
A REVIEWOF FORMAL CQMMENTS.TO,+BLICDQCKET 02D-P526 

“Section XI1.A. Executed Prod.+ Records (R. I. P) ’ 
I 

Lines 1799-1800 require only one representative EPR to be submitted for an NDA. Please,iclarify lines 
1803-1804 whether one representative EPR would be acceptable for submission of an ANDA also. One 
batch record clearly represents the product manufacture, multiple batch records in a submission contain 
very redundant information.” 

The commenters seem to have misread Section XI1.A.I. 
I 

The EPR discussed inlines, 1%9-18iIjcjd is but one of?he EPRs reduired for 
NDAs as the narrative in Lines ,180?-f~~,3~clearly indicates, “DiScussi$ ,pf which 
EPRs should be included in the NDA can be rd topic at pie-l@%nieetin$’ . ’ 

In the A~NDA case, the batch records submitted’serve: a) to establish that 
the batches listed were indeed produced in a controlled manner that is 
consistent with CGMP as well as: b) to provide details as to differences, if any, 
among the records. 

In both cases, the EPRs are thus J-I& at all redundant. 

. ,  .‘ I__,.  1; .  ,  ” -^ - . I  
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[Note: The original comments are quoted in a condensed font (PCI-~E~U~), the quotes 
directly from the draft gu’idanc6 51% quoted. in ?I stylized ,font ‘(lydibj dhd this 
reviewers comments are in a publishers font (News Gothic MT) to make3 easier for 
the reader to differentiate the “speaker” in the various text passages that follow. 
When the commenters quote the ‘draff guidance, the italicization tt)at J&J 
introduced is preserved within J&J’s quoting thereof.] I 

i 
“Provided in the General Disctission Section are the general impressions of our scientists 

including comments on issues of greatesi cdncern to our business. Olher comments, as well as those I “” 
discussed in the General D.iszussion Sec&n, are presented in &e Comments Section by sect&n and line 
number. To assist you during the review, the draft guidance text appears in italics.” 

I‘ General Discussion: 
The foll6wing comments are intended to promote further discussion and ultimate $-eation of a 

scientifically-based, informative final guidanck- f& Drug” ’ i&duct chemistry, Manufacturing and 
Controls: ” 

While this reviewer generally agrees with the sentiment expressed, this 
statement would have been more meaningful if the phrase “scienti{cally-based, 
informative” had been “science-based, CGMP-compliant.” 

After,.all, one can scientifically structure a document without including any 
science or, for that inaft&k,~ tiny t~>ifittiat’demonstrates adherence to C@$l’P*iri it. _,,. 

“This draft guidance appears to increase filing requirkmk& in many areas and/or’ introduces 
requirements that have not been historically p&-t of CDER filings. The collaborative work :from CBER 
and CDER on this guidance may h&e precipitated t&se addi&al requ&mdnts. If so, inte&ve ongoing 
discussions between FDA and industry are recommended and non-essential requiremen& should be 
eliminated. ” 

First of all, guidance cannot introduce requirements’- it is only guidance. 
Second, all that the current draft guidance seems to do is suggest means 

by which an applicant can incorporate into thei~“~~p’li~&ibti‘ proo;fj-yh’af ffi&y” 
understand and are intending to produce their &ndid&3” drug pfoducf in full 
compliance with the clear written requirements- of the drug CGMP regulations as 
set forth in 2 I CFR 2 IO and 2 I CFR 21 I .: 

Thus, this reviewer sees no reason for any “intensive ongoing discussIons” and, 
having carefully reviewed the guidance suggested sees ~~0 instance wh;eie there 

>,I is “non-essential” guidance that “should be el&inaiZ.‘i ‘- - ” 
. . ,. 

That the Agency is finally upgrading its guidance to address all areas of the 
drug CGMP, a ‘historical d‘eficiency in the prior guidanc&;krid provide! “g;j’id&ke” 
as to how ati applicant can demonstrate compliance should be applaudkd. 

“Where CDER and CBER filing approaches differ, scientific requirements ‘can be met by noting in the 
guidance that certain requirements pertain to specific drug product categories. Greater use of cross- 

., - , ,’ .“.S ; i, 
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referencing may be possible where new filing requirements du$icate informa6on~ traditionally filed in 
IND Amendments. Sir&rIy, it ‘would be’;ery.benk~di~l’~~thIe draft g&&nce identified ‘Ghe$her specific 
sections applied to NDAs, ANDAs or both. This wouSd decrease potential confusion’ and filing 
requirements for industry. Finally, verification is requested that existing DMFs will not require 

reformatting into a CTD format. (Section: 1I.D. Line 216)” 

Again the commenters.confuse,, the general guidance being provided with 
“requirements.” 

