 _, I,~ ‘1 .ll..ll,l 1,** ,_* \ti- I, ,_, 
md 4)], drug product testing should. be 
:onducted to support the appropriateness of the 
test and acceptance criteria $5~ t&,fig substance 
xrticle size distrjbutior(’ . . . . ._ _ 

This reviewer r~~t~~only disagrees with 
adding the revisi.on proposed bui 
would a,lso propose the text ,.,be 
revised to revised to read: I _d. a.“*, .***.a se / .,. ._ ” __ 
“For example, unless the applicant has 
estab!ishe& $$t:.‘ paitic1.e si?c 
distribution~~,h@.i 90 .kffect on the x 4 h-fz n. “$.*a ;-.hi*<+” 
bioavailability, drug-product un,!fiprytj 
and/or the s!#itj bf ihe -active” 01 
actives, drug product te$ing should bl 
conducted fo support the approprititeness o 
the test and acceptance criteria fqi t!y.@?C 
substance particle size &t$ly$y: “.. _( , , 

, * _ *-- ?“*..‘““‘““!~~.~~~“d *isrw*x 
We suggest that, for clarity, the term G&Q& 
excipient” should Lre defined in the Glossary. Se- je_*.l, ~~~“~“,lh~“-i 
glossary comments for proposed defmitions, i 

This reviewer ,di,sagrees. 

. ,  - dXad C”. 4-,*v mti..“*i _ ++ ‘ 

Eliminate reference tq US- recognized TCl 
countries EU/JP 

This reviewer cannot agree because 
the FDA is charged with approving , “,,^ ,.“. 
drug applications, for ,th,e Unjte: 

any drug (by law any component’in i 
drug is a ‘~“~~~~),~-.including‘ an] 
excipient that it considers “novel.” .“‘~ ,*” j. ,. ~. i,%i*~i-_ :, 

,, 

First, the commenters’,*. @onale contains 
nothing whatsoever that,,this reviewer can find .F I La _) .,* si ,*,i,- . . . . :, 
that addresses fhejyproposal. 

_,.*__.,.,_, _ i, . c 

Second, as observed, given the FDA’s duty, 
the draft is properly stated. 1 
~,~~~~~,~~,~~~.“*ir; :,,* *:i . y$+; ;;$$ :& ,i, in,..’ *t*,‘.” ‘i .,_>_ ‘:y& fC,C’ “7 &‘iy; *7rbr.~l-rr e****,. . < * i: z.. ,’ , _ , , ,,)! , :z 

i 

This reviewer agrees that the .effect on 
)ioavai!abi!jty needs to be considered, 
especially for actives that h.ave~ very low 
volubility. 

However, in addition to, d~igsol,$[on~rate, the 
?ffect of the particle size distr!butlqn on active _1 , 1. w:_ 
Jniformity and stabjlity must also be 
zonsidered. 

The commenters’ revision~doe? ti do that. 
In addition, 

,. ,.*. .*.‘.-,“,,“’ * ‘.%. *, _ 
the note, while Instruct%e,‘i;iould 

make the guidance document less fjexible thar 
it should be - a) some may have other criteria 
and b) future developments may indicate thai 
the criterion proposed is IX& valid. 

Based on the preceding, this reviewer 
proposes to revise the text as,stated. 

rationale. 

Since all .excipients in a formula serve somf function, stating that the‘ ,;$p&$--~g- gr 

excipient in the formula, a$o defines it as 2 
“functional exdibient?+” 

,) \ . . ^ .,” 

Therefore, there is no need to-definefh$e tern 
“functional. excipient” because to‘“&? ,so”,,in’thf 
context .of this guidance would beequrvalent tc 
defining the term “excipient excrpient.” 

._ j ., Consideration ~ho?lld~ + y&- glade-&@ “‘L&g-e’ ; 

information on “fopd -grade” materials, when they are used in 
the US for the first time in an qral,~~~~~~~gproduct, to limit / ..__“.S _1 , “,. 
the scope of the filing package rat&r than being comptilled to 
treat them in +.similarw?y to a drug substance. The same point 
also applies to Noncompendial-Non&z& Bxcipients. 



Define ‘nqn-novel,” e.g., 
Inactive Ingredient Guide. 

adequate data packages to support reduced 
information $3 the filing. ’ SC “.,. ,, 

This reviewer dkagrees. 

al tf3 imp&t its own portant and slqukl, i 



ection 

d.B. 
P2.2.1) 

Tic- 
P2.2.1) 

hidance 
,ine zomment / Observation “.,,..)/ ‘.~,‘;.Fs”,4zr- ._,, ~,.^,,. 

- *aI ‘M, s% ru,~,in?,*~~,~.~~~~~~~in-, 
1 brief summary describing the ranonale for the 
levelopment, of ,the drug product should be 
xovided. Add a footnote.$at the intention is not s _v *,a -,i.+.Sr:.,, lrif’,*, 
:o require a full development summary. 

This reviewer does, K$ ,agree with 
either suggestion and recomm.e!$s 
that, except as indicated jn,,following ” .” ..,~, 
reviewer recommendations, the text b L.-_ /“I .~~.e~l,~__le”_.~,. ._ __~ 
(Lines 487. through 489) should 
remain as it is. i 

“_. /“11 . . m”, _” ,_ ,_ i,&,U%“>, 

Revise as follows: , (_, -, 
“For modified . . . . ad-e+&dd&iption of the 
release mechanjsm. I For novel, delivery systems a *.. Aa”‘_x ,eu)‘+“,p” ,_; .x 
development summary of the new mechanism 
should be included.” ‘. ,. 

For the reasons presented in the 
justification, this reviev@r . opposes 
this revision, /...j> ..;, 
This reviewe.r suggests the foll,o$n$ 
change be wn%Wed;, ,. jl _, c^ 
“For modified . . . ,a detailed description of the / _-e.*e,* &.L”,#, 
release mechanism. For ywel the .s.. ,--< proposec 
delivery v SyStWI, a developmen 
summary of the new mechanism, sho& b> 
included. . . 

,  .L\, ,3 1. .  is”- -*_,* “,‘?, 

Rationale j Justifi$$#jpy, _ 1 I 
The p.2.2 section is not in;ended to~;;;&.‘g ;;$.a,;;;, ~,_ j_ ,* l..“<.*..+ _j. 
developmental history’ of all work done during development, 
mly the rationale for the development of the dosage products 
xoposed in.the application. 

Contrary to the commenters’ assertjo~ns, the .- -*. “” . . . . . L,“‘_. 
intent of section P.2.and hence that of sectipn . .Q. “;‘a” ..>., )_.. _I , )., 
P.2.2 is as the FDA’s draft M f” guidance 
outlines. 

Clearly more than a ‘~ratjoriale,‘~ is i”nd!cated; 
equally clearly, based on ., the, commenters’ 
remarks alone, more than a “rationa!e” is 
needed., _ ., ,a. ” / “_y_i~ < XL )I, (_ ,. , __ 

The commenters provih‘ed no rationale: .” *-’ 1 

First of al!, the text that the revi.ewer propose: 
to revise, “For modified release d,rug products, a detailec 
descriptibn of the release mechanism (e.g., erodible matrb . . . ‘i _ .$, ~ 
system, barrier erosion, diffusion) and a summary of tht 
development of therqleqsq mechanism should be included L --, ‘- .I> ,.a, .WI/ I _** I_-_ .r*rilii t A,,__ 
should address both non~.npvel_ ,an.d _ ,nove- 
mechanisms. 

Second, to ensure that the applicant truly 
understands the mechanism it states i! -- ,, l*~Lll*A.i,,~*“. ‘: Id ?.‘ a*>. .-‘“,“, 
“properly understood,” the ;descrrptlon of saic 
release mechanism sh.ou!d be spelled out ir h .-s, *~a ,/ 
detail. 

Third, the Agency should: consider cha,nging 
the request to request a summary of tht 
development of all release mechanism: -. .s. ,-x. ,_ IIx ** rd,d -- ,_/ 
proposed by applicants, not just the novel ones 
should be provided again to ensure. that t-h! 
Agency understands the,, approach to it! 



this reviewer agrees that the 
statement) should be discuqed. formulations used in, $1 pivotal studies should 
This reviewer agrees that the wordi, be included -and that bipequivalence studies 
needs revisjqn but would recorrime should be included because they are the pivotal _ i 3.. ,*< ~~~~~*~~-~~~~~,,~~, ,M .#hl)_S. /.,-‘I, “aIy: j, . 
that the sentence ~n”$ questron studies in most ANDA applrcatrons. . . __ ,I 
revised to reads; __ 
“The differences beWe& ‘%&$ _L *... Ih~s. ,*x_l-m,,j<%._ 
formula$ons used in pivotal studies (dini 

‘ /I . I ^ __. ,._ 
Any significant changes between the depends on the 
commercial formulation qyl those for subjective viewpoint of the person and, a priori, 
used in clinicaleff~~cy, bi the viewpoint of the applicant and that.of the 

“significance” can and.dq slow down the review -*, ,“” .h*.“-* .“d*i.;.3,^;&li,,l: *a_ 1” ..,,“<, .“, 

of the word “significant” here becaus For that reason, this reviewer k.n,o.ys_it,+voui,d 

this injects an unneeded subjectiv be better ti to insert “significant” into the text 

Moreover, provided the p 
introduce the terminology in the first sentence, 

sentence is revised as,this 
as the reviewer proposes, to do, and then change 

,- Ij /a”*. +/* ,,a “‘ the second sentence.in,the, manner shown. 
proposes, this would 4 (“wi_,.nr_. _ ,,., r ‘ ./ ,. 

changing this following”sentence 
read, “Any ih&iges bet$een, tl~g, 

.,.” . 
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V.B.l 
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hidance 
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141-343 

/ ,  
__. 1 , ;  ;  “1 ‘/O” I  .  

.-i w  ,  i :  .  .  .‘,,*,. j ‘-,\‘“. ” *  ” 
l? I :  

\ /  ,.“. . . ,  .x  I  ,^, . ,  / .u ~ .^(11 I I  j 2,.  

Jomment / Observgtion , /“, .“A^ s. ̂I_,_ .--i,& _ 
,ppropriate data ;; ,,,~~~,,~~~~~~s~~~i~~e 
ncluded in $e submission. .-., .^ ” I I,, 

rhis reviewer disagrees” and finds that 
:he text here, $hould. remain, “Data to - se/.+_ “.ml*L‘.,+a ,.,. / 
upport scoring should include content 
rniformity and dissoliction $i+@qmparing 
split versus who!~,@$et.J2~‘I ,__ ,, “. 

Dveiagks should only be -li&eb i;l’ &e- g&h 
‘ormula and not in &z compdsition statement. 

This reviewer does. not agree with the 
zommenters’ stat,em$ bX, *aj L I I .._ 
The draft text should be retained with I “̂ .. ..^ _lj... ,“..W, d. I. (“M_ iaieaL* ,,/ 
appropriate modificatiqn, , )Q ‘read 
[Lines 531.539), “An overage is a fixed 
amount of the,drug substance in the dosage 
iorm that is added in ex$eiof thi label claim. 
4ny o”erages inc,uded in*‘t$;. $&-j+$ggj 

described in 9.1 should be justified. . *,,. ,**\ *** ,,, ,~_.,i-_‘- 
lnformatjon .sh&i~e proirided on the: 
(1) Amount of overage, 
(2) Reason for overage (e.g., a) comply 

with -2x‘ C’~~“~.“.?~~~~~~~~~;iJ~;~“~ 
compensate for expectecl‘and”&@in<nt.d 
manufacturing losses, and C) ensure 
proper dose del5G-y [an amalgam 01 
post-release iSsues, as~o@+jQ$ 
with reconstitutidn; delrverabje 
“doses” .fqy nbn-solids and c,I-l,,_ .I& ̂ ,,., .,,^ I-” 
gaseous or powder dispersions; 
and stability], and/or kcltiie’tji~ 
number of dr~u&product asgay 
determinatiqns fdr &%I -batch a*-- ,*r*- ,a+-+ -i r ,p’*““..<& 
needed Jo ensurit that the / j.l, . ..1 , ~, **Lt 
requirement set fq.rth, 2J.. SF! 
211,10l(a)was met), and 

(3) A scientifically sound justificatior 
for the amount of the overage. , ._. - d),,^_ 

The overage should be included in. the a.yqp$ 
of drug substance listed in the qmpositior 
statement (P.1) and the representative batcj 
formula (P.5.1). In’gG-iG-al, use df an qv@agc 
of a drug substance to compensate foi 
degradation during manufacture or a product’! 
shelf life, or to extend. the expi&ibn dating 
period, is not appropriate.” ^ ̂  I \ _/ 3 in, 1_( _A2 .*i-*L ,r;-* r_ ai . . . . 8,” * .w”*,,aY> 4iLb -.::<b. 

‘-:j’<,,:“*,‘r., -)_I_ : ,_ ,  ; .-,  ~.~.“..~-.~.~.~,;clji‘.. _,“.. )” * ,  . , .  

/ ,  I  1. 4\.  , I  a. ,_ ‘ ^ i i I  .%a,*,  ci. 

Rationale / &.&tification 1..^, .L_I._- , $. ” )i - ,. _ _ 
,.e”- (I”“,‘ >*a Xii”,,*,‘ _I . _, <:>.cs‘n 

The comme&e& prbv%ed~‘~~ rationale. 

The commenters’ alternative, by failing to ,” u.*. 
;pecify what data are appropriate, is at odds 
,vith the FDA’s clear guidantie on, thi? ,issue. 

In addition, s‘ince the c.oqrqentq provided 
IO rationale for the change, and it is less clear 
snd not aligned with t&z. FDA’s specific ., _‘.,,W “,,,, . 
guidance, this utiid.etitAied .:,bange should be 

:or manufacturing losses, “overage” to compensate for 
degradation, and “overfill” to sn&e ~proper dose delivery. 
inclusion of the associated d#nitipns in ,+e glossary would be 
useful. Manufacturing overages Ark utilized to achieve the 
target amount reflected in the compbsition,statement and the 
label, and therefore shoulcln$ be reflected in the composition ‘1 .,..>a.. ww,/l . 11”,, 1. 
statement. It is unclear-how, and for what reason, an overfill 
would be reflected in a c.ompositio@ statement. We suggest 
removing the example of “ensure proper dose delivery” from 
this section. 

First, the commenters’ ,first two remarks, . . ..I , ,. “. ‘“:‘- 
while laudable, do not address the issue.yalsed. 

The commenters’ third r&mark dbes beat%& I “, II/WA_ ,,a (. ._ /,~ ” .* ,/_, (. *, 
the issue of reflecting overages In the 
composition statement (Lin*es 341-343). 

However, the fact is that$the qvqages listec 
are the theoretical targets and, when the active 
is not 100 y0 pure or a salt of solvate, must be 
reflected in the amount of substance to qdd,o\/lFAi r. ,a.. *“I.* “A<\,..eA, IL 
and above the th.eoretical amount. I ._- > . I” *,*/l...““,***j*v.,, .*~ y ‘-*‘“,.‘_’ 9.~‘ 

The commenters’ last twQ remarks are agalr _,. -> ..,. ,_ .._.; ,-, 
off the mark. 

Based on the factual re,alSjtle:S$ @$. ?aJ,pL%$ 
the drug substance \;is-6-vis the act&e, the 
overages appertaining thereto should bc 
appropriately addiessed in..bqth places. [Note 
Though @ relevant t6fhbiss,ijl@‘a!: hand, the obvious 
answer to the “ho$‘*portion of the commenter$ “rti 
unclear how, and for what reason, an oGerfil1 would be reflected in i 
composition statement” & in a foqtnote. Mpreover, t-hi! 
reviewer knows that the example of “ensure proper dbsc 
delivery” should also be retained as this reviewer’! /,YI,=A^l.. .,^ _I.., ,j_l. I \,.\a__ ., ,, 
proposed textAclearly explains.] 
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rather than a table. Thk fo&s’&&ld be on 

the items requested in the table, and, 
with the modifications suggested, 
thinks that the text should simply‘be 
revised to read, “A table ‘should ‘be 
provided that compares: 
a) the equ@nien”t used to produce clinical 

batches that support efficacy in an NDA 
example of information considered excessive for conventional 

application and/or batches that 
is an unsubstantiated statement 

support bioequivalence in an ANDA that does not ‘address ’ wt%X i%%iGti‘bri is 

and the primary itab;ility.batCh& to: excessive, why it is it excessive, or even what are 

b) the equipment propokd for pi$duction 
the commenters’ “conventional dosage forms.” 

Thus, regardless of th” apparent differences or 

The informatiqn should be presented in, a Way lackthereof, the applicant should submit a table 

that facilitates comparison of the processes and that compares the equipment used in the key 
the corresponding bakh anal@ itifdi;m&n submission batches specified to the equipment 
(P.5.4). The table jhould id&&y (I) the proposed for the production batches. 

identity’(e.g., batch ,,L,. tode) and uSof Notwithsta.nding the permissions conveyed by 
the batches produced using the specified SUPAC, the applicant bears the burden of 
equipment (e.g., bioequivalence study batch # 
585 I234), ‘(1) ~heinanufac~~ri~~~~~e, (3) ihe 

equipment and scale that the applicant 
proposes to use for full-scale production. 
[Note: This reviewer (having some experience with 
formulations ranging in scale from 0.75 cu. ft.[O. 02 
cu. m] to 175 cu. ft. [5 cu. m]jh as been in several 
situations where a firm 6) fail&d to recognize the 
negative impacts of scale on materials and b) found 



“.” , 

This section could 

This reviewer agrees with the The secti‘ck  iri qtieitio’ii &jeS prdvide a 
commenters’ first‘ Yemaik, 6tit is  at a reference to the “applicable reference guidance already in 

The guidance provides thA reference in a text 

of the proposed change truly is. 
This reviewer would .&jgkst ^that, ‘in the 

If the suggested text is  solely -  to future, Zhe commenters shotild include the line 
replace the text in Lines ‘596 and range whenever the proposal. to change text 
597, “A brief dekripfion ‘of‘ the container addresses text that extends beyond one line. 
c losure systems listed in P.7 and the conttiiner 
c losure system used for storage and 
transportation of protein dru~~piodukts should 
be provided,” this reviewer supports it. 
However, if it is  intended to replace 
more than that one sent‘ence the 

ce should consider to@; ‘covered in 

uman Drugs and Biologics (May 1999)’ 

harmonilation” in the comment. 

Manufacturer(s). This is  not consistent with the For obvious. reasons (of which this reviewer is  
spmt of global harmonization. certain the commenters are well aware) this 

This reviewer disagrees. 

a goal the comktenters c ltiims  to 



This reviewer disagrees As a some times auditor of multi-facility 
foreign campuses, knowing the layout of such 
multi-facility campuses is invaluable in 
scheduling a time-efficient audit that minimizes ,. I, I. ‘ ,.. _ 
interlbuilding time losses. 

Perhaps knowing this, the commenters will no 
e inclusion of this text, but 

The commenters’ comment and rationale 

The date of filing .of an’. application is 

‘, ,, 



This reviewer disagrees and notes, as 
in the example, addition-al standards 
may need to be referenced in the 
batch formula. 

“reference standards” information. - if the 
industry’s stated goal of expediting industry truly wants an expedited review process 
the review process. any valid “PERT” revieii;‘of the application review 

process will clearly find that reviewing certain 
sections of the CMC section in parallel is: a) 
much more elapsed-time efficient, b) a better 
utilization of resources and c), if properly done, 
can improve review morale by better aligning the 
talents and, special interests’ of the review staff 
with the tasks assigned (for example, the clerical 
staff can be assigned to check for the presence 
of every section and flag every apparent 
discrepancy withoutStiSving‘fo understand what 
they are checking and, thus, reduce the 
boredom factor for those, tihlose principal job is 
to evaluate the correctness and import of the 

requested to help them do their job improved 
productivity- hefinds it odd indeed that the industry 
would resist giving the Agekcy tihat little this 
guidance asks for. from the (sea of information 
generated in support of an application. This 

This reviewer agrees. 
granulations by subsequent blending or combination of coating 
pan operations, the validation scale may not necessarily be the 
same as the intended commercial scale. 

However, this reviewer ‘would recommend 
adding a footnote that clearly states the size and 
number of validation batches [subject to the 
constraint: t/k riuinber df Valiaatrbn b.h3ies must 

_, 



Section 

V. Mfg. 
P.3) 

;3.q 

;.3.q 

Refer- 
ences to 
Quality 
Stds. 

Guidance” 
Line *_ ,),,. ^^.. 

Replace the word “actual”. We suggest tha? 
reference to quality standards be made +kionXa! 
it is referenced in s4.1. We understand that FDP 
is not expecting to see company documents in thi: 
section. Summarization of standards, however 
would be consistent with what is currentl) 
provided to the European agencies. 

This reviewer disagrees, given the 
reality that the rest of the’commeri! 
does not apply to the “actual 
specification” issue, now understands 
the importance of this request, and 
recommends that the test be placed 
in a separate bullet as’follows: 
‘, 

. Specifications 

The applicant specific numeric code (e.g., 
SPEC 101.2b) of ihe sp&ific%% Used to 
evaluate the quality of the component should 
not be listed in the composition statement. 
The actual specification used for the drug 
substance should be proviaed iri S14. I. .For 
the excipients, the actual sije&icaiion should 
be provided in P.4.1 or P.4.6 arid A.3 as 
appropriate.” 

Rationale/Justification 

“Actual specification” is open to interpretation. 

While, the definition of “actual specification “ 
may be unclear to the commenter, it is crystal 
clear to this reviewer. 

If the objection is based on “interpretation,” 
then this reviewer would recommend that the 
term be added to the Glossary and defined as 
follows: 
“Actual specification: Ttie’ specification that the 
applicant actually uses for We drug substance0 r 
component for a given analyticAl test or examintition. 
For example, the compendia1 qkcification for the pH 
of an ingredient might be ‘4.0 to 7.2,’ but the 
applicant’s actual pH spec‘ificatiori for thating‘redie’nt 
is ‘4.3 to 6.9,“’ 

The commenters’ second comment has little 
to nothing to do with’the issue of*specifidations. 

The comm‘enters’ third comment addresses 
the sentence before the test in question. 

The commenters’ final comment is again wide 
of the mark. 

Based on the preceding, modified as 
proposed, the current text should be 
incorporated into the final CM% guidance. 



> _ ,, ,, 

” I ,*; ‘ I* i ,e; I I , ,~a*‘*s..~;, ~ .^, , 

weighing of materials. 

the flow diagram and’deitription of 
the process would:. coiitain no] must be CGMP compliant” or the application 

should not be approved by the Agency as the 

Based on the reality of the need to 

a) receipt of components; 

f) allocation “of the released 
components assigned to the 
scheduled batch; description of the manufacturing process should 

g) start of production of a batch; ,I”, address all regulated manufacturing unit 

1) charging the assigned 
Since that is the case, all CGMP-regulated unit 

components into the assigned 
operations should be appropriately included in 
said diagram or set of “sub“ diagrams. 

conducted (or at the end) 
taking batch representatjve 

and release of the output of 
first phase in the manufacture 
of a batch to the next phase; ’ 

and end with unit operations: 
ia) - ic) examination or testing of 

the drug product samples, 
results generation and review 
and release of the batch; 

manufacturing to warehousing 

‘.’ , ,*,, -*--. / 



of the cqonents into and the mo 

roduct release). The flow diagram can be supplemented 
with information presented in tabular form, if appropriate. 
The flow diagram should inclk& 

‘ 

l the type of equipment used (eqdipment model number is 

The modifications proposed’limit the scope of 

For all of the preceding retisons, the revisions 
proposed by the commenter(s) should be 

l critical process controls and the points at rejected and those proposed by this reviewer 
which they are condticted implemented to align the Scope of the guidance 

l the type of equipment u&d (equipment’ 
model numb& iZ ndt n&&d)” ’ 

Under the guise of “clarification,’ the 
commenter(s) remarks again attempt to change 
and limit the text in a manner that reduces its 
scope to exclude much of what CGMP requires 



Section Guidance 
Line Comment / Observation 

We propose that FDA consider the following 
concerning critical steps. 

Critical steps (an ICH term) are defined by the 
development activities. ’ 

For critical steps an operating range and an 
outcome has been demonstrated,,pqvide \?rh+h a 
batch cannot continue. 

For the reasons stated, this reviewer 
disagrees with both of the preceding 
“concerning critical steps” statements in 
the commentary. 

Rationale/ Justification 

No rationale was provided. 

Factually, the commenters’ first statement is 
not correct. 

Developmental activities do not define a step 
nor do they define a critical step. 

Technically, ttie developmental activities 
establish the steps and identify which are 
critical. 

The data from each step is then used to define 
the appropriate controls (active and passive) and 
the specifications for the‘ control tolerances 
allowed on the step as well as the specifications 
for what constitutes an acceptable outcome from 
the execution of a given step (usually expressed 
in drug product manufacturing in terms of a 
material specification). ’ 

Properly, CGMP defines what is critical and not 
the ICH, the industry, the FDA or this reviewer. 

As stated in this reviewers response to the 
General Observation 1: 

This reviewer can easily define the adjective 
“critical” in a manner that precludes the need to 
define the specific phrase “critical step.” 

By statute (Federal Food, Drug, and Cosmetic 
Act as ‘amended [Zl USC. Title 91) and by 
legally binding regulation‘ (21 CFR 210.1), 
critica/ means :requi%!b’ t6 6eW control/&d’ in a 
manner that complies with, or pertaining to any 
requirement specified in, the drug CGMP as set forth 
in 21 CFR, Par& 210 through 226.” 

This is the case, because, as 21 CFR 210.1 
states (emphasis added): 8 
“(a) The regulations set forth in this part and in parts 2 I I through 

226 of this chapter contain the minimum current oood 
manufacturing oractice for methods to be used in, and the 
facilities or controls to be used fgr, the manufacture, orocessing, 
nacking, or &@g d a drug to assure that such drug me@ the 
requirements of the act as to safety,‘and hasthe identity and 
strength and meets the +rality .%d purity characteristks that a 
purports 0r.h repiresented to possess. 

(b) The faiiure to comply with any re$ation set forth in this part 
and in parts 2 I I throu& 226 of this chapter $ the 
manufacture, nrocessing, pcki@‘or holding of a drug shall 
g&t such&g to be adulteratedunder section 50 I (a)(2)(B) of 
the act and such drug, as GelI as the &-i&o is responsible 
for the failure to comply,s hall be subject to reeulatorv action” 

failure to meet ariy of the minimums 
established tidulteraies the drug and subjects 
the person reipbnsible t6 “criminal regulatory 
a&i& 

_ _ 
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servatlon, Continued) (Reviewer’s justification, Continued) 

Therefore, anything required by 21 CFR Path 210 
through 226 is obviously “‘critical” to those’that 

226 or any thing that is above the minimums 
established therein is, therefore, a “non-critical 
entity (e.g., test, step, phase, control).” 

A criQca1 step is not associated with a 

This is the case because,, 

preceding because it is patently false., 
requires the use of statistics. 

2. The statistics ijsed are-based on the those 
that have variable risk And confidence levels 
that, in today’s world, the applicant is 
allowed, within limits,’ tb arbitrarily set 
(typically, for variable, tests, if sufficient 
batch-representative samples are t&f5d, the 
risk levels are set somewhere in the range 
from 1 y. to >lO y. and the confidence levels 
chosen are “90 % ” or ‘!95 % ” the risk and 
confidence levels. [Ndte: When non-batch: 
representative samples are tested or too few 
batch-representative samples are tested as some 
seem to do without establishing the scientific 
soundness of the choices they make (for: a) 
representativeness for the distribution of the samples 
sampled; b) the number of samples tested, and/or c; 
the validity of the specifications established for testing a 
few units visAvis the post.reiease lifetime expectations 
imposed on all in-commerce articles by the FDA (for 
NDAs) and/or the USP (for ANDAs) the real risk levels 
are generally difficult to estimate but, based on 
distribution-free statistics 2nd the”small’riumber 
of discrete samples tested in-process and at 
release, the confidence levels are less than 25 k.] 

3. Moreover, the decision model ty$cally iised 
is based on an estimate of the producer’s “. ,~, / b,,L. .- 
risk (that an accepted batcli‘ will 
subsequently be found to fail). 

they are company defined. 

This reviewer disagrees 

,. . . 



Given that CGMP requires the holding of in- 

type of process being addressed. approved for further processing by’the quality 
control unit (QCU), most processes are non- 

Thus, the word “noncontinuous” should be 

comment if, by “appropriate,” the 
commenters mean “predefined.” 
With all of the preceding in mind, this 
reviewer suggests that Lines 790 - 
793 be revised to: 

manufacturing step where, once the step ii 
completed; the material mi&? be h&d“fo; 

SUPAC Equipment. 

This reviewer thinks that the 
commenters have the beginnings of 
an excellent suggestion. 

Instead of repl.acing the text, the text 
should be revised as follows: 
l the type of equipmeni used (equipment 

model number is not needed) and its 

j‘i” ;‘ ,. : .f.. ,x_ _.* (,._ _ ,- a, 
.d , I_ i 
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Section Xdance 
line 

324 

’ ‘, 

Eliminate the need to provide‘work+g capa& of’ We do not believe there are situations when working capacity 
the equipment. would be relevant. 

This reviewer disagrees and wbuld: Having worked with blenders with volumetric 
suggest augmenting the text td Norking capacities of from. 0.02 to 5 m3, this 
provide all of the information needed: ,eviewer knows that working capacity is relevant 
to judge the importance’df material and that, in addition, the percentage of the 
scale factors as’follovK ” .‘I Norking volume used at the start of any 
“Equipment should, at least, be iden@@ by operation and that found at the end as well as 
type (e.g., tumble blender, iv line homogenizer) :he starting mass (weight) and the weight at the 
and, where relevant, working capacitj 2nd of the step are all relevant factors. 
(volumetric and mass). For tumble Moreover, contrary to the flexibility permitted 
blenders and other equipment whet-4 3y SUPAC in setting batch size, the practical 
working volume is relevant, 
percentage 

the, #eality for blenders is that they have fairly 
of the working volume Iarrow effective working ranges. For example, 

and that of the weight at the start of ~._ r_*< the effective working ranges for tumble blenders 
each step as well as at t,he.end of 3re, in almost all cases, close to the 50 76 of the 
each step using that equipment.” 3lender’s nameplate working capacity. 1 
Add the following sentehce ‘it the be&&g‘o‘~ ?rovides for explanation of exceptidn.~ 
the paragraph: 

“If ruminant derived materials are used or 
The modifications suggested: a) improve the 

manipulated in the same manufa+rinfj 
grammatical correctness’aiid 6)iorrect the “risk 

equipment as the new product, a ‘statement 
3’ statement to reflect the risk being controlled, 

should be provided regarding control measures 
“TSE contamination.” 

(such as sourcing, manufticturing processing 
conditions, and the nature of the t&sues) used-t< 
minimize the risk of TSE. 

This reviewer thinks the commenters’ 
suggestion is a good one ,but woulcJ 
suggest revising the wording slightly 
as follows, ” . . . should be pr&ided regard& 

the control measures (such as so&&g; 
manufacturing processing conditions, and the 
nature pf th,? tissues) used to minimiie the risk o$ 
TsE contamination. 
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1 

and the next step is  determined on the LOD test result. 

,. 

The comment section objects to the reality 
that, under CGMP, if a test ,or, examlnatjon is  
“noncritical,” then that test is  a test that is  not 
conducted routinely. 

The preceding is  the case because it is  
process cr itical that the drug substance be dried 

A comparable drug product example would be 
the adjustment of the PH of a solution. 

It too is  c r itical because a} it must be adjusted 
and b) the adjustment must be to within some 

In the solution example, if the pH is  not 
c r itical,t he process will not have an in-process 

treated as such. 
i .\. .‘ ,“, 1 II, .,i .., ,. i 



iection Line # 

349-852 

We recommend including exati$es of p&es; 
rests 

This reviewer does not object to this, 
and would suggest that clear 
examples are needed that cannot also’ 
be confused with pr; in some 
circumstances also be an” in-process’ 
test. 
The following three clear examples 
come to mind: 
1. Monitoring of the cleanliness ,qf a. 

vessel after cleaning has been 
comoleted to in’sure thai it is &a’( 
enough for use in the production, 
of another batch of material. 

2. The clearance test for a packaging 
line to insure that all items frorri 
the orevipus oack&ifi$‘6@ratior! 
before allowing the next batch t6 
be packaged to be brought ‘f‘iom’ 
its staging area onto the !ine~ f?< 
the start of packaging. 

3. The acceptance testing for 
incoming component. 

Revise to read as follows: , 

“Steps in the process should have the appropriate 
controls identified. Assddiated numeric ~&I~~ 
can be presented as an expected range. AlI 
critical process controls should be includkd ih tl$ 
description of the manufacturing process (MPR or 
narrative). 

This reviewer disagrees; the text 
shoul,d not be changed to omit “, or 
otherwise,” (non-critical, aiid PQI? 
process controls). 
The text should remain: 
“Steps in the process should have the 
appropriate’ 

+..e .,““.‘“,*-i-;‘ I _“. : 
p&&s controls Idqmfied. 

Associated numeric values can be presentid as 
an expected range. All process controls, critical 
or otherwise, should be i&ided in thi 
destription of the manufacturing process (MPd 
or narrative).” 

Rationale/Justification’ 
To help distinguish process tests from k-process tests. 

The fundamental diffecence between in- 
process and process tests ,are that the former 
are conducted during the processing step and 
the later at-9 conducted before or after a process . .# _.a._l,d. .i,. L ../ _ 
step (phase) has been completed. 

Both are covered by CGM,P whenever they: a) 
must be dpne on every batch and b) must meet 
a specification or limit (quantitative or 
qualitative) before the operation in question can 
be started or, if started, considered to have been 
completed for each batch. 

To aid in understanding what is critical with 
respect to in.process (and process) testing (and 
examination), this reviewer suggests that the 
commenters carefully ‘read ti of 21 CFR 
211.110 starting v\;ith the title “Samplingandtesting 
of in-process materials and drug products” unti I they 
truly understand this sectiqn 

Then, they should carefully read 21 CFR 
210.1 in a similar fashion.. 

Finally, they should carefully read 21 CFR 211 
Subpart I as if its title, Laboratory Controls, were 
simply, “Controls.” 
“All process contro!s” are considerei too inclu$ye. Frequently 
there ‘aFe processing controls that have no effe.ct on the quality 
attributes of the product. These may be in place to monitor 
process yields or effi++ie;. They may be added or deleted 
during routine production and should,not require regulatory 
action to change. 

If a test qr exap-#-@i,o~ q~,~,t[ol, in-process or 
otherwise or manual, semi:automated, or fully 
automated, is required to be cqnducted during 
the production of 4aEh%atchatid%is~required 
to meet some quantitative range or limit or 
some qualitative state, then that control falls 
under CGMP and it should. be included in the 
description of the process. 

These include yield and yield % (21 CFR 
211.103). [Collectively, the critical in-process 
and process “each batch” controls for the 
process.] [Note: Provided they are based on SOU~C 
statistical science, a iirk ‘may esiabiish ana submit a 
hierarchicalcontrolplan (that spells out the conditions 
and controls for the switching among contingent 
levels of inspection (sampling and testing) fc 
minimize the need for regulatory action.] 

In addition, to ensure that the manufacturing 
process is fully and properly described, all other 
controls need to reported. 

,/ I) _, . ,:. , ,_. ;,Am.,$y ,,_ II. ,_ ._ 



iection 

367-875 

Add the following after the period: 

“Process steps and associated cotit& specified in 
the narrative that may have amajor or mod&ate 
on the quality of the drug producf are ci&ified ai 
critical. Other -process steps and controls 
specified in the narrative are deemed to ,ha& 
minor or no impact to product quality. < Ix* 
This reviewer cannot agree withthe 
addition 
several 

proposed because it violates 
CGMP requirements. 

” -------‘. 
Changes to process control parameters would be 
submitted according to +e Changes tb an 
Approved NDA or ANDA (NbGember 1999) or 
Comparability Protocols (February 2003j 
guidances.” 

This reviewer does not think that this 
addition should be included for the 
reasons stated. 

Revise to readas follows: / 

“All critical process control and critical in-process 
material tests (as defined above) should be 
specifically identified in the flow diagram and in 
the description of the manufacturing process iti 
this section of the application (P.3..3) and ii 
P. 3.4. A  summary of where information on drui 
product quality control should be located in 
applications submitted in ‘CTD-Q format is 
provided in Figure 1.” 

This reviewer disagrees; the drafttext 
should be slightly modified 
(highlighting the changes): “All in-process 
material tests and any of the operating 
parameters, efwironmental con&ions, an< 
process tests that ensure each .criic~j 
manufacturing step is properly controlled 
should be specifically identified as GiGCal in thi 
flow diagram and in the desctiption of the 
manufacturing process in this section of the 
applictition (P.3.3) and in P.3.4. All in-pro& 
material tests are considered critical proce& 
controls by definition because they directly 
assess the quality attributes bf %i in-prbce$ 
material and ultimately lead to a decision ti 
accept or reject the in-process material ordrug 
product. A summary (of where $4 
information on drug product quality conk% 
should be located in applications submitted in 
CTD-Q format) is provided i‘n Figure I .” 

Y .< _ Li I,% ,_ ,,, ,.>. ., ,.,r ,a\, d. ,$..a ‘I;“:<” “&,i /.~. 1/ ” &., , .‘ . . 
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tationale /Justification 
‘rovides clarification to industry on definition of critical vs. 
on-critical parameters and gives guidance on approaches to 
valuate change at time of authoring original submission. 

The CGMP requirements~ defin.e what is 
:ritical and the Agency should refrain from 
jroposing guidance that is‘at odds with CGMP 
jecause a) they have no legal authority to do so 
lnd b) proposing guitiance.ttiat is at odds with 
he clear reQuirementi of shy CGMP regulation 
s a subversion of the regultitory process. 

The guidance is s#$bsed to address all of the 
ssuesas’sdciated with preparing and filing the 
>MC section of an application. 

The text” addition proposed by the 
:ommenters has no bearing on the topic of the 
guidance. 

Moreover, the second guidance cited 
Comparability Protocols [February 20031) 
exists only in draft and, as such, sh+d not pe 
:ited in any other guida.n,ce, because-‘ it may 
lever become fitial: - 

Jo rationale was provided.: 

First, the changes are at odds with CGMP. 
Second, the changes omit non-critical in- 

lrocess controls, operating parameters, 
environmental conditions, process tests and the 
tey phrase “that ensvre each critical 
nanufacturing step is properiy controlled.” 

Omits the working consideration of all in- 
lrocess material tests as crjtjczjl process 
:ontrols by definition. 

On the positive‘side, the change from “... in the 
low diagram and description . . .” to I‘... in the flop 
liagram and. in the descriptiok . ..” improves the 
*eadabiiity and the grammatical correctness 01 
:he text. 

The “reviewer’s proposed.~change to place the 
:ext, “of where inform$Gn ‘oh dtig product quality 
:ontrols should be located in applications submitted in CTD, 
1 format,” in parenthesis, “0” and insert “the” 
)efore “information” are proposed to increase text 
*eadability. 
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This reviewer agrees th 
should be included i 

Since text covers all.acceptance cr iteria, there 

W hileth is  reviewer knows that the, is  no need to include any subclass thereof. 

In this section of the application, all c r itica l 
process controls (see section V.C.2) and their 
assoc iated numeric ranges, limits, or 
acceptance c r iteria, including interim 
acceptance cr iteria and ,hiera.r@@al+ 
inspection aqf axepta’n66 ‘cr iteria 
schemes, should be id&iifi&f aiid justified 
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IP.3.4) 

Guidance 
Line 

327 
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Comment / Observz#q 

iemove the parenthetical material beginning ai 
:he end of this line. 

This reviewer disagrees for the 
‘easons stated. 

Rationale/Justification 

Relevant batches to establish critical process controls do not 
ordinary equate to all batches listed in 5.4, only a limited pool 
from P.5.4 would be used to establish. cr$ic+l process control 
values. 

What is being requested is for the applicant to 
share the critical process control values found 
from the batches cited as a justification for 
those control criteria chosen, 

This is being requested to facilitate the 
application reviewers’ axertaining ttie degree 
that the criteria established ,are scjentific,al/y 
sound and appropriate. 

The commenters’ rationale. confuses .%sing 
relevant batches to _ esta,b!ish acceptance 
criteria” with, what is requested here, “providing 
historical acceptance-related data to support the 
application’s justification ,,$ the.” acceotance 

“1 criteria proposed hy theapplicant. 
I. : “6”. VR ,_ I%,?:.,. . . */ ,,<,) I-l< ;; : ,, “‘*_” - A, - .,s; ,, 0 :” “. . “. s 
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W i th  s o m e  a n a l y ti c a l  p ro c e d u re s , th e  p re c i s i o n  w i l l  d e p e n d  o n  

S o u n d  s c i e n c e  a n d  th e  ‘C G tJ p %  re g u l a ti o n s  
W e  re c o m m e n d  th a t th i s  s e c ti o q b e  re v v o rd e d  a s k  
fo l l o w s ; “ w h e n  th e  s a m e  a n a l y ti c a l  p ro c e d u re  i s  

re q u i re  th e  s e tti n g  o f b a tc h  a c c e p ta n c e  
s p e c i fi c g fi o n s  (a n d  ti  s a m p l e  a c c e p ta n c e  

u s e d  fo r  b o th  th e  ‘i n -p ro c e s s  s a n d  th e  fi n i s h e d  
p ro d u c t te s t, th e  i n -p ro c e s s  te s t s h o u l d  b e  h e l d  to , 

s p e c i fi c a ti o n s ) b a s e d  o n  th e : te s ti n g  o f s u ffi c i e n t 
b a tc h -re p re s e n t& e  s a m p l e s  th a t th e ’ * re s u l t 

a  ti g h te r  s ta n d a rd  i ,n  th e s e n .s e _ ~ & $ , th e  p ro b a b i l i ty  
o f a c c e p ta n c e  o f th e  fi n i s h e d  p ro d u c t te s t i s  a t’ 
l e a s t a s  g re a t a s  th a t fo r  th e ’i n -p ro c e s s  te s t fo r, 
tru e  l e v e l s  o f th e  m e a s u re d . c h a ra c te r i s ti c  ‘th a t 
b e a r o n  th e  q u a l i ty  o f th e  d ru g  p ro d u c t.” 

fo u n d  fo r th e  s a m p l e s  te s te d ). 
T h e  re q u i re m e n ts  fo r e s ta b l i s h i n g  s c i e n ti fi c a l l y  

s o u n d  a n d  a p p ro p ri a te  s a m p l i n g  o f a p p ro p ri a te l y  
s i z e d  (w i th  re s p e c t to  a m o u n t a n d  n u m b e r) 

re p re s e n ta ti v e  n u m b e rs  o f u n i t:,d o s e  (o r s m a l j e r 
s a m p l e s ), A n d y  b a tc h  a c c e p ta n c e  s p e c i fi c a ti o n s  

P ro p e rl y  a d d re s s i n g  th e  i s s u e s  o f s c i e n ti fi c a l /] 
s o u n d  a n d , a p p ro p ri a te  s a m p l i n g  s i z e , th e  

A s s u ri n g  th a t th e  p re c e d i n g  d i re c t a n d  
i n d i re c t C G M P  re q u i re m e n ts  a re  m e t i s  th e  
re s p o n s i b i l i ty  o f th e  s p o n s o r. 

p ro v i d e  th e  q u a l i fi e rs  

*  _  I. b .+  (,.. -.,., ,‘.- _ ._  a  *r.s - z .. *,  % , _  “y . 
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We feel that the word ‘criterion’ ne+ fp be,ben-er,explained. 

“Criteriqy,” the singular of “criteria,” means, 

is not necessary for most 

Please provide examples of where validation 
The commenters’ rationale .m~iSstates what the 

documentation o&r than sterilization validation. 
paragraph states. 

is necessary for submission, as this information is 
This is the case because the text states I_ __ _, ,, %. * “.. ,_ .>s.. % 

not typically submitted. 
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This section implies that if the applicant does not perform full 
information for each indiG&l ex&i;ieni shbuld’ 
be grouped together in the application?’ - 

testing on each batch of compendial ekcipient received, then the 
detailed information must be provided in sect&s P.4.1 through 

This reviewer disagrees and suggests, P.4.4. PhRMA does not believe that it is necessary to supply 

that the draft ‘text be incorporated information ‘on SpeciEcations (P.4.1), Procedures (P.4.2), 
Validation of Proqdures (P.4.3) or Justification 01 

Contrary to the commegfw$.l remwks, the 
the next three (3) pages. 

“a Compendial-Non-novel Excipients:26 
When a cotipendial excipient is tested: 
according to the monogiaph tests and the intent of this text - to.insuye,.that Agent) 
specifications with ‘no *additibnal te@ing’ 
and the applicant intends to,perform full testing’ 

reviewers will get detailed information in P.4.1 
through P.4.4 whenever the applicant does nol 

on each batch received, the ex@Gnt (e.g;,’ perform full testing - regardless of what testing 
the supplier may or the sponsor may perform. 

P.4.4 other Thus, the commenters’ fil’sk observation isnol 

fitness in P.4.3. 
In any other circumstance, informkioq 

contrary to the commenters 

: -: _I . . . .:~.a-, ,..,I> 
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Zationale / Justification 

Lationale / Justification, continued 

‘his is in conflict with the General Notices in +e JJSP , ._” 26, 
vhich state that application of every analytical procedure is not 
equired for assuring that the b.atch meets compendia1 
equirements. 

Contrary to the commenters’ assertion, there 
s no such conflict. 

This is the case becaus,e$the text cited is for 
:he manufacturer -releasing the compendia1 
:omponent and, since it permits the component 
naker not to do any compendia1 tests and, 
lrovided it is man,ufactu.red unde*r_some @(lP, 
*elease the component as 3 USP component. 

In this iriitance, the commenters have: a) 
aken what the USP General I+@jices,say out 01 
:ontext and b) misquoted-it. In context, the 
JSP, discussing tests for jhe RELEASE of a 
:ompendia/ item into cpmmerce by th 
manufacturer thereof; stat,+:’ 
“However, it is not to be inferrep t&$&z application oj 
every analytical procedure in the monograph to sampler 
from every production batch is iecessarily a prerequi& 
for assuritig compliance with Phmacopeial standard 
before the ‘batch is, rel$qsed fok di@Gjtip<. ,,@a 
derived from process vaZida&%&es and from iq 
process controts may provide greater assurance thal . _. ,., 
a batch meets a particular mOnograph requiremen 
than analytical data derii;ed $6$i%;;“;i%$i&&%q oj 
finished u‘n%s drawfi.&@ &&&~.~ -‘-,_ .)__ 1 ,,- 

Thus, this reviewgr fails t(> see how the U,SP’: ,.( -,,*_ 
guidance to the compendia1 item’s manufacture1 
applies in this ir%tatic& other than to ooint oui 
that the excipient m.anufacturer may not be 
performirig anv coinpeiidial tests. 

Little wonder the Agency’is’“c‘bnderned.‘ 
Component supplier “6,” operating under 

theirow n GMP, can establjsti that its control: 
and in-process tests. ensure that the company’: 
sxcipient product does comply with the USP ant 
then release each, batch +s Component XYZ 
USP witho.&dping one USP test on that t+h 

To get USP testing on batches, this reviewer 
often had to include IJSP testing as 2 
requirement in the purchase agreement and pa! 
the additional costs because many ingredien, 
suppliers do NOT routinely test each batch 
specifically for USP complibnce - they use thei 
own in-house controls which, for ISO’suppliers 
are superior for, control!ing the quality of tht 
?harmaceutical-grade components they sell. 