In general, all sections in the guidance apply to both ANDAs and N’DAs and, 
where differentiat/on is n.eed.ed, the guidance cl,early provides’ it. L 

Finally, the comment concerning the reformatting of existing ‘DMFs is 
appropriate to “CDER’s. Drug NlPster Files guidance” - not to the current 
guidance 

I .” 

“Clarification is requested regarding FDA’s position on Interim Acceptance Criteria. The draft guidance 
addresses the use of interim acceptance criteria when ‘occasional’ uncertainty due to limited data and 
experience with the product and scale-up of manufacturing process exists. (Section VI1 .F. line 1480) Can 
FDAprovide guidance on what is meant by ‘limited’? %an~‘FbA clarify whether the failure to meet the 

interim acceptable (acceptance?) criteria would result in batch failure on release?” 

The commenters seem to be confus,ed. about .what th,e guidance ‘suggests 
and to have, by severely editing what was suggested, distorted the ‘guidance 
being offered. 

The guidance states (emphases added): 
. “1 i, L 

“0 Acceptance Criteria 

. . . 
Occasionallv, an applicant may wish to propose interim acceptance criteria for a specific test because 
there is some uncertainty whether the same type of results tiill continue to be observed. for 
production batches. This uncertaintv often occurs when (f) there are lim ited data available at the 
time the annlication k submiited”and/or‘(2jthe manufa~turing~e~f~u~~ batches will be 
different (e.g., scale, equipment, site) from that used to produce ‘the ‘batches -used ‘t=oFthe 
application and the effect, if any, of the’differences has yet to be characterized. The proposal should 
include the (I) reason why the interim acceptance “criteria are being proposed, (2) ! number of 
consecutive production batches that will be produced and, tested and/or the time frame. before the. 
acceptance criteria wilf be fiialized, (3) data analysis plan, and (4) proposed reportin~g mechanisms 
for finalizing the acceptance criteria when the proposed finaT acceptance’Ci;itdria‘are tighter; broader, 
or the same as the interim acceptance criteria. An applicant shoufdnot propose using kite% 
acceptance criteria as a substitute. for providing recommended ‘or agreedUupon (e.g.1’ at ‘pie-NDA 
meetings) information in an application. For example, proposing interim acceptance criteria would 
not be appropriate when the stability data package recorii~~~a^~~;n‘the‘ItH guidance Q(A: Stabi@y 
Testing of New Drug Substances ~ilij Pro&&‘i& not been provided.34 For NDAs, finalization of 
interim acceptance criteria will be a Phase 4 commitment. -’ 
34 For those applications that fall within the scope ofG1A.” 

Since the guidance in this area begins by stating, “Occasionally, an applicant may 
wish to propose interim acceptance criteria,” the use of interim acceptance criteria 
should only’ be proposed when the applicant cannot (a has not botihered to) 
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acquire Siiffici&nt‘-data ,for the, t& cry Question ‘to project definite acceptance 
criteria that the batches,@-ug product will meet that-@ %p@rdpriately’ inside of 
those criteria permitted for the drug product in commerce. 

Thus, it is obvious that the term “limited ‘dda” ap$i& to the scdpg ‘Gi“ihe ;~I ” 
data and not to the ?umb& of values. For example, &I $$3A’d~‘NiIA ‘appiidant 
isw orking with an API that hasnoJ been manufactuied for a pkribd of time 
sufficient to estab-lish valid process ranges for the critical property the test is 

, 

designed to measure. ,In, such .cases, the applicant may, based on the 
availability of only one or two lots of the API, be forced to propose interim 
particle distribution specification acceptance lit-hits “&-&I ptit?/c& sit& . 
distribution is a key (critical) API property. 

However, the applicant is in d b&tter pbsition than the Agency to determine whether, or not, the -avaiiable”~~~ta“is. “lirnif&p “t‘ij fh$‘gifefii‘ th~~t’“~~e’,‘,ininrim 

acceptance criteria” approach presented should be used. -- 
,I^,” ,, 

Given its inherent complexity, the Agency rightly concludes that mast of-the 
time applicants can set definite acceptance criteria that, as they gain eiperietice 
in producing the drug product, they may revise based oh the resu!t$ of-their 
“annual review” of the drug product. 