Additionally, 2 1 CFR 2 11 Subpart E also allows the sponsor the 
ability to accept via COA, provided qualification has occurred. ^ 

The commenters’,statement is not correct. *_.. ,. 1 
Factually, by omitting the requirement for “at 

least one specific idenbty t&t” (NOT-an Identifictition 
test but a specific identity fess),. the 
commenters misconstrue21, CFR 213 Subpart E 
in a manner that is critical to the understanding 

analyses through appropriate va!idatipn of the supplier’s 
test result a! appropriate intervals.” 

The reason that the phrase “specificidentity” is 
crucial is, that rnost‘of, the, lj$p Fonograph’s 

specific test has to differentiate the material 
being tested from a//others&-C/~ and-dissimilar 

IDENTIFICATION tests rarely meet). 
In human terms, a specific ideMyfe.st is like a 

test of your DNA; it identifies you from among 
all others except you, your identical twins, and 

ation tests sim 
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Rationale / Justification,(continued) 
[t is un reasonable to- require the pharmaceutical manufacturer _> 
to commit to fully test every excipient lot at this point in the 
filing. 

Nothing requires the sponsor to commit to 
full testing on every excipient lot at any point 
prior to, in the filing, or thereafter. 

The choice is the sponsor’s. 
lfth e applicant decides that it needs to 

partition the testing between itself and the 
manufacturer of the excipient, or that it must do 
additional testing that is not in the 
compendium, as often the case, then the 
applicant needs to provide the requested 
information (P.4.1 through’P.4.4j. I 

By providing this information, the applicant 
provides documented evidence of what it ,is 
doing and the values it is observing. 

In doing so, the applicant assists the 
application reviewers in determining whether or 
not the materials being used are adequately 
controlled in a manner that is CG&lP compliant ,*a ,-a -..I t, Y., . 1. 
and ensures that the drug product will meet its 
specifications. 

The testing program ‘is covered appropriately by the 
manufacturer’s GMP program. ’ 

First, this remark, if true, implies that such 
manufacturers”a’re.& operating incompliance 
with CGMP and their applications should not be 
approved - a GMP program, is not defined for a 
drug or drug product manufacturer. 

Second, having a truly CGIWP:complianf 
component.testing program does not preclude 
the Agency from asking for proof thereof - after 
all, by statute, all drug.product components are 
themselves d,rugs. 

7. __I ~ 
Qualified Supplier” and other programs are entirely consistent 
with regulations and not the subject of the NDA. 

First, any data or information that is, required 
to demonstrate compliance with any aspect of 
CGMP can be requested by, the Agency in an 
application (ANDA and NDA). 

Second, in this reviewe.r’s extensive 
experience,, m,any firms seem to have “Quality 
Supplier” and related programs that do not test 
af /easf one spe&&~dentii~ l&f as required by 
21 CFR 211,84(d)(2) and therefore are NOT 
“entirely consistent with regulations.” 
_, </ “S .., “ , ,:, ‘- : ,.‘“\“‘:“;*,“~. ;; “:-I ~I i 4% 2s ‘“2 J,.S’ n,-*,pa?e,‘i* U&S li’i-.=*,-,,r):‘ r-.&’ il _. ,e _. *“VT “C .y- ?I ? .j 



Based on this reviewers, read.ing, the intent of 
application.” It is unclear wh&he<tb%~fipY.~l to the text is clear. 
P 4.4 for each excipient separately &to group However, because this text.,& guidance and 
each excipient into a single P 4.1 to P 4.4. The not regulation, an applicant is free to use 
applicant shouldbe able to use &het&em$iye. alternatives, provide the applicant’s alternative 
It certainly should not be mandijor?; to ‘c&ate satisfy the underlying regulatory requirements. 
separate P.4.1 - P:4.4 s+tions for each While this reviewer finds’f~~t:‘tfiecon?mi~~~~s’ 

Since American English is this 
reviewer’s native tongue, it is clear 

‘Excipient 1 (PI4,US P partial testjng) , 
P.4.1 Specifications 

USP Specifications 1, 3,5 and 7 
In-house, in lieu of USP, 2, 4, ,and 6 ) 
from supplier’s COA 
In-house, non-USP spec’8 &%i‘9 

In USP & not modified - 1, 3, 5,and 7. 
Cop‘ieS ijf suljljli@r’s justification with 
Confirmatory testing for 2, ‘4 G-id.6 
Full justification packag& fbi; &!~<‘s”aii’@ 

- P.4:.4, See SUP 

The commenters apparently misread the text. 



The commenters have apparently confused 
with the #aq-qentWiq lines 1008 - 1009 that “a the phrase “nodetsiled information” with the phrase -... ,. ..,e, r*f,_*. “.,e.> ,_,,*.,. 
specification for each excipient used in the “no information.” 
manufacture of the drug product‘ihould. be To meet the CMC guidance’s requests in 
provided, regardless of whether or .nqt the Lines 1008-1009 for a “compendial-non-novel” 
excipient appears in the finished drug product.” excipient all that the applicant need do under 

Provided the revisions proposed by 
P.4.1 is to state, “Specifications: USP,” for that 

this reviewer are incorporated into 
excipient (although the guidance does not 
prevent the applicant from ‘doing more shouid 

1 . 
.__ 

:I 



,_ _.. . 

All that is needed is to request the applicant 

ave only limited experience with Some excipients. This is 
especially true when new excipfenti or new stippliers of the 
excipients are used by the drug product manufacturer, and thus 

avmg only limited history of reliabilitj;: ?Ie implementation 
of a reduced tesfi@ @?~gZiKby the drug product manufacturer 
would likely occur well,after the &mission of the NDA. 

However, the specification 
should indicate the test, or te$ts uSed* 1. The applicable CGMP requires the drug 
to establish the specific identity of product manufacturer fo ,have estat$/sh,@ 
the excipient and ttieoihkr t&&that the firm’s specifications, standards, 
will be performed once the reliability of thP sampling plans, test procedures, and other 

supplier‘s test results has been ~tabj~~~~~ 4aboratory control m,echan@ms before 
with current good engaging in the manufacture of any drug 

manufacturing practices.” ,product for introduction into cqmmerce (21 
CFR 211.160(a). Moreover, to be 
incompliance with the tequirements of the 
FDC Act’s CGMP strictures, set forth in 
Section 501(a)(2)(B) of the act, the 
applicant must submit ,an application that 
demonstrates thtit the pidcesses and control 
and drug’products are in conformance with 
CGMP. Since a firm cannot know what its 

procedures are for a material unless it knows 
which tests it will be performing on thal 
material, it is required for the manufacturer 
to know, at the time of Sub.missiqn, which 
tests it will perform. Therefore, a CGMP- 
complaint application dannot be submitted 

i “x 



Based on Point 1, while the manufacturer’s 
experience may be limited, CGMP requires 
it to be sufficient to estabfish “s+j@@y 
sound and appropriate specifications, standards, 
sampling plans, and test procidduies d&igned to assure 
that” each componetif co‘nfdrms “to appropriate 
standards of identity, strength, quality, and puri’ty” (21 
CFR 211.160(6)). To be C%MP compliant, 
the applicant must have these, before 
submitting an application or the application 
is violative (does not conform td’the .FDC 
Act’s expectations for CGMP). 

3. Moreover, for the example‘ given, the 
manufacturer’s inspection plans would 
simply be required to :be material source 
specific or. hierarchical .(liave scien@&s//l 

4. To address the issue of reduced plans ai 
later points, the firm need only submit i 
valid hierarchical plan like that discussed ir 
Point 3 -in a Single submission. 

; 
f 

such component, provided that the 
reliability df t&e suppliers -analysis through appropriate 
validation of the supplier’s test resulis at appropiiate intervals. 
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Lationaie / Justification ‘(contintied) 
is long as the standard the excipient will meet is submitted 
e.g., NF, LISP), ‘&the delineation df’%ho &es’w& specific test 
s unnecessary. It is Ih& rkiponsibility of the applicant, as 
.equired by cGMP’s, to verify the acceptability df‘& betidor 
esting, and to determine what .tes~ they may choose to ‘conduct 
n-house. As the current PAC Q&A guideline requires that a 
lrior approval sNDA be submitted ~IJ qrd:er;o” &l~~~ t~&g”, 
he result of this submission *requirement would be many 
mnecessary submissions not consistent with a risk-based 
approach 

This reviewer sees obv,louS~~easpns.that the 9, s*/ __ 
application should delineate who does what, the 
4gency needs to knoti where to secWdj$ staff to 
inspect and what they need to evaluate.’ 

Providing the delitieation iecjuested does that. 
Moreover, the commenter$ statemeEt 

concerning sNDA$ (&id bg’“inference sANDAs) 
has nothing to do with what ,i.s .re,quested and 
again points tti the need f~t$h$ Agency’to know 
where ea&?%I%ili be perfornied’- to ensure 
that the required suppleme?ts are filed_ in ca$es 
where the supplier deletes a test, and the 
manufacturer does not add that test. 

Moreover, contrary to what the commenters 
allege, identifying who does what is “consistentwitt 
a risk-based approach. ” 

This is the case because”the first precept tc 
risk-based approaches is that the risks must be 
identified. 

Thus, if ‘nothing else, npting the entity doing 
the test (supplier’s in-house‘lab, manufzicturer’s 
in-house lab, supplier’s contract lab, or 
manufacturer’s contract. ,lab or.~ pthe!: “‘lab: 
identifies the risk spurces. 

Based on all of the preceding, the 
commenters’ proposal should be rejected. 
/ <Al re.4..“**‘. 1(>u ws* ..“ii*.* _ A 
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,~, ,... “a._ _,” 
dove ~7” to the end of the f#q+g sentence, 
.e., “At a minimum, the drug product 
nanufacturer must perform an appropriate 
dentikation test (21 CFR 2 11.84(d)(l))“.” 

rhis reviewer disagrees. 
The footnote is properly placed 
iowever, the text of th-e. f.ollow,ing 
sentence should be changed to, ‘(At z 
ninimum, the drug product m,anuf@xyr* n&i 
)erform at. least pne specific idetifity 
:est (21 CFR 211,84(d)@).” 

Rationale / Just ificzdon . 

Zlarifkation 

Moving the footnote does ?othing to clarify the 
guidance. 

Failing to correct the guidance fails to state 
:he true minimum requirem:erk 

This is the. case because, based on 21 CFR ,. _ i., 
211,84(d)(2), 21 CFR ?.l$.,gLqd)(l) is QE& the 
‘irst part. of what the. man;~~~~~~r~~.i,~~~~qiri~ed to 
jo when the manufacturer ~o.es~fu,ll.$$ing. 

In a// other cases, the manufa&rer !s required 
to comply with 21 CFR 211.84(d)(2). 

Moreover, the guidance’s “an appropriate 
dentification t&t” is not the @me as ,the $$jMq 
regulations’ true requirement for the min,imum 
that a manufacturer can db, ~n.t%present~ti.ve 
samples from each shipment of each lot, “at least 
me specific identity test. ” 

The reasqn that- tl-+ wqrgs ““specific” and 
“identity” are crucial is th@ ..m,pst pf the ,&JS_P 
monograph’s IDENT!FICA~@t$ J&s -aye, as 
writien, neither specific L&X identity tests (in 
analytical testing, a specific test has to 
differentiatb the makrial b,@jng tested from a/r 
other similar and di,ssimjlar ,rqqtqia/q - .a 
requirement that few tqrs@ _ m@t ,an$i . ..a 
requirement that the ,USp ,~@ljT,!~F!~~&lJQN 
tests rarely meet). 

This reviewer emphasife$ the clear difference 
between “identity” and “identification” by 
paraphrasing the preceding sitiple ilk.&dtion. 

“In human terms, a specific jdentity test is like yout 
DNA; it identifies you from among all others excepi 
you, your identical twins, and your clones. 

An identification test simply’confirms one of YOUI 
attributes-that you are male; or have brown eyes; OI 
have a blood type of AB.” 

Add the clause “For the tests accepted by th 
manufacturer on Vendor CQA” tq je beginnin, 
of Footnote 27 preceding “The drug produc 
manufacturer must establish <the reliability . . . .” 

“Clarification” 

This reviewer disagrees + 

Delete “HoweGr’the specification should indica! 
the tests that will be performed once th 
reliability of the supplier’s results has bee 
established . . .” 

The commenters’ clause is at oddswith,opgp 
the fundamental requirements of CGMP - the 
drug product manufacturer i,s ,[esponsible fol 
the safety, quality, strength and purity of all the 
componetits, thus. the manu$dttir’er Stici$ 
establish that the supplier’s COA results art 
valid whether or not they aie used. 

Without finding the supplit?s COA results to bc 
reliable, how couid a firm ch,pqse..tharsupCjliel; o 
the component and still asjestJt@.$h~y are ir 
compliance with either CGMP.or sound busjneu 
practice? 
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Y0mment.l CNXXWZ? ,, 
IX / A.. (.. 

Je request a definition- of $e term “offi+ 
3mpendial monograph.” ., 
Ve propose some latitude should ,& provide 
oing beyond the USP to cite ~$~~~recognizc 
ompendia such as REP anil jP”[spell out at lea 
rice the meaning of EP Cnd JP] . 

Xherwise, if the material iq, p&r, we wpc 
leed to ensure that it meets I\JFFo,r,ano&e: of& 
:ompendium. We question the value added 1 
he extra testing t&at it %ll rep&&it. 

rhis reviewer, seeing the value 
ensuring that the components used 
nanufacture a drug product a 
zompendial, disagrees. *, 

^. 

,.,, .,I 
lo rationale was provided other than that 
nplicit in the “Comment” column., 

By statute (21 USC. 321(j), the term “official 
ompendium is clearly defined. 

Based on’this, the term “official. compendia1 
nonograph” must be defined as “any currently 
#ficial monograph in an official compendium;” 
Ind this reviewer recom,mends that this 
lefinition be added to the Gjossary to clarity the 
erm. 

Should the Agency wish to ~“spell out at least 
bnce the meaning of . ..“. then this reviewer would 
uggest adding the following sentences after the 
iefinition of .co,:mpendi’al m%@raj5h, 
No pharmacbpeia, or portion thereof, other than 
hose that are recognized by the FDC Act as an 
official compendium.” are, for the purposes of this 
yidance, a compendium or, ii the case of a portion 
hereof, compendial.” Thus, all uses of the term 
:ompendium or, compendia1 pertain ‘to an official 
:ompendium because these are oefjnecl, by statute.” 

_ ” ,, . . .^ I .” “,. 
The USP GenqalNotices require compendiai 

hug products to be made from.. compendiai 
:omponents. 

Thus, if a manufacturer wa@?ocqn~j&e IqgailJ 
;elling the approved drug product in the Unite6 
Sates once there is an afficia[! l&Pbqndgraph for 
t, they must either: 

a. Use compendialcomponentsin the drug 
product’s manufacturer qr. 

b. Label said drug product in a manner 
that clearly indicate,ssaid drug produci 
is NOT USP 

Therefore, unless the,rn~~~~facturer<fi~ndsl a: 
here is no value inlabeling their drug produci 
‘USP,” or b) the costs of doing so outweigh thai 
ralue, they should ensure that the components 
:hey use are compendial. 

Rather than wasting time carping about the 
‘value added for &be extm;eFfi,ng . ..“. this reviewer 
tnows that the commenters ,negd. only use 
;upplier’s who provide compendia/ components 
.- i-i ?_.,\f, i. --ii‘l‘ued .au,;*ii </L n *)I 5’ Y .,. .,, ,. . ._ ^ ., -. _.‘/ *“x: Y,&.” ‘Xi ‘iiir* .:a?! i ,a, n?E?~~,~~~-~~~~:!~.,“~,Qi~ar.~x 1 * ,,, j 
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” I-‘:1 
f the specification for an excipietitis baskd & a 
>mpendium other th*.an of&kJ cpmpendium, 
te excipient should still &$?irn,: tb.,‘,,the 
monograph in an official compendium if there is 
jch a monograih.” ’ 

s /_I. _v(ii 

he following terms, from the above starcm+, 
re confusing and need clarificatidn, ‘official 
ompendium’, and ‘conform to the inonograph li 

‘his reviewe,r agrees, finds that this 
[uidance inappropriately uses the, 
iord 

“compendium,, in” ‘b’~i^jl-‘jq$ 

nstances in this draft (here gnd,in~ 
.ine 1265) tind would .reqpmrqe!?$! 
he following revisions: 
:or Lines 1938 t&oughlO;Ql, revise 
ext to: . ,., -~I 

If the specification for an -ekipient is based on 
I pharmacopeia or FDA-recognized 
;ou rce other than an offi& compendium, the 
Nxcipient should still cQn,fqrm to tfw -official . / . -~.-‘” ,.jw/_( vidn 
nonograph in an official compendium when 
here is such a monograph.” 

‘or Lines 1264 thrgugh 1265, revise 
‘he text. to: “E~glikh-ltingtiage 
translations of #qdpkd analyiid 
)rocedures from zany other published squrc% 
e.g., anpther country’s eeqw4iw 
bharmacopeia, scientific journal) should be 
wovided.” 

_i “/j.sjm.n ...l^_ _ ,_/ ?__. is% _,., “” ., 
lustification for revieyer’s observations, ,. _*_-___ “_._ 

In FDA guidance, the use of the words 
‘compendium, ” “com@endia,” and “compendial” 
should only be used,“and/or .taken t?.,,mya” 
‘official compendium,” i‘dffidia’i Zompendla,” 
jnd “official compendial” so that the Agency’s 
Asage will comply with the FDC Act’s statutory 
jefinition of “official qompehdium.” 

When this is done, much of the. confus.ion 
ntroduced by other use of these words is 
pemoved, 

Similarly, to remove any confusion, the word 
“monograph” should be ta.ken ONLY to mean 
snd encompass the defiriifion of the term 
“official monograph” and, unless obviously 
redundant, $I?, phrase “dfficial monograph” 
should be used in this guia’%i%‘s text. 

Finally, just as the term “officiq! compendium” 
has been defined in this guidance, the term 
“official monograph” should also be defined - 
preferably in the Glossary. 

Were these suggestioris ‘to’ be adopted, the 
guidance should be cl$q[. .,tq ,, .$ St-h.os_g 
knowledgeable individuals dealing with any facet 
of the CGMP and filing regulations appertaining 
to the CMC section of an application (ANDA or 
NDA). 

Rationale / Justification ’ 
What compendia are not official as is rel+tes to ti? documentl 

Provide the word “compendia” is properI) 
used, the answer is NONE (see Reviewer’s 
previous remarks. 

..-_,_.. I”,, ._” “. l,. 
Referenceism$leinFootiot~.lO(p.8),inFootnote 21 (p.20: 
and again in Footnote 26 (p.27) of the Drafi Giiidance to th< 
ofkial compendium as defined in thk Federal’Food, Drug, ant 
Cosmetic Act. Perhaps the Footnc$& could simply state thf 
titles for the two official compendia: UP-NF and Homeopathic 
Pharmacopeia. 

First,‘thotigh published together, the USP ant 
the NF are separate comp&dia. 

Ignoring that point, this reviewe~r agrees and 
has already recommended. ttie, tipprapriate 
revision of FooInote 30 (see Row ,‘302”) to: 
lo The statute (fDC Act at PlJ,l&& #g(j)) defines 

the term “official compendium” as follows: “Theterm 
‘official compendium’ means $e official Uni_ted,, &@ 
Pharmacopkia, official Homeopathic Pharmacopoeia of the 
United Statei, official Nationa! Forqwlary, or any supplement tc 
any of them. 



zction 

1.A 
?4.1) 
Zont .) 

hidance 
,ine 
338-lo+1 
338- 
041 
ootnotes 
0,20 and 
6 
Zontinued) 

mment / Obsqya,Qgn kationale / Justifi,c&q I_ ‘,l, zj ,^ _“< _,, - 
I”. .- 

atio e Just .“nal ,” ,’ . -.-+;, ,” I _.,. I^ .‘%  y - 
tft,cti&$~(Continued) 

would be helpful if Lines 1038- 1 WI of the Draft, Qtidance 
ated more clearly the specific status of the Ph.Eur., BP, and 
‘-JPE.[spell out these terms at least once} This is important 
rr a few excipients that have monographs in one of the other 
ampendia but not in the USP-NF. 

First, because of ,the statutory constraints _ ‘̂  ““. 
nposed by 21 U.S.C. Tit@  9, this reviewer 
annot agree with the reviewer’s , remark 
.oncerning the “status” of,the pharmacopeias 
:ited or that of any other such,. 

This is the case because legally they have no 
egulatoty status except that, to the extent 
ecognized by the FDA, a CGKIP-regulated firm 
w reference .their test procedures (Ibut noi 
‘heir specific+iqns) in reporting the history of 
he developmentof the test procedures used by 
hat manufacturer, processor, packer or holder 
)f a drug product. 

This reviewer suggests that the commenters 
:arefully consider these realjtjes,. land x the 
,eviewer’s previous r.e.marks to_th& ~row~~..an,d 
he previous related “rows” :,in~the’commenters’ 
‘SCORECARD” table. 

-- ,‘ -7 
’ “’ ‘2:‘ 

Conforming to the “monograph” has a different meamng than 
:onforming to the “compendia”, e.g., meeting compendia 
neans complying with the General Chapters’ and apphcable 
2MPs as well as meeting the requirements of the monograph. 

At least with respect to th,e USP. a-nd @ .NF, 
:his reviewer must disagree because the 
:ommenters’ statement, as written, is not true, 

Factually asserting confqrmance to an_otiicia, 
nonogre@ is asserting conSorma‘nce to the 
official compendium. 

This reviewer would recommend that the :ommenters carefully rea,~~~~““~~~.~~;;~~~ 

Notices. 
What is true is that a fir.~.~~,,as;ertio,?that s 

component conforms to the specifications in ar 
official monograph (as, in reality, man] 
suppliers’ COAs do) is not an assertion o 
conformance to the officialn-@nograph. 

Also, the legally recognized “official compenaia” for the FDE 
are the USP-NF and the Homeopabtic Pharmacopeia as per thq 
Federal Food, Drug, and Cosmetic Act. 





iection 

‘LB 
P.4.2) 

f1.B 
yP.4.2.B) 

If a “list” exists, we suggest adding a reference to 

This reviewer supports the 
commenters’ request for the FDA to 
provide a reference to a “list” and 
would suggest that the basis of fh$ 
“list” be the pertinent parts of the 
CDRH list mandated by FDAMA. 
Further, in the interests ,of 
commonality across jurisdictions, the 
recognized IS0 documents, where 
they exist should be listed,first (with I’-‘L”.‘,.L.-’ ” )I ‘, 
the corresponding AmerrcanNatlona! 
standards, where they exist, listed in 
parentheses “( )” after-the primary 

The document cites the AQAC. &&nibna~ _ . * _la, 
Book of Methods as a PI&Qecogriized standard 
reference. Microbiological methods may also be 
found in APhA Standards, e.g., Standard Method 
for the Examination of Water and, Wastewatel 
and Standard &Iethods for the Examination of i. *-*I “I*: ri*.,?“~“>” ““‘ ” ! 
Dairy Products and ASTM standards, i.e., 
Bacteriological challenge of ste&zing filters. 

.I “+a 

Rationale / Just,if.i.cation I __ 

Norationalewasprovided. 

Given the demonstrated, apparent lack of 
knowledge in the industry and the Agency 
concerning the available reference standa,rd 
sources for test procedure’(scientific journals 
and methods publications: that only publish 
procedures after peer review and with formal 
mechanisms to ensure. that, post-publication 
criticisms are published and answered) as well 
as the availabl,e reference procedures for the 
sampling of discrete populations for testing for 
variable properties), this reviewer would suggest 
an annually updated “FD;P recognized” list 
divided in to categories that match those in 21 
CFR 211.160(b): 
Recognized Sources 
1. Specificatibns [Post-“rejease In-commerce 

Basis Set‘(USP, NF atid.WP-US), and, for In- 
process and Acceptance, Development 
(reference statistics tex\s,that-.address) and 
in-Use Suitab,l!,ity Vertfication (reference 
texts that address)], ’ - 

2. Sources for Reference Standard Materi,al,s CPrimary (e.g., usij, iugii;~,pg;“iij’?~& 

Sigma) and Secondary (e.g., Aldri‘ch,‘Baker, 
Sigma, Fisher,] 

3. “Poptilation [IBcit~~‘~~dL~~“Representative 
Sample” Sampling Plans.[foi‘Non:Discrete 
Materials (reference”texts thataddress), and 
for Discrete Entity (for 95 y. confidence 
level, IS0 standards arid:lS*i3-ijxui~~le~~~N’~ 
standards and, for other co‘nfidence jevels 
reference statistical texts], and 

4. Testing Procedures [Quantitative, Semi 
Quantitative {Including*’ Limit}, ant 
Qualitative (AOAC Internationaj Book o 
Methods, USP, NF, and other recognizeo 
aharmacopeias and journals]). 

Acceptable alternate microbioiogic~ methods may be used. ” 

In cases where the procedures can be used for 
post-release purposes, the Agency needs the at 
least one of the three (3) official compendia to 
recognize it before the FD+, ca,n,do so: 

Therefore, ‘this reviewer:wou_ld suggest that 



ection 

^/_, 
“,I.. ,,“(_, ‘, 

hidance 
,ine 

063 Levise to read ai foj!ows: 

,nalytical procedures for excipients should be 
alidated or verified. 9 appropriate .n 

,, : _ * -. 

For clearly stated reasons; this + 
eviewer d,isagrees and recomme.nds 
hat the text be modified: ‘to”“reflect z ,x *, I.llr* ““.. ,. .,*lL”*,i,**e 
he lesser leyej. qf,~a?idat~opn”a!!o~~d 
or compendia1 excipients: 
‘All analytical procedures for excipients should 
,e validated or, when they are 
rnmodified analytical procedures 
:rom an FDA-recognized sou$e, 
Should have, their s&@&,lBi( “for uk”e 
rerified under. the actual conditions -^“.~-~IIIuI/II,.‘.u( ~i.n~rr”r~~u 
If use.” 

_I% _;_ I I ‘>i .>. ,;, /,, ,p- 

y’-~L,;-:‘“‘ .: ..$‘T”. I‘ Jo,, <” .““&-;~$.,+~.<-L~ I,., - ‘-l $“.“:~$,.;;~;-: ” ;L<;.;‘:, ,<‘., ;: *  

.” *. x - .~ ,. / -_. ,, ,*I 

Rationale / $u,stificatikqI 1 I 
.~. .Ir_ . s ..” .A, 

We do not believe that “all” a&tical procedures need to be 
ralidated or verified and t$t this ~~hg,~J$,b~,~r~quired only “as 

‘/ ;> ‘” appropriate. FOr &&t$le; com@dial m&hods are Gil 
characterized and-&i! need not’be validatea .;. _. . .iA. bus---.,:. * ..” _. , 

Unfortunately, the commenters.’ x be!,k?fs, 
provide little in th,e way of factual rationale. 

Second, in the drug CGMP, 21 CFR 
211.194(a)(2) states: I’... no wjtgbility of all testing 
methods used shall be vi?rified under actual conditions of _.a .,*x.,, S.“.. ,, .,/(, ,I ,,,. , 1 s, ,hh, w.l”s,l_ 
use.” 

Since this has been, a ,GG&lP requirement 
since 1979, this reviewer. has a~ hard time 
“believing” that the commenters do JJ,& know 
that this is~ a, minimum requirement for all ” ., , /, 
analytical procedures. 

The text clearly indicates that, ifusedwithoul 
modification, compendia1 methods and methods 
from any other FDA-recognized source need only 
be “verifigd to be &a,l?!e und&f &&al cotiditidis df use.” ^I ,. 1 I ,. -b‘ .,*,**_,_I” ,iir L,&,mX I,,+i six..“*di 

Given the CGMP requirement, the language 
could, if such were deemed necessary, be 
changed to, read “ A!!. gn~lylikal ,procedures for 
excipients should be vajidated or, . . . ,’ verified under 
actual conditions~ of use..‘: 

Thus, in the context of Pl’C$R 2‘1l.i94(a)(2), 
having “verified” such ate ex6$% t%%kd “to be 
suitable’ under actual conditions of use” ‘resii’lk in a ” _.. ” rr.r-,~*,^i,irrrui “.1‘ III-,“WII~..,WI~llr.‘ ,e,,; 
“validated” analytical procedure for that excipient. 

Therefore, in context, there is no need to add 
that phrase to the, text, agit,~is scientifically, 
logically and regulationally corre‘ctas’~t?tt&. 

However, to satisfy the need for some 
“flexibility” expressed ‘by this and other 
commenters, this reviewer reluct.a,ntly supports 
adding to the draft language. 



Validation information should be submitted if 
there are special circumstances. For example, 

All USP General Chapters beyond elOUO> are 

submission of validation information for’ an 
non-bindinn guidance chapters 

with the following (reviewer inserted 
original teti a%? mlj;ke.d~“if~“@ .%j w 
changes to show what and how text was 

“Validation information should be submitted if 
ti for additional test(s) required by special 
circumstances that are not covered in or 

. . . >(If 
the method employed is in the current revision of the 
United -States Ph&macopei;d, National‘ Formulary, 
Association of Ofhcial Analytical Chemists, Book of 

additional testing” beyond-‘.’ ‘&e 
As almost all who read this sedtion of 21 CFR 

monograph requirements may be needed if a 
211.294do, the commenters have removed a 

characteristic of the excipient or the excipient 
parenthetical remark reSerringto’the “thek&tion 

itself is critical to product quality (e.g., ddjunct, of data that,establish that the-methods used in’the testing of 

carrier) but the critical nature of ttie excidi’ent 
the sample meet proper standards ofaccuracy and reliability 

cannot be or is not assessed as part of the drug as applied to the product tested”’ and made it into 
something that it is not, an “exemption” from 
the requirement to validate all methods used, at 

method is used wi’thout ‘mod’isica~~o”n~‘*” -..a^.%-: J”’ 

Moreover, to insure that all methods are 
validated to some degree, the regulation 
continues with, “The suitability’ of all testing methods 
used shall be verified under actuafcbnditioni of&.” 

Thus, all testing methods (analytical test 
procedures and other test methods) must have 
their suitability verified under actuaico nditions 



Section 

(Cont.) 
v1.c 
(P.4.3) 

VI1.C 
(P.5.3) 

Guidance 
Line 
;Continued) 
1066-1072, 

and 

l-273-1374 

Comment / Observation 

Comment / Observation (Continued) 

Revise the statement: “Analytical validaeor 
information, including experime;;falhata, f&%ht 
analytical procedures used for G&g the drug 
product should be provided” to Gad: Analytka 
validation information for nowcompekdia _, ; ” “‘:.4” .$‘“*,. ..‘S .I A “.~ V’, :a-* 
megods, in&&g experimental data, for*‘& 
analytical procedures used for testing the‘drtig 
product should be provided. 

This reviewer disagrees and, for the 
reasons presented on this page $& 
the preceding page, knotis tfi$t’ fhe 
language in this draft guidance 
should be retained. 

In conclusion, this reviewe:r’s 
experience and training has provided 
ample evidence that a) thg valida?i’on 
(as defined in this gtiidance to 
include verification of fhe method 
under actual conditions of use for 
compendia1 methods [Lines 1062 - 
10661) is needed and lj) tfie’Agetic$‘s 
requests [Lines 1062 - lC@!Ci,,ind 
1273-12741 ‘are va*lrd’ %-?I place‘il?e 
emphasis where it should on a&i’ng 
the applicant to submit pioof ttiat t’he 
ilalidity of the firm’s process controls 
for “critical control points” has been 
established - a predicate for ‘riik- 
aased decision inaking’ (the ri&s 
nust be identified). 

Rationale / Justification, 

Rationale/Justification (Continued) 

Reading the commenters:suggested changes, 
this reviewer understands ttiat the cot%m‘enters 
want to: a) not report any’ validation of test 
methods and b) limit validatipn to testsnot in an 
official compendium. 

However, the CGMP regulations do not 
permit “b)” and ti, ‘the eitent that 91’1’ ‘test 
procedures are required to be establisbeo 
(proven) 

,. ~,.II,,.h( 
an! ~c3~~tif~G&‘j sound (ii” ?%R / ,. _ *,a.. I -*,,,‘err L^ 1 Ed I . 

211.160), aTI CGWIP-cornplIant fims regulated 
by 21 CFR Parts 230 fhrougti 226 ;n;lTI’kno& thaf 
test procedures m&t be Yalidated and have 
done so. 

Moreover, 21 CFR Pll.~liO(a) states: "TO 
assure batch uniformity and integrity of drug prod&s, 
written procedures shall be establijhed and followUGi that 
describe the in-process controls, andiests, or examinations to 
be conducted oh Qpprdpriate ian$b of in-p~oc&materials 
of each batch. Such control procedLi&‘shall be established 
to monitor the output and to valid& ‘ttie~@kiiiGce~ of 
those manufacturirig process& that‘ Gay be respofisibli for 
causing variability in the charatikiiiics of in-process material 
and the drug product.” 

J 

What-m’aiiufacturing prodess is t%oi% in ti&ed 
of monitoring and validating’than the analytical 
test process? 

Isn’t validating the gnalytical t&.t’ing 
procedure as critical, or more, critical than 
many“of the processitig step< ttie prodedurewill be used to testyfiy.q.‘.re‘d L-ples~ -‘I 

You would think that applicants would not be 
objecting to providing the req’uested infoimation 
when the CGMP regulations‘clearly require the 
applicant to have that infbt+nation - yet-they 
have and are. 

The alternatives suggested in both the first 
and second instances are much less desirable 
because they would, if adopted, 
a) Result in the omiS$n of’ inipbrtant 

information for some crifical cbntrol pdintS - 
definitely an anti-quality bosition, 

b) NecessifS fh6 Ageticy’s expansion of its 
“PAI” activities, and 

c) Continue to delay approvals when significant 
deficiencies are fdund’ in on6 of the 
applicant‘s sites’ compliance with CGMP 
because the test methods used are found to 
be: i) ti properly validated or ii), in some 
cases, a-valid. 

;, * 7- “, h “. I t ..>) _*-, ,,( ,I^ .~., 1” ,;,<.. I.“’ )/__ ,:+..,,.:, ~~ . 



V1.C 
rP.4.3) 

Guidance 
Line 
1079-1081. Add at the end of the sentence the fXl&ing: 

‘if additional testing is performed because it is 
critical to the product performance or 
manufacturing process,” 

This reviewer disagrees and 
recommends leaving theciraft text as 
it is, 
“For compendia1 excipients, jukificati& of ihe 
acceptance criteria for tests beyotid th& 
included in the monograpE is “rt%nitie~ded 
[e.g., particle size, flow proper&s, impuriii&).” 
This recommendation is made for the 
reasons provided and the reality that 
any firm that does additional testing 
does so because of some requirement 
that directly or indirectly c&n affect 
product performance : -or the 
manufacturing process. 
No firm that this reviewer has 
encountered does, as the proposea 
addition implies, additional teSt$ just 
to increase the test burden on ttieir 
“incoming components” la’bs. :_ i. “,, _,.v : : / : 3 i 

Rationale / Justification^ 

Clarification 

Since this document is guidance and since the 
statement made is a -recommendation in 
guidance, this reviewer sees no need to reduce 
the clarity of the statement’by adding verbiage 
that restricts a non-bindin’g recommendation 
that is counter to CGiM’P which requires 
regulated firms to establish ScientXca//y sound ,., “.“* x _I 
and appropriate specifkaf;oik7or all niateri’ak 
(21 CFR 211:160). - ' 

This reviewer is at a loss hov4 af irm can 
establish (prove) that a specification is 
scientr’fically sound and abpropriate for any 
component intended for a specific use u’niess 
that firm provides a science-based justification 
of the specifications set by ttie iegu1ated”fii-m~~ 

Based on this reviewer’s decades of 
experience in this regard, mosta II component 
suppliers of ekcipients do, can or, for-a price, 
are willing to provide any grade of excipient 
(within the envelope of what da”n be tknGfa&red 
in their facilities) that a regulated firm may 
require for a given drug-product manufacturing 
process. 

Similarly, obtaining reproducible blending of 
dry ingredients is critically’dependent on the 
physiochemical properties of the excipients and 
their interactions with eachother and the active 
or actives. 

Based on the preceding, the identification and 
rigorous control of those ‘properties of the 
components that are critical to the reproducible 
production of the drug product even,. in some 
cases, for liquids (solutions and~syrups).’ 

Thus, a quality-proactive,“Vregulated firm will 
establish the specifications of the critical 
ingredient variable factors ‘within the ranges 
provided in an official compendium or, ifthe test 
is not in the compendium or the component is 
not compendial, based on specifications~from 
other sources. 

For non-significant variables, the firms may 
elect to accept the compeIidX SpecWa‘tion 
provided they justif?/ (prove that choice has no 
adverse impact on) the specifications so 
designated. [For example, the pH of a dry solid 
excipient is of less concerh’ to- a firin that 
manufactures tablets by preces$esttiat do not involve 
steps using liquids (“wet granul&ibn”) than it is for a 
firm that.uses water- or alcdtiol- based &-an&Con 
and granulation drying steps, and much less than that 
of a firm using that excipient to’“ma’k6 liquids.] 



in the official ( ‘United “~&es 

them; and (B) articles intended for use in 1 the 

underlining added for eniph~&]. .-- 
For compendia1 excipients, the guidance 

by ‘law and regulation, 
applicants are required to hate the justificzitions 
of the specifications for all compbnents, the 

uidance is onl that a limited set be 



Section 

V1.D 
(P.4.4) 

Guidance 
Line 

1089-1094 
e “/. 

The CoA for the excipient(s) are provided in the 
Executed production record in the regional 
section, therefore, there is no reason for the 
inclusion in P.4.4. 
[Current Guidance Cross-Ref&encef’ 21 
CFR 211.84(d)(2) and ICH Q~A’Sk‘ctidn 7.371 

This reviewer sees at least two good 
reasons for requesting that the ‘COA 
from the manufacturer of the 
excipient and the drug product 
manufacturer’s test resu’lts^fioni the 
same batch(es) used in the drug- 
product batch(es) described in’the 
executed production rec.ord (R. 1 .P). 
Thus, this reviewer knows that the 
text should remain: “A certificate 01 
analysis (COA) from the manuf&%rei a&he 
test r&tilts for the same batch’frdni the c(liug ~ “r _ . ;. / 
product manufactureishbuld be proiid’kd’ for 
the components described ih P.4. The 
information should be for the mat&& usea to 
produce the batch described ili?fie ex&ufed 
production record (R. I .P).” 

Whatever tests the drug product manufacturer 
performs for the same lot will also be avail~bbl:e in 
the production record, however, this ‘may’ be 
limited to ID testing. 

The commenters’ remark points to a 
continual misrepresentation of what 
is required by 21 CFR 21~334(d)(?). 
Factually, under CGMP, sec. 
211.84(d)(2j requires a ‘firm“to 
perform at least “one specific identiiy” 
test on representative sampk frbm 
each shipment of -each k$ of e&h 
component (21 CFR 21&160(b)(l) 
and 21 CFR 211.84(b)):w _," ,".^ 

As this reviewer has eStablished, 
specific identity tests: 
a) Are r& “ID” (Identification) tests 

and 
b) Except in rare cases, are not any 

of one, or, for that matter, all the 
tests in the officia!” c~ompendial 
“excipient” monogra’phs’ “under 
“IDENTIFICATION”*(or, 70; ‘that 
matter, in any pharmacopeia). 

Rationale / Justificatiwn’ 
b ,I. ,., * .“̂  _. i 

Reviewer’s Justification 
First, as written, this guidance will help ensure 

that the COAs submitted in’an‘application are I ,” .., ,. 
“ingredient manufacturer”’ ‘CO‘% (tit-i& the 
regulations require) rather than, as is often the 
case, “supplier” COAs from”iritermed’~at?es. 

Second, appropriately placing information 
that may be in other sections in P.4 (not 
necessarily@ the commenfers'P.4.4) wili”speed 
the application review process althouph, because 
tbisdocumentisguidande, the applicantisfreeto 
appropriately provide a reference in P.4 to the 
appropriate portions 0f‘R. i .:P. 
----- ,I. ^ 
Rationale / Justification 
The results used to accept the material, regardless of who 
performed the testing, are available in the executed production 
record (R. 1 .P) As such, we‘do not support submission of the 
information in the noted section. 

This statement is not a rationale; it is the 
commenteis’ position: 

. 

^ 
The request for both vendor COA iesults and drug product 
manufacturers results for components ‘used in Iof;: provided in 
the execution batch record(s) is an encroachment into the GMP 
responsibility of’the applicant to establish the reliability of the 
supplier’s analysis. The appli&nt ‘may Choose‘ to perform 
comparative testing to establish vendor reliability for excipient 
lots other than those presented& the production records and at 
a time after submission or approval of the application. ^ ,._a* 

Factually, this request is: a)nota requirement 
and b) does not encroach on any CGMP 
responsibility that an applicant”has. 

This request is simply a request that the 
responsible party, the applicant, provide 
excipient information from the manufacturer of 
the excipient and the applying manufacturer of 
the proposedd rug product pursuant’to the 
Agency’s responsibility to ensure that firm’s are 
CGMP compliant before approving their 
applications. 

Further, what CGMP-compiiant“firm Gould 
purchase components for the development of a 
new drug-product manufacturing ‘process from a 
supplier without verifying that the component 
meets both the commercial (in cori7merce) and 
contractual specifications appertaining thereto? 



etermme w er appropriate quality 

during an inspection. 
Therefore, this reviewer does Q,,understan,d 

the import of the commenters’” remark. 
Moreover, when the information‘Wt%que~ted is 

provided, the Agency reviewer can ascertain 
compliance without tiastingvaluabie but limited 
insFjection time having a compliance officer visit 
the site and, by ~se~rching‘through the site’s 

find and gather the requested 

If the proposed change were made then the 

This reviewer disagrees; the d,raft teit 
sentence would mean: “Testresults shouldbe expressed 

should be retained. 
numerically where practical or qualitatively (e.g., clear, 
colortess solution), where practical.” 

Obviously, the first instance would permit the 
applicant not to ieljort the’ &Gtyti&il results 

Therefore, the “as appropriat2 language should 
be retained and the commenter’s proposal in 



Section 

V1.D 
rP.4.4) 

V1.D 
LP.5.4) 

YII.A.2 
1R.l.P) 
:Cont.) 

.* 2, ..:.. 

Ihidanct! 
Line 

,092-1094, 

307- 1309 
nd 

SlY- 1821 
[Slight 
:iting 
:rrors for 
he text in 
he 
Continued) 

Comment / Observation 

comment/Observation (Continued) 

Delete the next sentence which states: 

“Use of terms such as conforms or Tee@ 
specifications is discouraged.” 

Use of terms such as “conforms” or ‘Gee& 
rpecifications” should be appropriate to &e’ag 
when it is clear what specification the test r&It 
has been assessed against. ,I 

This reviewer does ti understand, 
do the commenters want to use 
terms like “conforms” and meets 
specifications or don’t they” 
If they do, all that needs to be done is 
to retain the sentence thei propose to 
delete. 
Moreover, taking the comment&s’ at 
their word that it should be’tile&- Gat 
+ecification the test result kas’ bekn assessed 
against would suggest that -text be added to reflect fh$ c&$fyy* ““,x*‘!;” 

Thus, this reviewer would propose She 
following revision: 
“Use of terms such as conforms or meet, 
specifications is discouraged and, wher 
these terms are used, ‘the kepijrl 
containing them should indlude“%e 
detailed specifid&tin’ %a$ ^t’iie 
component ‘tesfed confdi+ris to”‘61 
meets.” 

._ ..^_.._. “..$. ,:( 

60 

Rationale / Justification (continued) 

For example some identity tests have several acceptance criteria 
within one identity test. Identity A in the LISP monograph for 
Aluminum Monostearate specifies that when fatty acids are 
liberated, they float as an oily layer oh the surface of the liquid; 
and the water layer responds to the iest for Aluminum. 

While the preceding dbes represent the 
complexity of reporting a Single result jofor an b. ii _._I i-.. “. s* 
IDENTIFICATION ‘t%t ‘Tar A%Kiiiu,m Stearate, 
apparently seeks to deliberately mislead the 
reader by casting the t&f {ited -as ,an identity 
test when, in fact, it is‘ nothing of the sort. 

First of all, there are myriads of mixtures that 
would pass this identificatidn test. 

To pass, all they need bd is, for example, a 
mixture of the appropriafe ‘maferi&%d some 
other material that IsWr&t&d’or, if u&-elated, 
does not interfere with the test. 

For example, a 50:50 mi%ure df ‘AK$itium 
Monostearate and’.Stearic A8id~\;Yo’iIi’ld~pa& this 
test as woql,d a 5OY50 mixtut-& of this componet-3 
with S6dium‘Ch’lc$ld6’(salt). ’ 

Therefbre; this ‘ii an“‘lddrififidat*ion” ‘test, it 
excludes materials that contain no or trace 
levels of Aluminum and those that are not salts 
of fatty acids that are oils at’idoti temperat‘ure, 
but it does not identify ‘the ‘material tested as , _j*. “~ ,-. ._ 
being Aluminum Monostear$e. 

(. 

Moreover, the comme.r@rs’. “Identity A” 
seems to be specious because, so this reviewer 
thinks, the USP text is: -’ ’ 

“ldentification- 
A: . ..I’ 

The later “liberty with ! reality that the 
commenters seem to have taken confirms this 
reviewer’s suspicion that ttie’cijmmenteis have, 
in this instance, knbwinkly submitted a 
misleading commetit. 

In these cases, the use of the term& Kconforms”~‘or ‘*&e&s 
specifications” shduld be acceptsible’. -~ 

Apparently the commenters do not 
understand the next sentencje in the guidance ,,, .1. , 
text (Lines 1093 - l.C@4j”‘Li~i,;~ 1308 - 1309; 
and Lines 1919:18'2ij,."Useo^jtermss;;c~gs &dwns 
or meets specifications is discouraged.” 

As guid‘ande it atie< & dtiggest thdt these 
terms should & be used bit rather that their 
use should be restricted to: cases where the 
alternative is truly untenable’. 
(2 ,, .__ “,, >>. _. _I ‘ ,. 

j‘ _1 

3  ., 



r excipients derived from’ 
ruminant materials, the application shbufd’ 

The modifications suggested: a) improve the 

provide control measures (s&h & sourding;’ 
grammatical correctness and b) correct the “risk 

manufacturing, processing conditions, and thg’ of” statement to reflect the risk b&tig controlled, 

nature of the tissues) used to minimize the risk of’ “TSE contamination.” 

(Lines 1100 - 1106) vjeth the minor 
modifications previously proposed by 

the same manufacturing 
product, a statement 

measures (such as sourcing, manufacturing 
processing conditions, and the nature of ,&e 
tissues) used to minimize the risk bf’ ?‘SE 



This reviewer agrees that such may This reviewer notes that almost anything may 
that is not a debatable or relevani 

may not be useful.. 
Until the commenters present much more thal 
“may be” statement,’ this reviewer would 

recommend ignoring such comments as they 
at best, tangential to this guidance 

document and the issuance’thereof. ; 
Since guidance is, just that, guidance and nol 

regulation and the applicant’s have ready access 
to Agency to address any issues specific to a 
particular application, there% ‘no’ compeiling 
reason to consider the points alluded to, butm 

to Sec. IV.A.2 under novel exci$ents. 
referenced in the Pharmaceutical Development Section. 

The information request is for the novel 

Though most novel excipients will be 

provided in an appropriately referenced DMF.” 



The commenters are correct. The exact citation in the draft text of-this 

Apparently, the purpose of this involved 
commentary is to attempt to have the Agency 
swallow the unsupported premise that “p.k.1 and 
P.S.2 can also be appropriately viewed as the complete 

In the mean time, this reviewer will 

This reviewer agrees. Terms that are used for which there are no 
regulatory, or other recognized 

Agency definition in related guidances should be 
:. I_ l defined in the Glossary df’this”‘gu”id~nce. 