[Note: For example, based on the observed batch uniformityof the final bledds from 
the initial production, the fiiti’ t?iay‘%t ‘“a “tatilet “weighp acc’efittitice spedification a%s /b, ,**a_ _., ,‘V’ . xI,.,lia,/ ..~I I, 
from a) the batch targkt tieight’(2@I if-rigj tb “ti)“fh&%$tih Target wetght + 10 mg 
(210 mg). Subsequently, a review of the prior year’s dat‘a’finds that the firiil blends 
for the batches, though within thea pproved production limits, are not &ite as 
utiifot-m as origintilly proj&%ed. The firm can then ctiange its wei#i~~rig~ from 
“200 mg to 210 mg” to “202 mg to 206 tig” tom red&%’ confent v$riabilCtj?&id- file 
the change with its annual fepoi-t’.] ’ -. 

..(_. j 

Thus, the Agency rightly leaves it up to;the ap,plicarit to determine when 
they have a “limited d&a” case. 

The drug CGMP regulatiohs- explicitly require a drug product batch to meet 
all of its batch a,cceptande criteri‘a including st$ist&l quality control criteria 
(21 CFR 211.165(d)) as a condition of the release*oi t,htit batch from pye stage 
to the next and fdr re!eas&e fqr d.istribution, 1 ” “i 1 j _ ; “~ 

Thus, there is no need for the FDA to commetit in this re&-d. 
” ! 

“The draft guidance statement regarding inconsistencies between procedures published in thk European, _ i I .; ,a ,._ aII ,.: _ , ” ,,,-.. ,,_/(Y_ 
Japanese and United States Pharmacopoeias is incomplete. As stated in the draft gmdanc&,~“:YwKe~e the 
texts differ or w&e?- there is 3 dispute, the result obta&Gd~f~ok &e ‘LISP procedure is ‘cdnclusiv&.” 
(Section V.I.A. line 1045) The use of the USP prkedure however, may’kkinappiopriat6 for’any number 
of scientifically justified reasons. A req&em&t that jukification be given f& non-use should: be added to 
the draft guidance statement. The statement should be revised to read “. . . where the texts diffei or *here 
there is a dispute, the result obtained from the USP procedure is conclusive. If the USP ptocedure~ can 
not be used, scientific justification should be protided.” 

I 

The FDA cannot ignore the explicit requirements written into the law (the 
FDC Act) governing the manufacture of drugs. I, 

j, .; 
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,That law makes the _ requirements of “the appl’ic&~e ~-‘-&p, ?‘VK’ or 
Homeopatbic Phartnacopeia of the United States (“HP-US”) the sole final 
arbitrators ONLY for components ih commerce. “’ ’ ” .‘-“‘” “‘” .’ “- ‘ 

From the point of view of science, there is no time that an approved USP 
procedure for an excipient cannot be used. 

The reality is that excipients from certain sources may not meet the 
requirements set forth in the USP, NF or the HP-US even though they’may meet 
the requirements established in the rP.or the JP and vice i$r~$.~~‘ -‘“’ ^.. ‘“’ ’ , e_L_ ‘.‘- I. .b”, ,x )_ ,” _“,.. )_ ,., ” ,. ,I 

If a compendia1 ‘%nijoii&i~d oes not meet the. requirements ‘set fortli^in an 
official compendium, it cannot, by law, be used in the production of an FDA- approved drug product for v;“hikh ttiere.is an .officia.l ‘ilsP~~~m;onog’rs.p”~. ” -,I’+ ./x ,‘,.j ,.I. _ ~( ) 

Moreover, the use of such in a new drug product will require the applicant 
to work with the USP to have the official component ‘monogrdph (USP or .NF) 
modified or a new monograph issued before the USP issues a monograph ofthe 
new drug product or risk having to cease manufacturingthe new drug ~product .: ._. . . 
when the USP monograph for the neti drug prod’ucf^becomes official. ’ 

.,,_. j I 

Therefqre, the -Agency should a ma-ke the”change proposed’. ‘- 
I 

“If multiple manufacturing sites are planned, it can be valuable. to. consider data from these sites in 
establishing the tests and acceptance criteria.” (Se&Z’V.lI~F. li ne” ‘*‘q3) TE;e st;iem;nt iy-d”&g Ae 

use of data from planned manufacturing sites to establish tests and acceptance criteria is confusing. This 
statement appears to be inconsistent‘with FDA’s position that site-specific stability data is not necessary. 
Further clar$cation would be appreciated.” I _;_ _,_ ).., _,_,.i ,i, I’*.* -, :,, :< -_ .,_, . . . 