Dqing this’ should ensure”tei%is ‘are defi”ned and that the definit;& pr~sd~~~d’a.~~c~~~‘~s~~~f 

Lyi~h’frie’g~ljIicablestatutes:and regulations. 
However, no CGMPYequiYedcontroi should be 

allowed to be included in any sunset provision. 
What should be encouraged is the .scienMca//y 

sound and appropriate ti$ I of’ hi’er&kf%al 
inspection plans with scleiice-l&is&d level 



Section 

VII.A 
:P.5.1) I 

Guidance 
Line 
1162 
1174 
Table 

: : 
‘,“” _r ,” , ,* ;. “_L,.” . . . . . .*..:,,?.*,.L 1.*, A,. _ ; :,*?;,., ..“,:,;“;““*I I 

Comment / Observation “’ :” 
__, T_,“W_ ,. ‘i 

The inclusion of release criteria s&&Id I% i; 
option not a US requirement. 

For the reasons stated, this reviewer 
not only disagrees and but also 
recognizes that this information is 
key to the application reviewers’ 
ability to determine that’“?he 
production process and the drug 
product comply with CGM’P. ’ 
This text should therefore be 
incorporated without change into the 
final CMC guidance. 
‘Note: Since 1979,‘if a firkk6pe&eif 
in compliance with CGMP (as fhe FDC?Ad 
Vequires), they have had two specifications 
ior their product, 
1. A statistically based specification 

that complies with a(l’tFi&%~fiEib~ 
requirements of 21 CFR 211.160, Sec. 
211.165; Sec. 2irX6t;:alid 211.X67 
including the specific requirenieht‘sset forth in 21 CFR n.l;‘~~@)~~@j i5T21 

CFR 211.165(d); and “ 
2. A USP-based post-release lifetime 

specification .fbr -. articles i in 
commerce.] 

Thus, the guidance’s request is but 
snother request for the firm to 3stablish ti7at ins a~~l~~~~i~~~~ c,~rii~ly 

Nith CGMP. 
Nhat is clear is that the -FDA’s 
guidance is requesting that a firm 
orovide proof of compli‘arice’witti the 
oatch-release requirements of drug 
CGMP. 

I _ “_, ai _. s1 

Is the commenters’ first rationale 
:omment clearly indicates, nothing 
:hat a firm has @ been required to 
:omply with for more’ than ttio 
decades isbeing requested. 
Jpon reflection, the commenters 
should have no problem with 
providing the FDA with proof tliat 
their applications comply with the 
legal strictures governing their FDA. 
approved or licensed operations and 
drugs in whatever setting the FDA 
requests it to be provided. ‘. 

: 

Rationale /Justification 

Release criteria are afi internal CGMP issue and not ar 
application issue. The &mple ’ citkd-’ i,xssay) while 
representative of a European appli&ion approach, should be 
considered an optional submission u$ed for purposes of a globa; 
submission package and not a US requirement. 

At least the commenters recognize that 
release criteria are a CGM-PI issue. 

However, all CGMP issues are also application 
review issues contrary to the commenters’ 
assertions. 

Moreover, the allusion to the European 
application approach is just a feeble~attempfto 
distract the reader from what is requested and 
what a minimally CGN/P-compliatit~ drug 
manufacturer is supposed to do. 

Again, this revjetier wou[d recommend that 
the commenter carefully read the CG*MP 
requirements for drug product release set forth in 21 CFR 2f1,16b,^‘r’~~;,“~n~’ ‘Tgyde&g.J ‘& 

General Notices section of the USP that clearly 
states the USP’s “in commerce” sampling plans 
are “not statistical sampling platisl” K‘lifetime 
post-release specifications may, or may not, be 
appropriate for release, and each firm should 
develop appropriate release’ specifications. 

In doing so, the comi-iienter should focus on 
the requirements,.. of 21 1 CFR~ e211X55(d), 
“Acceptancecriteria for the samp&g and testing conducted 
by the quality control unit shall be adequate to assure that 
batches of drug pro&i& ‘meet eachappropriate specification 
and appropriate statbtical~ quality ‘control criteria ‘as ‘a 
condition for their approval and release. The st&stical 
quality control criteria shall include appropriate acceptance 
levels and/or appropriate rejection ieveb.” 

Since to comply with 21 ‘CFR 211;~‘65^,‘~one 
must a valid statistical..sampling plan and the 
USP’s sampling plans.‘ai-e not statistical 
sampling plans, the release specifications 
cannot validly be based on any aspect of the 
USP’s sampling plan. 

Thus, since 197!3,“the CG~P*regulations have 
required release specifications that are scientifica,ly souna,ari~,‘tj~~~~~~~~~~~~~~~~~er 

things, sf~fisfica/qua/ifyco~frol(SQC)‘~nil the 
FDC Act has requ‘ir~~l’p;ost:~~jeas~cornpliai7c~ 
to the non-statistical US’P’s”@icle in con-merct 
complies when tested” requirements. 



A REVIEW OF FORMAL 

The exact citation in the draft text of this 

product release testing. 

This is the case so that the specific content 
and the specific drug availability values may be 
assessed to conform the uniformity of the final 
blend that was formed into the dosage units. 

As was the case for the IPCs, a batch 
representative set is needed for each critical 
variable that-is evaluated’t’o~determine (based 
on SQC) w^hether or not the batch (& just the 
samples tested) is acceptab!e for release. 

Since the CGM 
conducted, this 



Section 

VI1.A 
(P.5.1) 

Guidance 
Line 
1174 
:Table 3) 

Comment / Obsehation 

Re: Degradation Products, Unspecified 
Degradation Product, Individyal Unspecified 
Acceptance Criteria, a reference is needed to 
indicate that the acceptance criteria is’ the 
identification threshold pkr’ICrQ3b-R. 

While this reviewer agrees’ that ,A 
“reference is needed to indicate the identification 
threshold,” this reviewer knows that thi$ 
should be established oi7 
safety/toxicity basis afid ‘not 2Inj; 
prescriptive numb&-. 

j ._‘,,, ._ *’ .* “_, 
,+ :,>;:- : +::;g~* ;. *:*t*;~/$d ;$~.. :>, ;; “p:, ,,:l~~~~~~,~~‘!~~‘“‘i n::, + ,P-’ .“’ !P <. .‘ ..+.,~,_ * “,,+a _ . ,.>.. -: ‘- ,*.:i. , Sdk.. / a;:*, 

Rationale / JustifiCWC’ ““. ’ 
. . . .._ .) 

The commenters provided ?iO ration&. -‘.’ ’ 

Since there are many known chemicals and 
elements that have ppm (< O.~Ol’~~)Xi~in”;i sotie 
cases, ppb (< 0.000~1 7;) lifiits, it’ would 3 be 
scientifically sound or ethical for the A&&cy, or 
any other body charged wiih”?hZ-t-Gpbnsibility 
for protecting the health and s’afety of’fho& who 
consume drug pt%ducts, EI $&,‘o? burpo<e‘any 
prescriptive “non-risk-based” limit for any 
impurity. 

In the late 1970’s, fhk‘ F!PA rezogn‘izeb the 
reality of the proceeding. 

This reviewer would’only’ hope that the “FDA 
follows a similar course and:sets a safety-based 
threshold with at least a “100 X” Gfetv factor. 



.- 

be referenced. 

“SCORECARD” 

reference procedures (thus, the commenters 
are proverbially beating a dead horse), and, 

b) If validated and’valid,‘there is no need to file 
any supplement, all changes can simply be 
reported in the firm’s “annual review%id do 
not need to be updated each time the’FDA- 

For completeness, this reviewer’s previous 
“justification”’ remarks were” 

“Given the realify’that; by s.ta%t&,“‘ttG ONcV difi’iial 
compendia are the USP, NF ahd the Hbmebpathic 
Pharmacopeia of the Unit&d‘ States,‘ no other 
compendium can be recognized as official. 

in rare cases, could require a pi% approval 

-67 .;_- .: -,: ; : / ._ ” - ., . _._. .‘.I ij..x.:“‘, ,“Z. ,,j /(r., _~,, * ‘, ,,- ;..,n ., “*““,i,*- l.iI I.” II ^.. , f. .~ ,,%. ,‘ .,+ .^_.. I,_ . .I 
._ i ( _ . “““.“+“‘, \ ; , ‘I 

/ 



This reviewer agrees. ’ 

who drafted the text tiave”sCj. 
Thus, this reviewer reconm6nds that The proposed delefi%“‘~o&@& dd what is 

#, ,,’ _/ ‘~ 

, 

j i ;J ,” .:> . i , , 
__/j “’ 

)‘. i !: 
,” . , , 



Section 

VILA 
(P.5.1) 

Guidance 
Line 

1214, 
1219-1221 

: ” ., / _. ,, , _ ,_ ,. I ,, . . . :A* ;w* ,‘“” iud~,.& 

Comment/Observation 

Revise to read as follows: 

I‘.. .the PQIT will be performed on eacl: 
subsequent batch until suffkient data is generate; 
to support the PQIT.” 

This reviewer disagrees, but does 
recommend modifying the text tc 
address this reviewer’s concerns arid 
those of other formal commenters: 
“The commitment should state that: 
l the PQTT will be performed according’to”the 

protocol approved in the application 
l failure to meet the acceptance criteria for the 

PQIT will be handled Je&, investigation; 
batch rejection decision)in the same m&net 
as a failure of a test included in the drug 
product specification and; after. :the 
possible causes for the PQIT failure 
have been identified, ‘appropr’?& 
corrective action has beeri‘initia’ted 
and the quality control ‘unit permits 
production to resume, thy P~~TG~;;IIG 
performed on each subsequent batch until 
the faiktFeif all data indidate that ‘ttie 
corrective ^actions take’n have truly 
identified and resolvid the root cause 
or causes of the failure. 

” .“,., 1 

9 any investigation will assess the effect on all 

test result and the last batch.tJ+&&ed 
tested 

b if the result of the investigation confirms a 
batch failure or is inconcluske, a chan&s. 
being-effected supplement will be submitted 
to include the test in the drug product 
specification I _^ , . . 

Rationale/Justification 
, _,s ,. .“,,” .___L :_ li( -_- 

The commitments imply a large GK$PiiGpa&. 

Re: Rationale: 
Because” PQIT is bevond ‘(in >dd&oh to) the 

minimums required ‘fdr’“~~~~domi;liance,,a firer 
wishing to implement a PQI’T’must make such E 
commitment or the FDA should t@ use saic 
PQIT in judging wheftier or not to recom.mend 
application approval. ” 

Moreover, any truly ;‘CGMP complianl 
manufacturer wishing to use the^PQlT $pproac+ 
should have no objection to committing to dc 
what they propose’to do. 

Any firm who proposes to do anything in an 
application and who will not,commit in writing tc 
meeting any one of the controls they have 
elected to propose should find have their 
application summarily rejected. 
Re: Comment: 

First, the support for the PQIT should have 
been and must be establislied before the PQIT 
was proposed. 

Second, if the PQIT finds a batch failure, that 
failure must be treated as-any other faflure and 
investigated. 

Pending the outcome of, that investigation, 
either production must be suspended or the 
PQIT must.become part‘of ~t’$e‘quality”~oritrol’s 
on each batch. 

If the results of the invest&ati’onfind*thafthe 
root cause’of the failure was’process”instri?$ion 
ambiguity, operator or lab’error and the testing 
of the batch-representative reserves between the 
last batch that passed PQIT and the problem 
oatch are batches that meet the PQlT, the PQiT 
nay revert to its periodic interval. 

In all other cases, the PQlTshould become a 
oart of the routine quality testing protocols and 
3 changes-being-effected @BE) supplement 
should be filed. 
Re: Adcjifional Change’ ’ _ 

If the PQIT’dafapassed at’bat&““n”‘minus 33 
1%33”) tihere’“n” is the problem batch, then 
:he additional batdhes that need to be checked 
3re the batches from “n-3%‘“‘to “n-l.” 

If, in .fh,.gx/$erim, production is allowed by the 
>CU to resume or continue, the.PQlT’and other 
data for batches “n+l” and beyond will speak to 
:he validity/non$idi’ty of the process and 
should be expliditfy included%i”the investigation. 

Also, the change addreGs investigating 
latches started but not yet ‘iproduced.” 
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Section 

UII.6 
cP.5.2) 

4iI.C 
:P.5.3) 

Guidance 
Line 

1254-l 257 

,2’?6-1277 

Comment/Observation 

Ne propose that microbiology, sterility, baeteriz 
mdotoxin tests be exceptions to”ihe requiremen 
:o specify which pharmacopeial method, from“& 
options available for these tests,‘& being used, 

This reviewer cannot agree for thr 
‘easons stated. 

_“,jli.y. _,..‘” 

Ne recommend that the FDA clarify ‘tbe r-k&a&r 
rf the statement; “This information should bc 
brovided for all analytical pro<edur&iisted inthr 
pecifkationsn 

rhough the meaning of this sentencc 
s clear to the revietier,“‘this r&i&&l 
vould propose that the sentence ,bc 
,evised to read: “This a‘nalytica 
ralidation information, in$idiri~ ““all 
:xperimentaI data establishii;gvk 
Gtabiiity of thg? proced%%‘s~undel 
heir actual con8tibns’of ti&$ Si;&lc 
be provided for all analytical procedures lisietec 
n the specification (P.S. I ). 

Since it is necessary to validate these me&rods, and‘sin& the: 
may be carried out at contract laboratories we recommend for 
logistical reasons, the filing should specify the “parent’ 
monograph only. 

The CGMP reguiations @l’CfR’“2l”i.%%@); 
require the drug product 
establish “scientifically s&d 

manufacturer tc 
and appropriate 

specifications, standards, samtiling plans, and tesl 
procedures.” 

That a manufa~turei’ctiooses to adopt a giver 
means of compliance that generates logistical 
complexity or logisti&l s~m~liXj?I;s in the 
control of that.firm. ’ 

Because these laboratories are supposed tc 
be “available” (21’ CC’#‘“~l~,~2~~~~“~~-‘ijrm’s 

quality control unit PQCU),“t~~!“i;i:n~ij~inatidn a’boui 
which exact procedure or procedures each such 
lab, contract or otherwise: us&~ for .&I1 “te&ts 
must also be available to th’at same QCU. a”,. .“_, -_,> s_*.,./ _,, 

Since the information ‘is’%arlable and in the 
control of the drug product manufacturer 
(through the contracts they ‘establish with such 
labs or, for in-house”~“ i&s, .‘d/re&iy); thai 
information 

. . . I. 
should be provided - perhaps this 

will help the applicants to -see the value ol 
simplifying their supply chain with respect to 
contract labs as other ‘industt-ies~have. ,. ,” I ,, ^,_,I ,. _x ,_ “. ,__ -,,, ,~. .” 
The level of validation required to demonstrate that analytical 
procedures are suitable for their intended use varies for each 
procedure type. 

In principle, this reviewer ‘is inclined to agree *ith this stafein’ent .ejt+e;t ~(“-t’-ft: ;h-,-&Q ‘have 

simply stated “.,. for each it-ocedure” for this 
reviewer to agree without reservation. 

Certain procedures other ‘than identification tests, quantitative 
tests for impurity content, limit tests for the control 01 
impurities and quantitative tests of the active moiety in samples ..a -. ““. 
of drug su%t%~e“‘or’ c&‘“‘pro&dts or other selected - ^ 
zomponent(s) in the drug pro&t &“I& require‘ any 
information. 

As a trained’Analytic& dhemisf~ fhis^r&iei;ver 
knows that this statement‘~s’false. -” 

All analytical procedures require the developer 
thereof to: a) prove the procedures’ validity, b) 
establish the validity of‘t’tieb~kiat’~~~~~~~~velope 
set for the procedures, and c), when the 
procedures are used for decision making 
[control). prove that the specifications 
established for the procedures are scientifically 
sound and appropriate. j,~ .,.. . , ( .,” __.. ,j ..**_ _._ .,~. _ ~,,. .“ “h.._., “.. . ,. : 



not expect to provide validation 
information for the appearance test in a specification. 

“indeterminate.” 

Since “verification of ttie suitability of a 
method under actual conditions of use” is an 
instance of validation, it would seem th.at the 
commenters are agreeing to provide validation 
information for compendia1 ‘methods.. 

The preceding would satisfy the request 
provided thgy %o“@vided the” scientifically 
sound and appropriate ‘(more complete) 
validation data for all. other’ analytical test 

” 
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Section 

II1.D. 
lP.5.4) 

Guidan 
Line 

,ll.D: 
lP.5.4) 

?II.D 
‘P.5.4) 

i* 
Container closure should not be included in & 
metadata for bitch anal)&. I~i$~n&“rele~&.~ 

This reviewer disagrees. 

Excipient batch numbers should nat’ b; 
mandatory < 

Ironically, this reviewer both agreei 
vnJith the commenters and disagrees 
with them. 
The reviewer would suggest the 
proper terminology is “batch 
identifiers” (both here and in”the 
Following lines) because,not all such 
are numbers. 
Based on the preceding, thisreviewer 
recommends that Lines 1297 - 1305 
be changed to: 
l Batch identity (i.e., batch ntk%e~ 

identifier), strength, atid ‘size 
p Date of manufacture 
* Site of manufacture 
I Manufacturing process, where applicable 
D Container closure system 
m Use of batch (e.g., biba~ailablility, sk&iliiy) 
* Batch +nm&e~ idetitifibl;‘ s?he ‘&ug 

substance used in the drug product 
I) Batch nl idenfrfi&‘” $ n&e1 

excipients or any excipients ihat are critical 
to product performance t&g., exc@nts 
used to form liposomes)” “’ /,j _ 

Use of terms such as “con~o&sii”or “r&Lets I I ” a .i. 2” iv, J.%> ,I( ” j (, 
;pecif;cation” aouid be appropriate to use when 
t is clear what specification ihe’ test resuit’has 
>een assessed‘ag&nst. ’ 

This reviewer notes that the 
zommenters addressed this very 
saint earlier (See c’omt%Witers~ row 
iaving an “Guidance Line” column 
dentifier starting w’ith “1os2-1o94,“) 
snd, with reservations, agrees. ,.., _,_i. ,,. (. , 

‘ I ,~ A .“.: 

Rationale / Justificatiori 

The commenters provided ho rationale.. 

The container closure information is relevan 
because it permits a? analysis of the data tc 
include the question of whether or not the 
differences observed among some test data set: 
are related to the nature of the container ciosurc 
system used to hold the samijies’ ‘prior tc 
testing. 

In this reviewer’s experience there have beer 
several instances where test setdifferences wen 
related to the specific contdiner closure system 
used. 

At the discretion ofthe sponsor, nov~l’&ipi&thkh~umber: 
could be provided. 

This reviewer knoivs that just as it i 
important to know the conta’iner closure system 
it is equally important to’capture the lot o 
excipient used. 

a,, 

This is the case because each specific lot ma) 
affect the batch uniformity or drug produc 
performance with respect to the uniformity o _ .^ _ “. 
the active and/or its release or release rate fron 
the dosage unit even in cases. where the 
ingredient is not expected to affect either. 

Moreover, the effect in some cases may be 
important and may, in turn’require a change ir 
the allowable specification ranges for one OI 
more measured parameters, 

,1 .“, .  .  , ,w,  ,- . . I  

The commenters provided no rationale. 
! . 



include results ‘from all t&s 
batch including tests that ar 
proposed specifkatibr?’ may n Since all tests should have been reported, thi: 

reviewer does not know what is, the point of the 
commenters’ statement. ’ 

This reviewer disagrees. ++ 

b) Bear directly on 
i) The validity of the te&ting performed and 
ii) Agency’s stated reason for the requesi 

“evaluation of the product quality, safety and 
performance,” and 

c) Should be provided. 

This reviewer would ~again direct the 

In addition, this reviewer would’ remind the 
commenters that the Agency is entitled to 
inspect all of the reports and results for the 
batches in question. ‘ ; .’ 

^,, 

This reviewer disagrees. ++ 
While the commenters’ statement is true, all 

batches are relevant to some test or tests. 

is reviewer cannot agree; 
nge is noJ warranted., 



Thus, instead of the nebulous i‘at significant 
the text needs to reflect the preceding 

specifications established for the API ande&$enG. 
I 

All that the text provided’here does is simply 

The alternative offered’by the commenters is 
no’c as infor.mative of what the,applicants should 
be aware of as the draft test does. 

Moreover, the text in context does NOT 
address the level of cdntrdl,*iit ‘addresses the 
issue of listing - regardless df where and how 

3 

_ ” ,I -. 



While this reviewer understands ‘Ihe 

rovided. lnforinaticiti about the’sCitatjilky’of a 
iner closure system‘should beprovided in 



: -/; _’ ~ ,, . 

,r( ._,.j _ “SW.“_ ._,- _ , ( . . Ir *- -. ; 
, I, 

/  
_ _ .,“L,, .  



“results of stability studies” mentioned in 16; The results are but a small pal’t of the CGMP 
We do not believe there are ani requirements for “ Com$etk r&%rds shill b&maik&ed 

examinations and assays, as follows: 
(I) A description of the sample ‘received for testing witI- 

identification of source (that is, location frdm where sample 
was obtained), quantity, lot number or other distinctive code, 
date sample was 6%en, dnd ‘d$e s%ple’&ds received for 

should see that n-i&h tio%th’ati’~~ reporfjng of 
the results is needed ahd should better 
understand the CGMP basi’sf rom tihicli fhat 
request was generated. 

i ,,_,,. ‘“.I. %,.>” ̂ .s .c 



Section 

cc. 
IP.8.3) 

CC. 
P-8.3) 

/_, 
Guidance 
Line 
1584-1593 

1597 

Comment / Observation ’ 
Revise to read bs follows: 

A summary of any significant changes that *I 
impact the results should be pr&&&‘. 1. n 

This reviewer disagrees and believe 
the draft guidance text shdull 
remain: “A summa+ of an; &‘zing& ili th 
analytical procedures shokld“bi provided If th 
analytical pr&edG ‘wai &&gid && “ifi 
course of generating the stabilitjl d&a. . ..” 

IThe methods in P. 8. are methods &it will not b 
lsed for stability testing post approval. A 
eelease and stability methods for p&t app+ovz 
:esting should be included iti P.S.1 and P.5’.2 
hese sections are viewed as a complete state&er 
)f the regulatory method. 

This reviewer disagrees with the 
zommenter. 

Ne suggest revising this statement as follows: 

‘Based on dosing directions &lude;l in ‘& 
xoduct labeling, compatibility dais &th 
. .should be provided in P2 :6” L 

rhis reviewer concurs; that $ht 
addition of flie initial‘̂ dlaits& i’Baskd M 
he dosing directions in&d&l %“&G @G&c 
abeling,” would clarify the text but tha 
,he other change “l~formdtidn regardin! 
he compatibility of-the drug product” $itt 
‘compatibility data” does &. 

“)” .  .  

This would eliminate the need-tdreport t&al h&g&. 

The introduction of the’ word “sigtii’ficatit” 
introduces a subjective decision element as tc 
what changes are significiitn’t (and which are not: 
when, in fact, any change in the validate@ a-\* _ _ “i”*, 
analytical procedures sl@Jd” be rep$%d 
because, ut@ss it had some effect; thaf?Gnge 
probably would have not have been made. 

Moreover,’ the inexplicable d&%% %f”Yhe 
phrase “in the analytical ijrocedures” and the 
substitution of the less prf$ise,““that would impact 
the results” again Gbstitute$‘Q’F defi’nitk f’q[ the 
less definite. .’ 

Finally, in this reviewer’s expeG~~~‘as an 
Analytical chemist, this reviewer has never seen 
a change in a stability mefhdd ‘that Was trivial 
because, rightly, prudent fivjlis “ihitiailji &%-6fe 
and validate their stability dethods Miith the aim 
of having a method so wel:l defitied’%itit Zfeir 
projected change dates are $t’le$sf2\fjicetfiat’61 
the dating period- to’ miiimize the risk oi 
problems in interpreting the stability data 
caused by a changed-induced discontinuity in 
the results obtained. 

Clarity 
First the comment&s’ kitkment states a 

preference that they may ctioos6 t6 “%lloti.’ 
However, nothing in tee guidance ‘is so 

prescriptive as to request that this is the only 
llvay to structure the retorting of stability 
information requested here, 

Moreover, this reviewer does I-@ agree that 
P.5.1 and P.5.2 can, or shduld; be viekki’as the 
complete statement of regulatory methods. Fina,,y, the strUCttiri6g.4‘ sfyb I c.fjtJ% .ya; 

carefully thought out ai-& ~%4%re and krkeded, 
the option to Seference information in other 
nethods was orovided. 

Zlarity 

The clarity added by the first change iS 6&t 
zy the reduced clarity ~7I~r?~&%‘d. ’ .. 

This reviewer would propose to accept the 
‘irst and change the text ‘to, “Based on dosing 
directions included in the prod&t labeling, information 
ogarding the compatibility of the drug product with any 
liluents (i.e., constitution, diltition of concentrates, 
admixing), dosage d%i&; o&o&$&&red %iig @&cts 
hould be provided in P.2.6.” ” 

Information should bed& plus interpretSti6ii 
:hereof 



in this section. [This text relocated to the 
“Rationale” column because that is what.2 is.] 

The commenters propose no text to effed 

proposed for marketing. 

the extent stress studies 
items listed in lines 1620-1622, data 

The reality that, by tkieir very nature, the 
results from stress and the,rr.mal cycling serve to 
support, or cast doubt on the validation of the 
methods used to test the s?mples from those 

appropriate, to suppcwt the validation of Thus, all such studies siiould be reported - 
analytical procedures (P.5.3), thir”i@G%ies not only those that support, but also those that 

cast doubt on, the validation* of the “items 



This reviewer agrees. 

submitted, this reviewer recomm&i& 
the following text: “Executed~Prddu’ctlo~ 
Records (EPRs) for represen~ative’6akfi~~tiG~ 
in Phase Ill clinical, bidavaifabili@‘, 
bioequivalence, or primary stability stud& and 
supporting production ipfqrmatjpn mu? !$ 
provided (2 I CFR 3 I4.‘5O(d)( I)@)(b)). EPRs 
for the Phase III clinkal batches providing additional volumes of batbh rec&&.‘ 

The commenters provided no ratibnale. 

Either the commenters seem to have 

This reviewer disagrees. 





for transdermal patches. 

This reviewer agrees 

$>’ “(._ j  

: ,A_, .,, _  : ;^ , i  -.. ., __  i  



Section 

Glossary 

. ^ ,  1 

A ‘REVIEW 

Guidance 
Line 

2117-2256 

-OF FORMAL 

Consider adding the folhving iist of ter&. 

Clritical Process Control 
Critical Step 
Zritical Tests 

This reviewer disagrees; the guidanc$ 
>nly need define the wQrd “critical” 
3s this reviewer proposes. -,“i : 

‘unctional Excipient: 
We propose the following definition: 

A functional excipient is either: 
1) An excipient that performs a role id 

maintaining product qualit);“during sheik@<; 
e.g. an antioxidant, or anti-microbiaj 
preservative ar 

2) An excipient that performs a role iy 
achieving a desired in viva performance, 
e.g. a release rate control& Gdipie& ’ 

rhis reviewer disagrees. ++ 

Van-compendia1 Excipient . 

rhis commenter agrees and suggesti 
lsing the form “noni=ot%@en’dial’~ 
nstead of the more ‘grammatically 
Iroper “non-compendiaI”’ ‘to s&j 
laper. 

hovel Excipient - add suggested d&nXon 

rhis reviewer agrees I 

hnset Testing 

‘his reviewer agrees. .,/ 

-his reviewer also proposes to add 
he following: 

Lctual specification: The’ spGcificatibr$ 
hat the applicant actual19 u&s fdr’tti6* 
Irugsubstance or ccImpo%&fbia’giGii! 
tnaiytical test or examination. For 
sxample, the compendia1 specification for 
he pH of an ingredient migtit be “4.0 t”b” 
‘.2,1’ but the applicsnt’~“~~~ii~~-““pH” 
pecification for tha’t ingredienfis “4.3 tui 
1.9.” 

“. ,. 
i “. We : ,:. ‘*n 

Rationale / Justificatiori 

The commenterS provided no rtifiejr%le. 

See Reviewers’ remarks to Commenters’ 
General Observation 1'. ‘” ’ .” 
Critical: Of or pertaining fo any entity that is 
required to be contrbll6d in a manner thai 
complies with, or governed’by any requireti& 
specified in, the drug CGdP as set f6rtti in 23 
CFR Parts 210 thrb@h 226: E~~m’p&iiiciu& 
but are not limited to, critical ‘control, dritical 
factor range, critical phase, critical process 
control, critical process phase, critical 
specification, critical ‘ZX3ical qu’aCit$“Gt-itriji; 
critical step, and critical test, ” 

See Reviewers remarks iri the “SCORECARD’! 
tab,e row identified ~-i.“.j&“-c$,u’niii “(gg”+” 

“Guidance Line” as “437.” 

Noncompendial Excipient: :An excipierit ttiat is 
not defined in a monograph or chapter in any 
official compendium. 

Novel Excipient: An excipiei-it that is-used in the 
United St&% fb? ti?e‘fi&t’tit!n$n ishtimah’drug 
product or delivered by a new route of 
administration. Any excipient that is ‘& ‘a 
“novel excipient” is “non-hdvel exdipient? - i . 

Based on the commGnt@-s’ remarks in the 
“SCORECARD” table row identified in the 
“GuidanceLine” column as “759-761,” a definition 
Df this term is needed ‘in this‘ &ld&nc& 
document 

This reviewer thereTot% has ‘Ijroposeh a 
definition with example for ihclusion in3he’CMC 
guidance i.” 



Section 

Glossary 
(Cont.) 

Guidance 
Line 

2117-2256 
(Continued) 

Consider adding the following list of terms’: 
(continued) 

Based on requests made by the 
commenters and a definition they 
proposed and this reviewer revised; 
the following definitions are offered: 

Compendia1 Mdnogi’aph: ‘Any 
currently official monograph in ati 
official compendium. The same as: 
“Official Compendia1 Mdnograph” 
[Note: No pharmacopeia, or pOr&~ 
thereof, other than the% that ai4 
recognized by the FDC Act as an “official 
compendium” is, for the purposes of any 
CGMP regulation or. ‘gui&it%ii, -d 
“compendium or”, in ttie case 6f~‘:d 
portion thereof, “comperidi&.” Thus,? ll 
proper uses of the term “compendi’uni” 
or “compendial” pertain to an “officia) 
compendium” because these are defined 
by st’atute:] 

Criterion: Any established rule 
(specification) by wtiich an 
accept/reject decision can be made: 
The plural form of “criterion’j Ts 
“criteria.” 

Functional Secondary Packaging: 
Packaging that ensures ‘that ‘the 
product meets the necessary quality 
criteria by offering added protection 
from environmental degradants (for 
example, light, wafer, oxygen, and 
carbon dioxide) or by enabling 
appropriate and accurate metering 
and dosing of the product.” 

Reprocessing 
Reworking 

The definition and its companion note proposed 
iere are offered‘ to address issues and 
zomments made by these co,mmenters. 

The definition proposed ‘here is offered in 
.esponse to the commenters’ request for it. 

The definition proposed here is this r&&tier’s 
,evision to the definition’ proposed by ‘the 
:ommenters who, noting its absence inth e 
‘eferenced guidance, pro‘pdsed adding if to the 
Slossary 

‘his reviewer was surprised that the 
:ommenters did not mention adding these 
lecause their comments in the “SCORECARD” 
.able row identified in the column labeled 
‘Guidance Line” as “887-Pi? indicated that 
definitions for “reprocessing” and “reworking” 
should be added in the Glossary. 
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[Note: The  original comments are quoted in ‘a  cbnaknsed-“~oht(Pc;-l,ctu,~),“‘t~e $&& ” 
directly from the draft guidance at% qtiote&‘% “$ “~~$l&~d’~“‘f&I~ &y&an) ’ and this 
reviewers comments are in a publishers font !(N6wYGothic MT’)” td ?rGk’e it’kasier for . ._,.I ,‘*I .e,. I(. 
the reader to differentiate the speak~i”“~n”tEi~“i;~~6ilj~i~~assages that fd1Iow.l 

i -‘: 

W ith respect to the comments submitted 
Pharmaceutical Associtifion),~~ 

_ ,. a<. -* ” :““’ .“% ,%M+, w,.<*,!,&;- ,*,‘lj( ia by” ‘the GPhA~~‘(Generic 
.I pfease consrder the fol lowK@‘~ ““’ ~ ,. ,...b... , Iljili--_. :I,jm+. 

As the commenters state,“l’GPjlA‘represents 98%‘of genetic drug manufa&rers whose 
drugs are dispensed for almost half of all prescriptions tilled‘in theUmted States, but representing less 
than 10% of all drug expenditures. GPhA ‘is the united voice of ‘the generic drug industry and is 
committed to patient health and safety, and strongly supports any”measures that will improve our health 
care system. ” ._ ; ,^ .* ‘)/ .) -./ 

j,; ij ,” I ,< j..‘..“ 

“GPhA has concerns related to the proposed’ recommendations that comprehensive Pharmaceutical 
Development reports are to be submitted &&ea& apph~at~on. ‘?$e Draft ‘Guidance does-not appear to . , ,,. .‘, I _, ., I. ,.. 
provide for flexibility m‘regard.to content of the reports or when such reports may not be necessary. It is 
believed that there is a substan@aI.number of .AND~As for Which 

_,_. _i _-,,., 
Pharmaceutidai Development reports are 

either not necessary, or could be provided in an abbreviated format.” 5 

Except for the growing trend jor the ‘NDA h61”&\~‘ t~~~ile~.~~~ ,.A& ‘~~fi~6,“ -% 
,:,c. 1  -’ ,I: hi “” _I,./ ~* 1  ., t\ rovided the NDA is CG$JP*:~ofipl[J~fif~ ~~da’~~~[Sj~~r~~~~~nce the, approved ND~, 

I,.,“_“j,. 11,,- ._.,_/ .“&,.. ,,Ir; ,” c.;.* ._. 
this is the case because ‘the -AtiDA applicant must prove that their formulation 
and drug product are the same’ as those ‘of lthe innovdtor without having the 
benefit of being ableto review the innovator’s ~~ubmis‘sib~‘~tlocum~~ts: _j .- 

Thus, the ANDA applicant must reverse engineer the innovator’s drug 
product and, when they have“accom‘piished ‘th& provide ally of’ the proof ttiat __ v +*-An .,,. (..I.**> _, (,. “, _.,,I ‘““: 4  A. _  establishes that their drug” ij~~du-c~~” is’,k~~~;i~~~~l”lji’~‘~~~~. same as the lnnovator’s ’ 

drug product even though the ANDA applicant uses a  different source for the active pharmaceutical ingredient & ingr6,di^&nfc -.d*’ othgr~‘;od4&n~; -$---i- 

differ, to varying degrees, in source,-nature or ‘amount  from the,innovator’s NDA 
components.  / .’ ,\ _i,_ 

I .I, 
In this reviewer’s personal experience,“this”reviewer “has”seen’ca&s where 

the AN,DA.applicant failedlto develop a  drug product.(an extended-release drug 
product) that was the same as the innovators simply because they‘failed to test 
an adequate number of tl-ie’ innovator’s lots to iriscover what ‘were. the <<.:*;“ir#~w&~*, _, .,*, ,, ,F” .,,M~T++, $&&7”-\~; _=I 11, -,y *<,: ,: a_ * 
performance variabilities and appai~iitlt~~~~~~~~~~t~~.lnnovat;;r’s drug product. 

‘I 

What  they did was test a  few’ samples from* three;@) ~differe’nt lots and a 
couple of trial formulations (made from a single lot of’eacti component)“and 
then select the innovator’s‘ lot whose “‘test‘resulk’ on a  ‘few ‘tablets happened to i ‘,.. *. ,_ p”+-Y,. ,., ,?” ,j &~.;,:~~“~~‘., 

x  . . ,. match the test resuk on‘a‘ few ta’bi’e~~~ from one of the two tria’i” $k ” * _  



: The iesu,~““.~as.~~~,fha~~~,‘ttie >flim-~~g$eio~e~!‘; y’ri;u,;-&; to ‘hatch the ‘iata 

_/ ” ..,,) i, .,% sz:* r :-,, se* “:q&i~ 
from the few samples tested from one’innovafor lot and sut ,,, *;.,, ..,.L‘G :i.;... ;I,* 2. ,$ .,.la *- , ,. 
basically makes a product %ke”th’atone 

%$ ,‘$,,~ ‘;\% i a,;,. r’: “4,; r ,,,. :a,*: , -3. -a; .“,‘ 
Inno~af~~~.~!~ot~(which happens to be or I 

one edge of the jnnovator’s, perform‘ance env’efope with respect to drug release. Although the firss ~~~~,was’dp’“F;r~~~d:‘.~ii’at fi;‘;s dru‘g pr/duc”td des not 
have the Same “Diug ~~,ea~~“~~~~~~~~‘~S’,~~~~lii~~~~~~~~”~?~~~,drug p;odGct’-it 

I”* _ ,._, / h,*^*w*i.‘ ‘-il.lwLY. e,<*- * -‘i-F” has a ‘~Drug Re,ease,, pro’file thaf matched ,one 

product. 

(“r~t;‘a~~8~~~~~“~~~~i~~o~~t~r;~,drug 

. . > ij !, *; --“.,__ ., 4 b( -, 
/ *-- ,* .,I I, 

“Reducing the content of theses reports or eliminating inclusion of Pharmaceutidal Deveiopk-nent reports >, “d; ..,,.: ;ir..~,~~“.i,iir~-:L.\(i:; 
when such reports are unnecessary will conserve valuable FbA resources whrle contmumg to assure that 
all critical technical information is available for agency rev&.” 

_ ,A x , ” 

‘i < 1,: E .,A?-‘> Since the information reguired:.~~.~e~~ld~~~~~t~~~,~~~ts i’s &‘& :>,..,.s; .*;‘ *!& ,__, * ‘: s.. ,*. ,‘̂ . + _ i&k/ tedhnical I ,. 

information, th-is reviewer disagrees. with this’ statement’for the sa’me ‘previously 
stated reasons. ,~ ._ .‘ ‘. I :i > f ,i( ” ,. ,_ : 
UProviding flexibility in the f.1 ~~ance‘~o~;&~nt-“‘&” 4 :“:“‘c‘%*; ’ *‘- .b ̂!&I, (, LI’~~ -c inr;r >* ,,,, _ ?,.l? ,,_, “$A” j;/ , j_ ,‘” --i ‘ i a -1 i <e. ,.- I .‘ 

wor to streamline the review process without 
sacrificing scientific information tbatis 

_ ..I ,I>.‘. ,_, ! 
e&&tial to the review and approval process.” 

’ “An AIVDA for a generic version of a brand-name 
/” :. :.,;., : :. :*.:;.. ; ~~ I ?. ’ 4, .,‘ .‘I .,, , 

drug’ product (the reference product) must be 
% “,,, I%, ,,,b^ **<“,eq,.,,:.$~w ,” I? “-t*,,, hi . ..I $;.‘h<.“*i* _r :c:<*.*/ $7 ,+I 

pharmaceutically equivdent and-l;~de~~~~~~n~‘;;l;“ihat reference product. 
r : . 

:_. . 

Would that the preceding w&-e-the case (see preceding~comments). ” 
_. I,~^,(x 

Mostly agree with“whaf has been ‘stated but “b’ loequivalent to the reference product” ,- .l: ‘-” 1 ez :..“t”-.; 
all too often becomes bibequ~~le’;l~~‘~~~rne,~ batch ~f’the.‘yefereii~~‘ljroduct 
--not at all the shame thing. ” _ “’ ‘. ” “’ * ’ ” 

,: ,,<g _” ” ,, (, y” r’; :.‘ 
“ANDA applicants must show that the generic drug comain~, the “same active ingredient(s) as the brand- 

(/ 

name drug product, is identical m ‘dosage f&m, 
_. *~ IS .,....ik I u, ,. 

&-en&~ and‘ route of administra&on,~‘has the same 
conditions of use, and is bioequivalent to the reference prod&” .1 c 

‘.**,,.&l.:a_ .,, A” ..,, 11 ;* I, :.’ w:. 
Again, the GPhA’s comments are close to,what is rea-lijy but the’d[fferences. L1 ’ 

are significant. ‘” ‘,’ -” .‘-’ -. ‘~-^ *II “~“- ” “‘“‘7 

ihe ANDA applicant must show: that the active(s) :iri^“the active 
‘,, (::L;“:\‘i’P:i:‘.‘. ; ,.’ c  &,.^.- _, 
ingredient(s) 

. . .: 

are the same. “~! 
However, they may cliffe’i ‘to -.ng-d&gr$e& from~~f~~~ aciiv; -;~gr~~ient; in 

the innovator’s drug product in,. for‘ exampie, .their i’mpurity profiles, trace 
metals fingerprints, 

I_,X,r ,.- il” _ 1 1. -,., 
bulk 

_ .^I 
physrcal properties’~’ morphology, intrinsic form and / / n*.* “)b x,c.q < ,_ ~.,<,*“_lj.,a .,>.,‘ 

o~h’~r”~pidpe~~~es*‘i;7cludtng the processes used in their Omanufacture: 
,: ” ,; ,+ _,_,. , “..LV .~ _ ./ ‘. ._/ i I ,_ ,. ,’ -“: 

“Generic drugs must meet all drug product quaky character&tics establishedby the agency as well as any 
compendia1 requirements for identity, strength, quality, and’ purity:’ Additi’onally , all’drugproducts must 

. be manufactured under the same strict good manufacturing practice regulations.” 

88 



. ‘I :.I ;__ .” ! 

,, ,.- “‘i”.‘, ,.- _.) 1 

This re”iewer-c.ncuts with the ;;4”.e?;l{;;ipi.;& ;;;;wz;-nL.~- ‘li_ i. _, i ;: -I . 

But notes that the requ,i‘re&e*hf is”‘“TR3t’ a& -drug. ‘tiroducts i_ .dust .&“‘ 

manufactured in a manner that ensures 6~~~.~‘t~eii”;;i~nufdcfure’and the ‘drug product manufactured confdrm , to~t’(&,: req‘uif&“&nf m inirnums,est~~fis’h~d’~‘;r;‘~~~e 
CGMP (current gob‘d mantifictiiri;lg .:pr;;cti~ei”‘~~g;;,~~~~~~~ ~~n’~~“~~~-:.~~~...~~~ . 

commenters state,” “ 
‘-; ‘I ‘i.,- -. .“,_ r_ .( ,..:“,. 1. 

all drug products must be manufactured und& .&G ’ &nk &Gii; good 
manufacturing practice regulations. ” /^ .! ~  . 

“,.. “.,~. 

For certain dosage forms, 
! 

ANDA applicants must u$e the same inactive ingredients in the same 
concentrations as the reference products .” 

,” 
II ~ .’ ,, 1, <  ,, ,_) 1 _I xi .i 

For those dosage forms  that are,,,i,n the’ ‘mbjor&.‘there “is no requirement 
, , *. 

that the inactives be ‘the same mu:ch less%{‘-the-same conce.ntrations as the 
reference products. 

.“. _- “,,._.’ 
,. 

Even when the preceding is.the case, there is no‘.requirement that these I,_, _“,_l*i__ ,1 lcI,.I “*“I+ I (_ 1 
“inactive ingredients” ‘befrom ,, the:,same, su’$pfer o?“‘manufactured ‘using’ the 
same process. .’ “’ ” .c I, _,__ ._,.. ^  ; i_ ,,“. ; ..l,. 

i 
As more than a few tiave found out, ingredients fr’o~m‘diff&ent sources ‘may 

look the same but, in critica’l areas, such ‘as for~mulation ‘stabiIity.‘and~ active / r.ju,,~i.,,~.*.,.r(iri “.a iUt”%wwri: B  . . ..%i ,, se‘0 &iljility;~ yciije .#fer~~~” “g;f;-$g-‘Fd; soome ,ots from  SOme sources 
SOme cases, a,, ,dts froin”a given ‘so~~~&*,“. _i l,.l’,‘itL 

Ot, in 
.‘T : .: ai y‘: : “““,I‘ ,“.::A ‘.“~~~.y<,:‘. ,: 

-8 v 

“For example, 2 1 CFR 314.94(a)(9) identifies certain ;e&latob req&kments”&parente;ai, oph;lalmic 
< 

- -- . 7” ‘I and topical dosage forms that are submltted as hBA& For $h&ter~l aid d$klial&d’d&~ i;rb&&s,‘&e 
.formulation of the generic product must be esse;lti&y tli,“sG&as t.G braLci”‘@-&&“” “-.. 

. . ** , “,t”ll‘i-l (SW,_ __,e:_.,*, ,,I,.),, 

.< a._ 

Even in these cases, the formulation isod,ly reouired to be “essentially the same 
as the brand product” - m ”th& ‘same* as:‘” .‘. 

.,, *, I .1 _, ,* _ ); . , 2 

/ : 
“Thus, the value of product development reports for fokuiations that are either identical C;r essentially 
*e Same- as the .brand “p;od;;ct &it have’ b‘een &re%;l*y reG;;;re*d ina p;;;y;;‘~g; -,hp”& $y.-gf;d; is 

questionable. In these circumstances, FDA would be re;re~“~~“~g’duplicativk ir&&ation that provides 
no a&Jtiona] insight intO & q~~l~; jr~~~~~~t~~~s~~~ ‘op’&e drug produ&:? ‘-’ ” - ” _I.,,. 

i’__ ,_. . . ,< ,< /~ 
Contrary to the position stated, a proper “Development deport” ‘would 

facilitate the review in” such cases by providing the ‘reviewer’the proof “;hat*the”~~ 
ANDA applicant has metthe reauirements. ’ 

review 



_j  !  ,_  \ :  ,  I I  I  / ,  /  ;-‘ ,_( , .  . .s  I_  

I  _(  ! , ; :  _ I  i  ‘.i- )  $  ,c.,. .,: .rl . )^(  ~ , /, \ _  i” b. ., e,t.,;,:‘ , .$& :; < :~ .,~ ~ ,;~ ~ ~ .~ ~ .-. :, \ 
“A S  noted,  the Draft  G u & n c e  ‘does;  not  a p p e a r  to:$$% $ p I~ ~  those si tuat ions w h e n  Pha rmaceu t& l  

/‘,,_ 

Deve lopmen t  repor ts  d o  not  p rov ide  any  usefu l  sdienti f ic in fo rm&on.” For” e % m & ; ‘at ‘h n e  324 ;  the 
‘Draft G u i d a n c e  states that ‘T h e  P h d r m a c e u tica l  D e v e l o p m e n t sect ion shou ld  c o n ta in  in fo rmat ion  o n  *~ /,_ ,, _x  ;“l*l**x, ( _ ,/ i,*\L  / ,,((,,_ , ,_ ” L ,> A  ,,*,. z,..- ,i,.‘~ % :r W I *-, 1*  .,” 
th e  d e v e l o p m e n t stu d i &  c o n d u ‘cte d  k ‘& t& k h ’ it&  th q  d o s a g e  fo r m , fo r m u l a tio n , m a n u fac tur ing  
process,  c o n tzjn e r  c lqsure  system, m icrobia l  a ttrib u tes’, & u s a g e  instktctions a r e  a p p ’rapr ia te  fo r  th e  
p u r p o s e  speci f ied in  th e  app l ka t icin? 