The guidanc; proviJeb is job~est&/i’ir;ing I’acce.ptance.~riteria,;:.forl.t-he;tests ^C -: -‘-.. -” 

that an applicant is proposing. 
Rightly, the Agency recommends including test ‘data from ‘samples ‘from 

multiple sites when the use ~~ ‘multipi:e~ .manljiiact~~i‘;rg ‘SLjl~~~ ‘is’pldrin.k’a“‘s~~.that 

the confoun.ding effects, if any, that are site specific will be properly recognized 
and incorporate’d into the ~cc~~~ar’ide’~~;i3cificatibi-;s’o~~ ‘being ‘proposed. ‘- 

No where does this guidance propose that the, data being incorporated into 
the setting of the acceptance criteria for the production of the drug product are 
to be from stabjlity data - rather it sim’ply recommends that, in such instances, 
the applicant would do well to generate data from multiple sites or risk, post ’ 
approval, finding that batches produced in a given site fail to meet the 
acceptance cri’teria estaljli’~hea‘in”~~~.~i’rm’s ayjpi-ove’di“fi’lin~, ‘ ’ , -1 __ %W, ” / 

Thus, the Agency’s guidance recommends a scientific&/y sound and prudent 
course of action for those who contemplate manufacture in multiple sites. 

_ , 2 
“Clarification is requested on the level of testing suggested for non-novel excipients by the sponsor. The 
statement ‘A certificate of anabsis (WA) f rom the manufacturer and the test resultsfrom the same bhtch from the 
drug product manufacturer should be providedfor the cimponents described in P. 4’ is co&.&g. .The guidance 
seems to suggest that the drug product manufacturer may not utilize vendor CO& after the vendor has 
been qualified. 

s ‘_aII,/w,. ” -- .” 
Will additionai. G&ng (beyond Appeara&‘and . Ident&cation) by ‘the ~drug p;ioduct 

manufacturer be required? (Section”V1 .D. line l‘os9). The inclusion of a complete listing of ‘FDA- 
recognized standard references (e.g. AOAC International Book of Methods.. .)’ in the guidance would be 
extremely useful.” 

,.. ,. 
* , 

-_ ?P4 . - 1 . ., : 
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‘” There is  ,no contradictjon,, between ‘what the guid’ance ‘ requests and _ the . > / ,, ” ,_. Sll_, “Pl 
routine, post-approval practices available to the applicant. 

The guidance s imply  requests that, for the lots  used in the application, the .Y .x  > /“/ ..,., X,^ i.-^i,i - 
applicant provide both” the %$ificate of analysis (C”A)‘from the mdnufacttir$ of the 
component and “the test results  from the same batch from the &-yg product manufacturer.” ,- “.. .x ._” 

Currently, the drug CGMP requi‘res 
Identification) by  the drug product manufacturer.” 

_ “additional testing (beyond Appearance and 

/ 

Unles s  the manufacturer develops , va lidates , a,nd us& spec i”fi6 idhtity  
tes ts  (and, in general, the “Identification” tes ts  i,n the”USP and ‘NF~$%‘N~‘O T  
spec ific),  the drug product manufacturer is  currently required to do full 
compendia1 tes ting on “representative .Sampl& from each lot of each shipment of each 
component. ” 

In addibon, when other tes ts  (such as, flow, affinity , compressibility , 
surface roughness, bulk  density , tapped density , and intrins ic  disso lution) are 
c r ibca l to .t,he d,jffere,ntiation between lots  that should produce acceptable ,, l,.‘, ,_ , _, / x  ,,_ .~_ ilv  “” .\_.,< ._, : .,,,.“a.) . ..- a ;~, :, ” _ ..A +&.% *1 ,a” I< ” 
batches of the drug product and lots f hat will not, the drug manufacturer is  
required to develop and perform such tes ting on appropriate lot-sh ipment- 
representative samples  from each sh ipment “of each lot of each component. 

Because the lis ting for FDA-recognized s tandard references @ould be 
required to be updated annually  and readily  available from the FDA’s  web s ite, it 
would be inappropriate to”inc lude‘ttiem in this ”guXjnce. ’ ’ 

,. “. \ 

However, a reference to sa id document fis t and its  on-line web address 
could be inc luded in the guidance to address this  issue. <. ,I -I :;.* .‘_, .&\‘h ‘:^; 3. .._i T l~erefore, th,s  re(iieG ir,“agaii~ re~~~~~~~~“s ’P~~~~~~~~h ,a liit. 6g+$...e)obed” 

and a reference to it be provided in the guidance (see reviewer’s  ‘review of 
PhRMA’s  formal docket submis s ion). 