.~  4 , .< *. _ ,. -  , ,;!_ . ,‘< !. >  rr\> ,l> . “I 
This s tatement  indicates t& a t” a  Pharmaceut ica l  ‘Beve Iopmen t  , L, \ “). _  m ./,___ ^,, ,,“,/. c j I : it .-* ,; “:,G ”l.,,: ‘% .:..< ,: ‘: /n .” !” 

repor t  wil l  b e  requ i red  even  though  m a n y  gener ic  products  a re  ident ical  in  formulat ion a n d  conta iner  
c losure system to the b r a n d  product .” 

_  1. .,. 

p ,ease  r e e d  ttie p r i d i c6~hmen(g  < ;l~ ~ ~ ~ ~ ~ n g ‘~~ is‘ issue.‘>  1  

M o r e o ”er, un, ,ess the A N D A I a p ’p, icant : !&.~~~e WDKl ; iC i i+&<  l evGn  - q % & K ,~ ~ .+ is’~ ~ ~ . ., -.. /*a,. 

th e  case  th e  fo l lo t i ing~ ri% y ‘b e  true$:,  n o  gene r i c  p r o d u c t c a n  b e  truly’ IDENTICAL  
in  fo r m u l a tio n  a n d  c o n ta ine r’c iosure  sys tem to  th e  b r a n d  p r o d u ‘cc” 

j_  ..,, ., ,I) / 

There fore ,  th e  s ta tement  is, a t b e s t, m e a n i n g k % s :*‘~ ” ’ .’ .’ .- 
M o r e o v e r , b e c a u s e  th e  state” ~ o f cui r’e n t g o o d  m a n u fac tur ing  pract ice 

(“C G M P “) is supposed l y  improv ing  a .s tim e ’pzkses,  th e ‘N D A  ho lde r  m a y  n e e d  to  I ,, .& - ? ,,F, * % + *.\:L  $ .L i  .n :sr /_  
s u b m i t a  D e v e l o p m e n t i7epdr t’t~ a t”a ”~ d r e s S e s :‘i’ssues  th a t 1 5  years  ear i ie r’w e r e  ,. *:“_ , < * .L .$  / 1 ; -4.. ~ - , *+w i*:.* 
n o t issues,  b u t m a y  still” n e e d  to  b e $ d d r e s s e d  b e c a u s e  o f th e  m a tura t ion  ‘o f th e  
e x p e c ta tio n s  fo r  w h a t const i tutes C G fvlp comp l i $nce’“to d a ) ~  

.,). /” I)_ . .,., “*es (I .; I* 

For  e x a m p l e , th e  app l ican t  m a y  n e e d  ‘to  ‘add ress  T S E  issues  th a t w e r e  n o t 
e v e n  recogn ized  as  A n n  issue  1 0  years  a g o . _ I. _  . . _*  II *‘, 

I : I ; :. ;. -. 
, ,_. )  

“Produc t  attr ibutes for gener ic  vers ions’of b rand ;name  d r u g  products  such  as  < I d o s a g e  
,” : 

form,“a n d  in  m a n y  
- -cases fo rmula+n,  a n d  u s a g e  instruct ions ( condmons  of use),‘a re  p rede te rm ined  by  those of the re fe rence 

product .  T h e ’ A N D A  appl icant  ‘therefore‘ would .  not  hke lyneed.  ‘fo~&&r~ t  deve lopmen t  studies to 
de te rmine  if these attr ibutes a re  appropr ia te  s & e  they mimic  the innovator  p rodu&.“’ 

,” :, ,I &  * ‘;I;~ , j rs>, .<+&ts;  :&*  >  & ,-‘s.: & ,t,l** 2.6, _ ^  i _  ~ \’ I_ .j However ,  the appl icant  ” is rec j ; i~~~~‘~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ :~ ~ ~ e n t studies to 

estab l ish  th a t th e  app l ican t’s “‘s a m e ” d o ~ ~ g e - ‘fo r m  ‘d r u g  p r o d u c t “b a tches 
P E R F O R M  th e  s a m e  as  fh e 7 ‘n n o v a to r’sb rug  p r o d u c t b a tches. 

M o r e o v e r , d e v e l o p m e n ta i  s tud ies  fo r  ‘th e  ’ f% rmu i’& % ‘n ~ “u s e d  “to , Im a k e  th e  
app l ican t’s d o s a g e - fo r m  d rug -p roduc t  b a tches are:.  o fte n  “invo lved  itera t ive 
p rocesses  th a t n e e d s  to  b e  p rov ided’ to  th e  :‘rev iewer  so.  th a t h e  ‘or”s h e  “m a y  . I ^  , - i- (“: _  
assess  w h e the r  o r  n o t th e  s tud ies  d o n e  h a v e  “m e t th e ” stated’ r e q u i r e m e n tk ‘or  , ~ ...l~ ._ ^ “,I_ .~ . sj,,* l,I.- -.I mere ly  th a t a  fe w  i ion-batch-  o r‘” n o n - - ~ ;;;~ ‘~ ~ s ’-..~ ~ ~ ~ ~ ~ ~ 1 7 ta ~ ~ v e ” d o s g g e .. ini ts 
h a p p e n e d  to  g ive  test’ resuIts .clos;” fb  th &  fg &  r~-“& ]fS ’-&.r; & f& A % &  L i’-L fS”f rom‘ a  -” . 

J O G ”, .,, :* ..,.., / -j,., /_  ,,;j’ ;-’ i -n  ,,< I r;iii ., ,Li,  ,, _ :j p ’-.. ,.- -.,:* ; ,i : . 
s ing le  b a tch o f - innovator’s ‘p r o d u c t*u s e d  ‘as  re fe rence  ( Ins tead o f, w h a t shou ld  

. . 
b e  th e  c a S e  u n d e r  C G M ’P ;” f/--‘ --u[fg”fd ’G -~  ;:“sf;fy/$i;Y ily s;cnif ic.nt n u m b e r  o f 

I .,._  ,.. > <  representa t ive  sets o f samp les  t rdm .~ ~ h e ’~ a ~ ~ ~ ~ ~ ~ - ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ tik;~ ~ . ‘b ’e i n g  car ; lpared -6  

th e  resul ts  f rom a  statist ical ly s igni f icaht  t% ,ir% % i “ti;iF~ “~ ~ ~ ~ ~ c u t-;~ ~ ~ ~ ~ e ~ ~ ~ ~ itj’vk - 
samp les  c h o s e n  ‘a t r a n d o m ,:fro m ”,a  cozmpos i te  m a ~ e ”~ ~ d m .su~ic‘i e ~ t,‘]b ‘g tc~ e s  to , _ _ _ , 
e n s u r e  th a t th e  resul ts  o b ta i n e d ’~ fd r”~ h e ~ i ~ ~ ~ ~ a tb ’~ ‘~  samp les  a re  d r G g :p r o d u c f 
representa t ive  - 

n o t, as  u s u a ,,y *he  case,  f rom & tie  p d u t~~u la r i l~ f ;dR.~s~~ . , ,~~cauSe 
its test  resu,ts inost  . c lose ly  .ti!g tch” .^  “t~ ~ .,,“,,,a r j .~ l ic~~~.‘~  I t;sf .~ ~ L ~ ~ ~ ~ ltl~ .~ iii~ ~ ~ ~ ‘-I ‘̂  

“Disso lu t ion” o r  “D r u g ? & i e a s e ” tests).‘* 
/.“_ ” 

,t, _ ,. ~ , _ , 
. *. ,_ ., $-,% i‘.,, 

_ , ,,_  j :, ,.~  :_ _  t, “. .” , I .) ’ ‘̂ -  : 
,_  : ‘;, -\ ,._  I.. ” ?  1  ‘ 1 . -:‘ i .“,A  .Y X  _  .+ “::,.s’F <  -I (. ‘.. I I ,i‘ 6 1 ; > ’ (/,S  1  ,,,_  .+ .4 ,: \ I.,““‘ _ : 

9 0  .’ 
i 



es (e.g., tight, light resistant container) may be 

- - \TDAs must G&&G information showing &a{‘ the selected 
“>T _ container closure systems are suitable and appropriate for thkir intended use. 

a),*.. _,Bll~, ,j _,, / .r:;,j.(.” “_ ,p ,. ,..n,--.*.*“‘- j 
And theUQevelopment Report must ~hbw”‘tidvi; the applicant (ANDA or NDA) 

, 
estab,ished (proved) that. saidA.‘.ifgtiis ~ffgh ‘I”rtiE;l ,>,sufF~gig “‘sp~~~~~~~.a;e.“~~ui~ I, 

“suitable and appropriate for their intended use. ” 
From the initial “bqlieve”, cpe,met@S,’ it would seem ‘that th&.WfiK ‘iS’tiii 

. . 

advocate of a f;iith-base-d approach to filin’gs. .’ - ’ .’ . --’ “._ ” . ” . “_ (_ ,.. _.+.. ._ Fortuna~e,y, CGMP’ (& .s.,f ‘Tdrfhh’in~ fti:. -Food, viig,-and c~~~~~c,.~,~~~“,~~~.~~,,~~. I .. 
“,s,c, Tit,e 9, “FDC Acf,,) Andy en:stici.fe’iJ‘ i5 tK&’ ,a~~~~~~~~~~~~~i~~~~j~nS ‘igf.^‘ * . 
forth in 21 CFR Parfj 210 through‘ 226y establi.hed’ ~~s~~~~~h~~,~~~r~a‘,scie‘ndle: . - 

based (establish, justify, validate, piLove, dem$n$traf~, ShOti) apprba&. 
Jo_, .. .’ i _, 

“Thus, AND& already contain substantial information related to &e container closur -^ ‘> :.:.“r-, I:: .:; .“..LyYstem and 
whether a particular type cX‘cb;n~&~~ is”i&&ed’ ‘iii &G .I$$‘ monograph. “Re’viewmg the same 
Pharmaceutical Development ir;formkion in’ d;ik or ‘m&$6 ^tifi~~~ ‘tha^t %$ . aIFeahj--be&. foihd -- 
acceptable by the agency results in a ;i?raste of resources that could b&better used to review c@k~~t,echnical 

“V.> i , ,‘% ,,,. ,’ 
issues within the application or to review addit&al pen&i applications. 

,: 
” ..’ ! 

the particu,ar container c,osure system from “ftie suppfrg< ffi’e ‘a~~*,~~~4a~t”~ ti;w 1. .’ 

chosen is “acceptable,” the reviewer has no basis‘to’-~dcep~‘fh-i~ ttik sysiems _:;/s _/., 
,.^_ / / :” chosen are “suitable and appropriate for their intended use ~~i7a~~~ce~ts’g~va,;d: ) ( ““1”; ‘;e@irement that even the ,.. ̂  j_ +. _,, 

“Also, beginning at line 383, the draft guidance states that “$ey fihysi&he&cal clGra&eris’&s . ..‘should 
be discussed. However, for ANDAs, charactdristics: such as water, solubility, particle .sizk ‘(e.g., 
“micronized”), polymorphic form, etc., may be predeler&nkd‘by‘ & Official kono&apS, or “ay be - jj/-““~(. A,.‘%. +..~.‘.~~’ ‘/I . ..I _..~ ,> ._” _, ,*- I”/. 
specified in the ref&e&e ~roduZMG&g‘Y Thus, the cnti?aI attributes @ve already been &t&J&h&d in ” 
many cases. It is expected that the Pharmaceutical Lierelopkekt &$$ts f& &<&‘e$npl& w&uld~-have 
little ~relevarit VillIC.” 4 

a) 
b) 

c> 
the 

the 



/,/ . : ..^ .+. “,x,I _. _ IA -,, ). I 
“The NDA applicant must conduct compa.~i~t~~&~& to ;proaJe ‘~g;~;tjo;‘;; ;es;abiis~--~~dsupport ‘I ..‘\ 

anticipated usage. The ANDA ‘applicant must duphcate dompatibihty‘s~dies of the’dr%g ‘produ~t“adm&ed 
with diluents identified in the reference product labeling’ to “&W that 3%gene&%$g $11 be compatible 
under the same conditions of use as the reference product. Pharrnaceutic~~~~~~kib~~knt activity for the . “..* v, //‘*,_$ ,.“_ ., , ‘ 
ANDA applicant is designed to “duplicate‘the compatibility kid’conditions of the reference‘product. From . ..,. “s-..*‘“‘“‘ a development &.,dpoin;, he 06;je&;; of &e generl~ ;i;$$;- ‘H”~;““a”;;;;;‘-&; ha; tfie ‘-;o;d~‘& 

j j,I.I__ /i1 ,./_ *, _,,. 
performs the same as the brand product and’ not to introduce new. or novel information related to the 

..I i -8 ‘ / j ,“,, \. “_ ,..,L jl /i vi.. :.~ ‘. 
. .‘_ :’ formulation or labeling claims. 

The commenters’ 
.,, _  

differences inherent in $.& ‘,~i~~~‘~~~:~rjoii’en~~.‘.~~~~i”’&,~~~~~~~~’”~s~;;ces. that 

usually have differing phyGoch&mi&$ @ -ij@ % -fi&. 
(.~“. . *a. ,, * >./% ,, * . ,*.“iii”..,.li..~,-i ~ / 

Proof of compati  bi,ity is , requ‘ikgd’x. -h”,<” ..I,, ,; %~ I., “(, a  ,x. not. specul~fi’~& cbmm&+*FF (jfi lhg 
I ,- ,. . / 

sa.meness of materials that are KN,,OCyp, a’t m -ariy.levels,.tq.diffei”Sli’giitlL’:””~ ‘A_ “j ” , .I I / > Ilip ~; ~” >.L’,-( t 0  _*, / 1  ” 
“Recommendation: The Draft Guidance does not describe :the ‘need or~‘reI&an& 

, ̂  _  I : ^ -. ..i -- ,.li 
of Pharmaceutical 

,^ .- ‘ /,, 
Development reports for a subs&mtial p+& if *e ANgAs su&&;exf; $&ppq& 4;igu,;;; j&it. 

.I, r; ,“. I,. . FDA reconsider .~e .req~~e;;lents set foA”i; ‘tr;k,-.~raft‘~~~iaance”G~~~’ i;ert~ ‘;d:‘c#a‘,,aceu~cal 

Development reports. 
it .is requeiigd~d‘yi ~~~:ar~~~~~*~~pp;o~~~~~~‘ane~~~~~ ipi;;lb;;x ~~~ ,..eL.“‘.“.‘. 

such reports when justified for the limited subset of products for &ich ‘I.&vJe4dge” ofpharmaceutical ,” I^ *a. . . . . . /“> ._x .-_ 
development activities may substantially~dontrl ute to the a&&m&t of drug product quality. 

, “%$ ,“. 
For many 

products, a simple confirmation that the formuhkion‘is essentially “the”same-as the ‘reference’hsted ‘drug, i ““” ii-<\ ..~iX ‘, iiirr;: +*“n.,,el+ .? I<*. “W . ,, *,,- . . “,+,“ *.*,a a*“* illl the container closure is the same as 8% used by the brand produci,‘or the ‘product and container complies ,.. _/rib,.“. .) CL:.... Cd<. _ ,._j”.; . . . . ;l..l.n _... ;_. ,. 
with a compk^n;fiai“monograph, provides assurance that’there are no new issues raised in regard to the 
development of the proposed drug product.” 

: -/ ‘i “._ 
). : . . . “,._ .~ / / 1. “_ -^ 

For all of” the, sci+Jific reasens Gi,‘$jirth ,W’inC’ti7e r&i&&r’s: ‘@&$di?tg 

.,,./ ,. ‘* 



. ,  :  /^“-_ ihI  i: . ; i . .  : ,  ,  
!  . I  -i _  . . I  ) .  ,,‘,,‘,,~.:l^;,‘“‘I:*,i . : ;  ‘ :  ’ . ,  ~,“_..\,.  1  / .  I  .  a  / *,/ ” “, *./* ” ._ ;\* 1. I ~ /_, _  :.1... (_  

A N D A s  that m a y  war rant  submiss ion  of a  ~ h & m a ~ e u d c a l  deve lopmen t  repor t  a n d  requei t’& L  r e $ &  
on ly  in  those instances. Asstated,  a  s ign i f i damnumber  of ,$FJDK s, a r e < &  s a m e  ‘or  kssentiai ly the s a m e  in ,.. ,“., ,r ._. 1,, I II, j 
formulat ion,  conta iner  c losure system, phys iochemica l  p ro@ kies~’ km:, as  the re fe rence hs fed drug.  For  
these appl icat ions,  a  substant ive pharmaceut ica l  deve lopmen t  repor t  p rov ides  n o  n e w  or’ re levant  
in format ion to suppor t  d r u g  product  qual i ty concerns  no r  wou ld  these ;repor- ts represknt  add i t iona l  
scientif ic support . for  the p r o p o s e d  d r u g  product :  Rader ,  ! d e ‘ ;;s&~r; ; ; - ; ;q~red to r’;;ie‘w  ‘d < $ ? ‘~ ;e 

pharmaceut ica l  deve lopmen t  repor ts  that d o  not  a d d  va lue  to the scientif ic body  of know ledge  wou ld  not  .” ., ._ _  .,, ,,* ,dS _  ‘.1*, “._,m,. *in,. ‘ 
b e  justif ied, especia l ly  as  the agency  works  to&k&Is a  m o r e  s t reaml ined a n d  sdienti f j‘lc~~y’b a s e d ’;e; iew 
process.” 

. “. _  *_“. j_‘“,, / . v-l , > : . . : 
-, ,, _ ‘. 



(Federal Register Nofice-Japuary 282003 (Fp, ?I. 6B;‘tEj. “IET; P‘a&X42’i9~;IC~6j‘ ” 
_,. ,,,^ __~./, ,. .,,, I. “ii 

[Note:  The original-commenfs-are quo&d i A  ‘a‘ &?ndensed font (P&&&& ‘;‘i7e “.‘/I ’ * 
quotes directly from the draft guidance are qu&e‘d in ‘a Sf$I. i$%F%‘nZ (!I$G,>‘~tid this reviewers comm,~iits i,e i.~ a.~pijb,is~.4$ufij;;t (~~~~,~~~hi~.~~)“~~ riiaiie,‘it‘&aSiE;cT”f6t the ,__ 

reader to differentiate the-‘“speaker” in ‘the varidiis/ &;x”t: pak$ge‘s ihat fol6w;j’ ‘* ” ’ i -.- , ,_,“i./ ,,_ _. J. i, _I, . c. I” a~** .I /- ‘,/a. d,.{,,, ,,-, /” \_ ,. -,111i.- ,,. , .j, 
“General Comments: : : ,, 

1. Baxter appreciates and supports the Agency’s recommendations on the~C~C’inforn&ion~ for drug 
products that shbuld be suh~itted‘. ir; ongu;al ‘NDKFGds ARExi ‘i;;. eyb y-+&,$ ‘. %,* Jraft 

guidance is applicable to generic products, but does not contain specific information relative to 
ANDAs. Some examples include: line 149 states mat the ~application should include mforrna”iio&n 
every P subsection, but some sections may not apply to a generic product &h ii ‘P.2if. 1 
Formulation Developmenti lines &?T-‘ii’?z di’ “ sc;ss”&‘- ;;-“-;{%bili.’ of drug‘ produ& ;wi&’ &lueni; 

and the necessity of performing compatibility studies: but ‘St& Studies ‘may not apply to ‘a generic 
product. 

,>_ . 
Specific notations where the guidance does not apply to generic drug prod&s or where 

requirements for generic drug products may 
recommendations.” 

bk -&ff;ient wdula . “.,h+ -,‘id. .&;ifjr? .ge ./ , 

/ .” I., 
. “, ,.. _ _ . . .._.. f 

This reviewer sugg&ts that Baxter re$d’ this rev~~;;j~~“~.,‘~rev~\;;;l ‘“of the 
- ,~ 

documents submitted by PhRMk; -(c*.la) vcf ‘G.ph.A’ py$) &u;;“de’i;&“d- tfiat _ 
such tru,y are mustS for ANDA‘ Zsl .&, .ai f lDA a.plf‘~dfi.ns’ ev~n“f~6tiiK”& *. 

^- “S,^) #-.c.e..il,l) .“.” “&.jI,, “,,., . . . . ./” ii, ,\‘.I-* , , ̂ - 
purpose and ~ritica.l”i~~~~~~:.,,ma~ differ betti&Sii ItI% two types of appllcatlons. “-r -it,.<‘*. i- .“. : ,i’, +/: :‘:$Z. I “.-,.i*r* ,, IL <I ,.,“, ,*.>s, ‘.>“2 ,,:-a-* .I: , ,, >I 
“2 . In general, this draft guidance document’should be‘consistent with the ICH’ guidance documents. in 

some areas, such as the Characterization of h+u-i$$s se&on ‘ir:ili:E: belo&“; ‘this .neW guidances 
attempts to broaden the scope of the ICH guidances.” 1 - 

“I j_ _,I. . 
Provided the Food and Drug Xdiitin’istiratidn ::(“~~A”)‘“gij-jd~iic~ .proi;e;ly 

_ .^, ,s~r~“-.rx”g”i,“w.i XY M ,“b‘ j , 
addresses ALL ,of the currqnt gbod"h?%factu~mg ( CGMP‘) re~tiit%!mkti?s, ihen, 
to the extent possible, the FDAkahdtioned l&i gLiidandes‘shdiild~~~.fo)i’bwe~‘.’- ” t-lowever, in areaS where the ,cE-1 ‘gu’ldances‘ ‘fGil Lfo’ .-~e;.“~.&ii+~f“ fhe 

-.b..i:.j~rjl.i,.~~i..-i. 'b..E‘~a'rr .,,-, .r..*.r_c a,*. ,,ii> +-.:,: -s,L- . . _ 
requirements of -CGMP ‘or where ttj~‘“~Cl~ ‘gurdances differ from sound soence, the FiDA should propose guidance to fhr;l'~"~d'E;k..i~f~~-. ~~~~~~~~tir!iing,,.~‘and 

.,.“~~C~. ,,.r. _ ““I _ _,. ~. x i._l I_ .., I) a**< ,..,. ’ 
Controls (“CMC”) section of~~ti~‘@~kat‘idr? Fiat i!$“‘based on sound screnceidnd . 
compliance with the ‘CGMP minimtims fdr qtygs di-&“drtig @ -od<ti~s”\i;ifh6&t 
regard to the ICI-4 guidance: i j 

. /  .” 

;. 1 (,. 
‘. I ’ 

“Specific Comments: 
_ 8”. _,: I 

?, ../. jr. * ,~A.., _,_ . “$ 
Section IILC. Composition Statement 

,% ,“-. 1:‘” .,,: ;:‘.,* 2”. x ‘._ 
.._ ..^_, , _/ -.,, 2.’ *‘ _,\ ,.) :.:d b’ I-‘. ,,_. ,, 

Please clarify what is meant by ‘per unit basis“in’lmes 327-329?” 
c, b; “-, .- ., I .’ __ 

“Table I : Example T&-get Cdmposliioii ‘Stitieiiitit;” ‘provides’ a ttibl&case. ” ,n that example, the?.$.~ is,.*fh&, ‘“tab,ey”‘~nd -,I, a’.fi6iiit; ;;r~l;~~~;?~“~~,,the;,~ ; i ” 

target amount in that a given sfrengfh~‘~~~iet..-I’ 
,$_ ,i,-. ;: .I,, \_ r’i . ,, .. _,, 

‘..’ \,._j 
“Section TV.B. Drug Product, 2. Overages 

,._ ; . 

:r .‘( ;, I pa : $<“. e - -3.” ,<~ .I ~*/ “, ‘” :_ :. : ,, ‘:’ : ,,. 3 ” -*Air. I! j _,., :, ,I .:. _). ~--_~‘̂ ‘..o~.~_.I \.,“L _ j 



./ 

,Lines., 5.37 - 534 “state ,&a$ use. of an o&Fage of drug $uti$tanc& to ‘con$ensaie for degr:d&dn during 
manufacture or shelf-life is not appropriate. 
to meet label claims. 