:_ 
_. 

“Our  s c ientists are concerned that this.draft guidance greatly expands the requirement for identification 
of impurities in exc ipients. The draft guidance states, ‘All expected’ drug impurities’ (e:g., “degradation 
products of the active ingredient, res idual so lvents, enantiomeric impurities, exc ipient degradants, 
leachables from the container/,closure system). should be listed in this section of the ap$ication whether 
or not the impurities are included in the drug’product spec ification.” (Section VII.E.l line 1343) This 
statement appears to imply that stability indicating methods should be developed by eitherthe-vendor or _, 
sponsor for vast  numbers of potential exc ipient impurities and degradation products. Limits of detection 
and quantitation would potentially-need to be set on a product-by-product basis. The enormous effort is  
s c ientifically difficult to justify (especially for oral or topical drug products) and is  extremely burdensome 
for non-novel exc ipients. C larification from FDA Gould be .greatlj,,,reCi,’ “. ’ r  

. . . . .*/,-, -  

Firs t, the draft guidance s imply  requires the applicant to lis t the items  - 
not, to develop s tability  indicating methods, set limits  of.detection, set limits  of 
quantitation, and tes t for ali’such.” ’ ’ 

i_ 

Obv ious ly , the Agency .expects the component manufacturer. to ‘know the 
compositional make-up and s tability  of the components that it manufactures for 
use in the manufacture of drug products. I 

However, as s tated initially , this  sect ion only  asks  the applicant to lis t all 
such. 

” _(._ ̂  . . ‘.“:, .I.. 
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, 
The real impact of an applicant’s doing &hat is suggested -Gould be to 

eliminate those vendors that cannot supply the requisite data from the 
applicant’s approved vendors list.‘ ’ *” 

“Additional clarification is needed for the following statement: ‘All analytical procedures for excipients 
should be validated. (Section K.C. line 1062) Compendia’1 procedures are well’characterizkd, validated 
methods and generally should not require additional validation. Manufacturers however-should ensure 
that these methods are appropriate for specific drug products. We propose that ‘All’ be ‘deleted and 
‘appropriate’ be added to the statement. The statement should be revised to read ‘Analytical procedures 
for excipients should be validated, where appropriate1 “’ 

Given the text which follows the quoted portion of Line 1062, “Whenanalytical 
procedures from the current. revision,of an official compendium or other FDA recognized ‘standard 
references (e.g., AOAC International Book of Methods, analytical procedures from EP or JP that are 
interchangeable with a USP Genera/ Chapted are used, they should be verified to be suitayble under 
actual conditipns of. use,” the definition of term “validated”-. used here: includes 
“verified” when the analytical procedures are from recognized sources’, it would 
be inappropriate to make the change suggested. 

1. 

If alternate wording is needed, perhaps the Agency should consider the use 
of the phrase “qualified under the actual conditipns of ke" in place of .the word 
“validated” with the understanding that the requirements for compendia1 and 
recognized procedures are less than for applicant-developed procedures. 

/“Comments +ction: wPa;f,I& i“, ,C<.“?~ ‘,, .* / _. I _, .1 -i- ,‘” ..* ./n l,/,~‘~$___ “,, ‘i’ ” <I’\ ~~,..!“l.......“~ .,, . . :;i “*,*.i,;.t /, ..,:..., .‘. i.., “‘ _* 

IIIC - Line 2.65 
Please change the following statement~td read ‘In some instances, the Gmposition of d&inct sibformulations 
(e.g., cores, coating) of the drug product may be listed separately in the cbmpokion statement.‘” 
“IIIC - Line 269 

I ./ 

‘In these cases, the composition of the immediate release and extended Telease portions of the drug p&duct ‘may be 
listed separately.’ These changes are suggested to provide flexjbility in the presentation of ir&o,rmation. In 
some instances it may be more illustrative to include both subformulations in the same table.“’ , ,, .~, ,: ,“~ 2 “I.. .” ‘, 

Since this guidance presents suggestions and not requirements’there 
_ -‘ 

is no 
need and the commenters present no ration.ale to justify”the change suggested. ,1,. .* .‘,... ,_ 

Moreover; the text as proposed in the draft is rational and shouTd; facIl!tate 
the reviewer’s assessment of the applicants’ submissions. 