The drug C’MPs walk& for* tKe*formu&GYof a’ drug product 
Please clarify what is meant by degradation vs. manufacturing loss. Ihanufacturing 

losses may occur due to filtration or other means besides, degradation.” ‘” 

Lines 537 - 539 acttia’lly St&e,.-” ’ 
, ,.,d .+:_‘j _,. . ,n ger$i, ‘use, 0,; ,““’ over;ge to compei;ate’ & ‘ *., ,_.I 

degradation during maiikfakk~or a pro&$G&&ll’ I$, !?to ‘&te6d’& ~Cxpiration peiiod, is’not 
appropriate.” (Balding added.) 

, , I . .:>-- : ? 
Thus, an app,icant.~,,‘i,, nerd ~~.i’u.~~if~.a~~“ov~~a~~ 5adgd’ td‘ c’6.iii$gnsat’k.“& : .;- . .” 

such losses. . 

However, this draft does not, as the cot$t-@+$-< ‘&mark~stig&& prohlbitL ,“,L~-e.el”,j._ I. 
formulations tfiat haS‘Gti ‘bverages.“ -. ’ 

.%‘“.” _ jj 1. ..‘. 
: _*w ““_( ^-A> ,.,*a* , *>, *..,, 1.. ,- Manufacturing ,bsses are ativ tonide~Ftive,’ 15cges that the”e*I;f-dAc;t.~ :: “’ ,, ” :g *’ 

. . . . ,... .._. 
experiences during normal or 

. 1. +.**-a .(^ ,_‘ A /. 
roufliie’.Fnanufactyre. 

.,/^ ./ %. , , -*.. 1 . ,I %(* .i,*i 
Degradation, ,osses a’rg ,kises. $‘ere a’ pBrfi6ri df’a>h acti.i‘ isc6n~~~t~~.-,~~~6 1”-. id ^ .). 

.A,. c ‘ivx, c ..I,. di,.,,, .^^_l ij -.1 :“- -.__ .,.” 1 
another chemical structure or othei chem-i~~fjt’;uct~~~~~by reaction with that IS 

_, 
initiated by a’ manufact~~~n‘g cdnciiti6n‘~ijc‘~~~~~~~~~~~~~hk‘at;’1i~~~*~~~~~~e;it,,~‘. _. 

interaction, or a trace impurity tha?rGE’ts’ .w’(tti dr”~~~alyzes:‘t~e”“a’ecdmposltion 
of an active. 

8 
/_ 

I I _I .: j L.‘. “‘i I;.,’ :.*i,‘: .‘“: ‘_ =J -,_ ‘/ ,,, j, * 
“Section 1V. F . Compatibility 

1 - 

Lines 661 and 662 are very broad, covering many possible device categories. Please clarify that 
compatibility studies should assess devices and administration sets only’ifthey’are‘specifical~y indkated’in 
the drug product labeling.” _ . ,“V,, 11 I ,.. ;,1 *” - .?,‘. , . . . ..I ,..*-_“i ,“/ ., *I *a+$+ ,S,“. ; ‘.*,‘,.-.-v. i ,‘,’ * _ a:*. LI j,‘-.~ : ,- (‘ 

As written, the preceding test tind ttie hollowing -sentetide,’ “Thi- &sign and ” ” 
~.“\b.,. >.;st, ia*** ;*I ,1,, L ~- .~,,. * 

extent of the compatibility studies depends upon’the t$@ 6f drtig.‘i;k?K$ ,f;;i’i?s anttclpated usage, .* r..n.;.,~*L$&~ _-‘a,aY . . . . 1_ “.I” a._ ).” ../ -“:’ ., 
make it clear that the type and “nafti’t-6 of.‘the’~“~f~;exani’di~~~ studies mentioned In 

. 
I. i*.i,,_ ^ ,._.,, ??^ $,.‘>a, . . _ 1 _ ,Lines 66~ ttiough.662”aeEe’nd. irpoti.‘y~e’ d~~~~~~~“roii~~~~,~~~~~~~ated usage.” 

Thus, an applicant need only’ “&se& be;ices”,and:d~~stration sets” lwhen “the anticipated usage” requires sudh. ^ 1 1 1 _” I -.i-..:<~i.‘. “‘4‘.I-r_. ,** I .((. .* .; /,” ,.,, ., ,.I\ // 
__ / 

“Section V.A. Manufacturer “I__ 1 .‘ 
Please clarify that lines 693-695, sterile processing area (room and’filling’hne), apply to asep& processing 
only and not terminally sterilized drug products.” ‘. ‘. 

i. +.i -1 .,” j- 
, 

I’ 

extends to the :!qcafi,ohs or room--or’ rootis injwhich the termin8l’ste’ri‘lization is 
performed because each su,ch is a “&@le pt&&$%g~G$a” ?j$‘Z di’ff&-Cti? $661’ %I”- ’ ‘. “_. I,., .-. ,~.C ?.ar.,* __c Z.“.. i ,. 

Based on the preceding, there is no n&d !/$‘i;iske the chayge &&S&d. 1 ‘,.‘_ * /.(. “> 



_- 1, 
/ / 

“Section” V. A. Manufa~urer 
, x _i _,j; : - : i. 1 %*..-:&$. “: :‘:;.a$:,‘I:. ,J 3.;::. ,. : ^- ^. _‘..” ), ’ -: ,!“.. , ‘.) ,. , , ‘1-“’ .! ’ _ ,__ I ^j 

Line 71 I requests the e-mail address of the contact person ‘at-the ma$fa&&g ‘site. Please &larify the ~ ‘ ” 
purpose of the email address. In many cases, we do not:believe, that e:mailisan abprop&k medi&‘for 
notification of a pre-approval inspection.” 

, 3. ,.* “.;‘.$‘.“;‘* *,. ~‘ :. 

The Agency will need to ad.dre$s this ~~t(t-r$& ’ ““’ ‘-’ :“*‘- .” 
/ X’ -1 

\_ .x-‘_.” I ‘.> 1. >*. i: :__ _,’ . . . .Ij _,‘* 
“Section V.B. Batch Formula 

I 

Please clarify line 7To, ‘intended vagJaGon ba;ch iize, .,, ,~~“~~~~;;l’~~~~“~~~;:~~~~cial~ for sol;t;;n 1, ‘̂  - -ji_j .i b‘.*..v”_ x d 

drug products. Specific batch sizes are validated for manufacturing effl’&nGy “and “m&et”deman;i and I” * . 
I.. ,‘\ , 

may not be known at’the time of submission. 
“:‘“. $,‘ ,l .,I\, i, &” ,, .i : 

: i 
Again, thq,.*Agency should addreSs’this’co‘~ment..‘“. ” : 
From the t-&iew&-‘5~i%CtY%f &%‘;‘%& the Agency requtres an appltcant to 

& ,_,., “*%.UII_&.1, ,1x iZl.. ,, ,..., ““““‘p s*;rd:-..x. ,*/i*. .x.*sr* “, + ,, .A,. :..i *y.:ra:. x1, ,. “, r . 
be, ready for a pre-approva, “inspectiori “‘“.f tK.d. Iti.-‘.yy” y”.“- w’bmits .-‘its 

application to the Age&y, ‘the fit-t% should k;oti th.e ‘6iie’ of the’~$(h~;tha’t “tt-& 
applicant intends to validate initialljl.” . ’ -^. . I / -. ,n the case of ,iqu’ids,.this sit&‘is iim,!ed by the worrc,n-^‘~~~~~~~~~~~~~~~~~~s’. ’ “7 </& **n. s,,, ri”iui,*~?.,A? “>mer aa- *” ,. ,_ i; 

the tankage available to the’ applicant ‘for, I..J.J$ by fhe- apIjlic$nt*“itiJ’” t”he“‘friiciI‘ify 
designated. for the production of th& drug”product for wbjch ap@?%$6~?“fi~&+& : _ _. %” ,“,“M .“** -.,k, ,IX,X,XYI ,*. 
for manufacture’ii being Sou&jt, - a_ ‘. - : ._’ - 

Within’that range; the app,icaiit is iike”& tii“spec,fy a formu,at,pn fos,‘yh.$“” _‘.. ,. -- . -’ /.I ,- ,,>; L.&d/ (“I ,__ ‘(> ---,r..:: -,s -1. .,/ 

size that the applicant in%tids’to perform fhe’firm’s’inifi~l”ii~Ti.~atidri’~fiiai’~s ior 
. .-. ,_, < ““* _, / 

that product. 
$, ,. _ _ .,I__ j- i _,‘,a s-. iA. v. :. : ,./ ; II. , ” ” 

This request is reasontible ‘b&?$se th$ i-e$i$&$’ ‘@ ‘$$ertis $$;ibr l&ei of’ 
concern depend .upon ttie’si26 6f ffi~?&~f~” i ’ , .,_ _ ,r ,l. “. i I 1 .- ,” . . . . 

“-‘:’ i : i, ..,: “. 1>., _. 
“Section V.C. Description of Manufacturing pro&&and Pro&s Controls ’ ’ ” “.’ ‘” ’ 

\ ; i _, ,_, ” j - ;, _ ! “,; 

Please clarify if the recommendations regarding the BSE statem~ent speemed in ‘lines ‘S’$&&‘are new 
requirements for NDAs and ANDAs:” ” : ’ ‘. .,i:,. -::.. 7 ~,_‘~~. ,i ;:. h ‘,:” , _ d , _. .i ‘2, :\* ?\<l .. “1, .,*.&, .,J O,% .,av “;: ; “& : ,. .,, 

Given ‘that EJSE and other trarism%s~t$le~ Spotigifoim .encephalopathres‘~“ “ ‘,_ ̂ ,_. 1‘“’ . ~ ,-a-t ). .L ,. < I_* i. 
(TSEs) are ‘new,y recognized.‘hea,fti’ haiar~sr’the.,~~gencji’~is.~ji7~~(ji.P:rijiiidiiiig a 

recommended means by which %I applic&-lt Cd‘ri’~~* @ -ov^id$ ‘5S&i&tice ‘tfi& producing the producZ in the faci,ities specif~~~in”~~~“‘a~p,i.~;d’t:i~~~~~~ “not pdse j 

a threat to the health of those wil! take the’ diug ijt$d”‘&t should the Ageti’cy . Al,,” j_ ,,“., ,.,. ,h.)ill L ;j___ 

approve‘the ap$icatic%. 
_.1 .1 .- : ..L__ ,/I. ., j,. ,‘ _,, < -- ,,.,I 

Hopefu,,y, ,a,, recogi’iime‘ ttili;l’t. de;;ilons~r~~in~,“pi-odi;dt &ety is hot a’ new 

requirement. 
-, ! 

, ! 0, i; jl 
“Are these recommendations applicable to the Drug Substance and Drugp?odu&“y _j .. ’ ’ 

‘! : _, : -/ t 

/ _ ‘“,t-” :,..,*.\. ,@‘. “. I. ^,S 
As written, these recommendations apply‘t6‘ any ANDA or‘NDA that 6 firm 

,-,y#<“,,:,:r-‘$$ z.“.:.“e,,r,r 4; .~<:.:%*;, , , * ~. 
submits t6 ttie Agency’~.~“~fy”L’i.g~ ,Sij.~~-^a^i~,“~~r”ljm,tted for drug products. ‘%q”“X. nl .‘~~ii,,%~rrrt *.r~*avi *it~“i:*~.&du;,~*r ia** .‘W,*“f+ iq*<u. “in”**.+ *.&: _\. ),. .,)S , “, _ / 

However, to the extent that they enSuu^e;‘sa~~tj;,.‘~~~~,.S~OUi~~”~~E?‘, ‘+p.biied 

equally to any componeht, ~equiprti&‘t, or ‘?aeility that may t%“‘tis&d -~i‘n’&fh$” 
._ 1 ,.Iq,,.x ._, , x 0. 

production of the drug pi-dduct that is ‘at ri$?“$b&iti~ coritatinin&$a+ 5; a;iy f”SE. ^ ..‘; -... 1 .‘a :,: < ̂ ,,_( .,, __ _, ,” ,,. 1 -,, _‘“,_“2 L +a,^ d ‘ ., _ ,. _. , .^ / d I ,.\ ,. _, I Ij *_ “.,J ,: : I :;i i ,” I’ 40 ! , j ,_.., ., ., .: I,; )._ !” : \<A LII~._‘.z~~ :.‘._,, :, _. ̂.- L -L,*. ‘- I‘ : . . . . “A> ,I.;. & +:., - I:“; tit ,;&y*.<:, I,,;;. $x+ ?-;‘ ;;&;t$:,$ ;j;‘:“z1:.,:p,>: i;: i-1 ;i: : _,’ -.)( ’ j ,: 



// 

; ; 

: ‘_ ,, .,:~:’ 
This ‘is.“the > c9se because -tf7eie a&. !& si&bg ‘t^kst; tb;:.d~~ect e.s.ch.” 

contamination and the putativG .ddu.sativ’e --fits (“prions”~ ar&” +pw& tb 

destroy. ! 
-i 

“The Process ControIs section (lines 832-9 16) is very d&ailed- ankl $j&ks” ‘%d;e” i&&%-$on t&n 
previous guidances or GMP’s require.” j, “,. 

While this reviewer ,would agree that” the “Process Controls”~ section ” ‘“. 
requires more information that previou’si ‘guidances have required, the .- B.. e”. x ,,. 
recommendations dot-rot require more than ‘the $Gl!#P ~e~iilii'fkki~~‘~(Zl CFR Parts,210 thrdugh 226J c,eti;l) rkq;i‘ie.I.-~ .“* j /. ~ _) ,..,. i ,... L’*‘:.>.. ,‘ -” I _.,I ! _ ” “” _. ‘ __. ., 

In ttiis regard, the reviewer suggests that the commenters carefully review s . . _,., .Llji ,UY all of 21 CUR Subpait F~pLd.uct~&.i gnd.Pro,Eess Conft& z*6d.9’1 F~RwSij&iarf 
~..*‘*‘““~*L!P, .* *““,d”“) -,_ :~.:‘:.~j ?“‘I’ .v::, ,,,^ .1(, i*“” n I-Laboratory Controls from  a ‘lproCass ‘cij’h;c~~~’ ~~rSpecfi;je:‘;, 

All that the current. recommen.datio,ns do is provide a ‘recommended 
approach that an applicant can use to demonstrate that their” proposed processes conform  to the clear wrifteri reciui~~m,en~~~‘~~t-Sor~~~ in”,fKg “a”--,ica6‘le L 
cGMp .regulations” inc,ud’ing;, but ~,ri~t;-r;m it~~“‘iii,j’fhijsk,.S~~:’~~~~ii”i~,’2~,.~~~~~ >;. , 
Sectibns 84,. lol, llo, 160; ‘165, Tg7; and ‘l$4* I,. ‘*,I > _ I,** ..,” 

/ .! 
“Line 850 should be revised from ‘All’ proceis c&trolp td ‘Ap~roljr&‘~pr%ss &kr& p”r & 1Ci-I. ’ 
CTD guidance document .” I, 

‘_ 

Regardfess of the recommendations i? %y” ‘KY-I ‘guiddncej the “Agency is .^ .,.“_,.“” .,,*; 
compelled to propose guidance for drug products that meets the l’egatly binding L -L,1”,.4~.*..~,x4 s> “I requirements set forth in the drug CGMP regii;l;;~i,ns.“‘jij~~~~ “arG~‘-~-~~~~acturers 

are required, under penalty of law, to produce their drug products in compliance with a,l af the applicab,e requirements of tEie.~~Ll^gCG”lijlP‘“reguialt~~,~~:~~~ (%>... Y^. f l.;jl_l. 
Each party to th’e Icw ISSuidande:‘isSiinilai-tjico;‘i7sti-’$iined. -i -._ .~ .). . ,.. . 

“Section VII. Control of Drug I+-oduct, A. Spedifications. : ’ * ‘ ’ ! 
In Table 3, please identify and define the footnoted t&&s elsewhere in the d’o&ent So thZ;+e ‘Footnotes 
do not need to be repeated.” 

<,, ., j 

From an eaSe of use point of view, it i; b$t& i&‘ i~c~~~e”~;aijI~‘iobfnb~~~ aAd 

definitions “in” the table rather than elsewhere even if this requiies?some”% f the 
material to be repeated.- 

_ *,i_,;-~,“-“_ _ ,,..” a-.,. “̂ . . ‘ 

From this reviewer’s point of view, the Agency has gotten ‘it’ right,’ -ease’of 
use is more important than a m inorreduction-‘in document $&‘tliaf makes ttie 
guidance more d~fffTicult to use ” ‘ 

h, . _ ., i >,p .: ,..__” I_ _jj, t.. G .~ ../ “‘, C‘. /, :a’ :.,;. x II 
.I .j: z “4” i ..r ;* I / 



,., / 
The FDC Act on,y recognizes the “ni& yf”~~.& pttz>&;tdpg;#j#q,~ $2 : 

Na*i*.a/ Formu,ary (“Nf,,) and ‘thg ~~~~~~~~~~~~.,~~~~~~~~~~ js -‘of the Unrted I * ,I.% , “. *./ , *_ be* . :, 

States (WP-US’) as “official compendia” and’no’ne ottieK . 
..,. ^“., ..- _  _  

Thus, bound by statute, the FDA can on-1~ recognite’the same ‘as ‘official 
compendia.  

“, , .,.. ” 
I , f _  ,_ “,,.Z. .:‘. 

“Section V.1I.C. Validation-of Analytical Procedures “’ ” . ” 
. I 

Please clarify in lines 1276  and  1277  that validation inf’o$nat ion is not required to be  submitted for . 
‘ ‘1,. j ., 

compendia1 procedures.” 
- 

/ 

Given the definition, provided in Lines’1274 through i276, for &&&on’of 
an analytical procedure, Yalidation ofa? atidlytic$procedui is the process oi dgm&$trating 
that analytical procedures are suitable for theiii inteided use ” no such clarification is \ ” /_ _) “,:‘,_., -~.I ,- ?‘” , >,_ I j __ (. _,- ;*../, ‘ i ^ 
warranted. 

This is the case because .2 I <Ft..21 ‘l.l,?4&2), among other things requires, 
“The suitability of all testing methbds used shall’be ve~kd imder acGaicondkion-4 bf Us&” Thus, the guidance conforms t6 the-expl.~& require~~n^ts~~:t~“~.“~~~u’gC.~iijl~’ . 

and needs no such clarification. 
2  6  . ?  

.: .i: _I I_ ) ..,>- _._ :. 
“Line I278 should be  revised to state that stab$ty data, including data from stress studies, may be  used 

/.. <  “.*i, *... ,. j-$ :y. j 2:. : 7  : :-._ ,c:^ -. c- ’ 

to support  the validation’of the analytical procedures.” i __  - 
,I ‘iti. anlytical:.pro.~~~~lj~~61iri.~~~~~~~~.:need to h~r~~f~s&.~5~,ty to me8”ciyk ,‘,.I” ~:,.A ..” ,‘Z.‘, .li, ,ir+ ~: ~~~t.i;.,:~~.~,:,~“;“~’ n  i; ^^ _I’ ii:LusL, , .) %,L‘b  ./ +  ,:...%&.. ,..:. I, I. ._).“,_ :. i^ _;, 

the level of the active verified under,.actual, condit ion% ‘ofuse and ‘part bf’thaf’ -’ 
verification requires that the method for each ‘~~five.b’~“‘s’~e~if~~-~ndugh”that’it is 
not significantly biased by: a) other components and~i,mpurities~that may ‘be 
p-resent and b) degradants that mayform over’t,ime. “” ” 

Thus, the guidance ‘is correct”as written ‘-I such data should.,b’e.uSed..to - 
support the validation of the method. 

._ 
*j’ 0. , (, ,, / ^) I .I ~__), t, : :_ 

“Section V.1I.D. Batch Analyses 
, .‘?, 1” ‘ ; “. ,i. 

Please clarify lines 1289  - 12”9-l-to state that batch analyses data ‘may’ also bkprovided for other batches. 
Batch analyses data should ,not be  required for support ive batches including feasibility ;~procd$s evaluation, 
formulation studies and  batches prepared for registration in other regions.“’ “’ ’ ” . 

From the point of view of sound’ science .as’&ell as that of regulatory 
compliance, specifications must be ‘established an,d justified based- on’ a ‘body of 
data that demonstrates that said specificatiions are scientificai’ly sound and’ ’ 
appropriate for compl iance with the drug CGMP. ’ 

4. a>“- i i i _./l”,ll i; , __ , 

As written, “Batch analysis”data 8ibtiid alsq ‘6; proGd&df& any other b&h& ttiat are 
being used to establish or ju&ify”$p&fica&%s and/& &$luak ‘&rG{kti~y in rkn&kturi~~,” is 
consistent with the drug‘CG-MP and needs no-change. 

If an applicant feels that data. from some batches need ~~be!‘included, 
then it is their right, subject to inspectiona/‘reviewand:thc;; pen&y of lab, to ‘omit 
any batch analysis or other data that they choose f’rom~their appkatibh”. 

.“, .,~ ._ 
.(^ “,“i” ‘Aftft’ef all;‘:kiidance is just .tfiat‘g.iaahc& i-,@ ;y~.-igtldiir~ ~ + 

* , ,_/-,L ,: : I_” ~__I i: x. -- “98 i.‘. 1  . i..< _-, _  , 
_. 

.:j ,,J ,,., -; ,,jj &>>,5-24. :‘ ,,‘,,‘,.I’,.. ;, , _,, _  i‘” _: s1 -i l..i..,o~.. ,- j‘ 
;- ; , “, . ,:’ _  : 



Therefore, this reviewer must, for the, reasons stated, also object to the 
change proposed. 

- 
“Section VILE. Characterization of Impurities <. .,k” .A” *.l,.,f I 
The list of expected impurities is inconsistent $&--@,e ,$,I guidance on Impurities in New Drug 
Products. Leachables, from the contamer., closure system are not included as impurities per this ICH 
guidance.” 

Again, ICH guidance is not law. 
It does no-J’override sound science or the requirements set forth inVthe, drug --lh,r<. -s .,,,, _. a/,, *;‘.,e ;*a‘. 

CGMP. / ), ,I )I -~ ,..- ,_,,, ,,*< 

Since “leachables” from_container closure systems and label,ing have been .i”_ ‘“. /i*u .+*, ,~,..-~“~,~rp,“~~~~~~~‘, , 
and are a recognized problem that has: ,,a), in more ‘than’ one recent. instance, 
adversely affected product safety and b) repeatedly led to product recalls, it is 
appropriate that the Agency include them as “impurities” in the drug product 
that a firm’s application should address.. 

Based on the, Agency’s findings, one wouidhope that the--lCH guidelines will 
soon be appropriately revised to address what, is:, obviously a’ product 
contamination ,anVd,product safety issue. 

“Section X. C. Stability Data 
Please clarify lines 1570-I.571 by defining ‘stability study report’ because this may not be common 
terminology across the industry.” 

. Based on this rev&$er’s experience and interactions with colleagues from 
other firms in the pharmaceutical~and -c-he-mica1 induStry,.“most”u;;;ie~~~anb what 
a “stability study report” is though they diffe~‘gn”ex~~~~~-~~hat information must be 
included therein. 

Linguistically, ‘in the context used the definition. seems to” be almost self \ i .,^ )I _,* ,. , > ,,“, ,.,* rl. .Io, ,.~ .“;*,“““ir: /l*j “* i$o,.&<~, %.“.,” .~“,a .. i. _. * ‘,.::” ;., 
evident, any report generated by the stability studies being addressed. 

If the applicant does not formally summarize”the stability data into written 
stability reports, then that ‘fi‘rm, c&n s.imply submit the appropriate portions of 
the CGMP:mandated “‘laboratory record (23 .CFR, 23,&,19$) that is required by I -.-“w”,- ,Y/, *Y ,_“,, ,**sryi;*,.,;‘& **_ 
Subsectiqm^(e) to be maintained for each stab~ility test: 

“Section X.C.3 Stress Studies 
Please clarify lines I6 I7- 1618, to state that results from’ drug product stress testing and thermal cycling 
should be provided if used to support the product’s labeled storage statement.” 

This reviewer disagrees; all are requested and ali should,. be b,ecause”,t,hey ” 
serve the other purposes stated in Unes,KJZ ,?.Ki!l,e. I ,., . .\c .., (,, 2 I 