Finally, provided they are listed separately, the guidance as written, does 
not specify separate tables, and the examples provided do not show the 
information in separate tables. 

For all of the preceding reasons, this reviewer cannot support U&changes 
recommended. ,_ i 

“IIIC - Line 358 (footnote 1) 
‘Equivalent to 50, 100 and I.50 mg, respectively on the anhydrous basis.’ Does this suggest that po~eicy should 
be reported on an anhydrous basis ? We request guidance regarding how potency should be reported, as 
free base/acid or salt form.” 

:’ _’ 
:‘,: - 

_ _, .,. ,‘..*_,_ ” ’ “A ,\-.,;i. :4.,, .,.. ,%‘,... ). ,; ., ,- 7 c “’ ‘,‘I; ’ 
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Lines 34X - 345 clearly address the reporting issue and, ‘thus, no .I ,., / > r* .* % ‘&VA ~ I 
additional guidance is needed. . , 

“Part IV 
IVA. la - Line 394 
‘For example, ifparticle size is expected to influence the dissolution rate, drug product testing should be conducted to 

-,’ / 
support the appropriateness of the test and accept;j;;ce-~r~t~~i~for the drug substance particle size dis$;bution.’ We 
recommend the.following be added to the statement above ‘Dose Volume term > 250 mL (BCS Category 
2 and 4).’ The statement .should‘be revised to read ‘For example, ifparticle size is expected to influence the 
dissolution rate (Dose Volume term > 250 mL (BCS Category-2 and 4), drug product test& should be 
conducted to support the appropriateness of the test and acceptance criteria for the drug substance particle size 
distribution. “’ 

Knowing that particle size distribution, as well as other critica;! variable 
factors, may both directly and indirectljr affect dissolution, ttiis reviewer’s 
inclination would be to suggest ‘that particle-size distribution effects be 
established and documented for the particle size distributions effect ion batch- 
representative samples evaluated for drug-product uni’formity and st,a$ity with 
respect to the observed sa.mple, and projected batch; distribution of: a)’ the 
dosage unit’s -weights; b) the contents and specific contents of each ,active; c) 
the availability and rafes‘of release of~‘eadh active; d) the key impurities; and e),. 
in some cases, manufacturability. 

‘TVA. Ib - Line 409 
~‘The compatibility of the drug substance with the excipients used in the drug product should be &cussed if 
formulation stability data suggest potential incompatibility. The state&knt i~-$?;‘*;~ $-;-a‘i’ -;d-Yie,t 

compatibility‘ studies are re$&ed. 
..gca;;.& ,~~~~~~~~~‘.~~~~a~~~~l~~y,, is_ gften ca;ri;a A&” ‘ai i;arc of 

formulation selection studies, compatibility studies on drug substance and individual excipient should not 
be performed separately.” 

Contrary to the suggested wording change, the draft language is what 
should be suggested. 

The appl’icant should discuss the compafjbility of the drug substance even 
when the data clearly show that they are compatibie. 

Obviously, such discussions must be supported by appropriate studies. 
Moreover, as written “compatibility of the drug substAnces with the: excipients” 

(collectively), the guidance suggests fo<r them to be studied ‘together 
inferred individually. 

_ +,_ .N. ~ , a{nd JX& as 

If the intent were to suggest indivihual ‘testing, the language would have 
stated “compatibility of the drug kubst‘ances G&i” each2 of (‘the k$i$nts used.” ’ . : 3. 

‘TVA.2 - Line 45 1 
_A, , . 

/ ,. ,_ _‘ _,_ ..- ,.L_*_” , r,, ” I‘ 
‘An applicant may wish to discuss the. use of noncompendial-non-novel excipients‘with the‘ app;op&te review 
division prior to submitting its application to ascertain the level of f sn ormation that Would be &rranted’“to sujp~ort the 
use of the excipient. “’ 

/ 1 

Given the Agency’s goal of reducing the length oftime between abijrioation ’ ’ 
submission and application approval, the “& &kouraged ‘to” ‘language fin’ the draft 

+is more appropriate than the alternat@ proposed.‘ 
” / 

. .._. _ 
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I 

,_I If any change is  warranted, the j&t-aSe “is  -houraged to” could’ be s imply  
changed to “should” in kekpingtiifh the guidance’s  overr iding g6al of p’resenjing 
the Agency’s  best thinking on how an appl’idalit ~i~~~~‘id~~~~ a~oiif”p~~~ring”th^e 
Chem.istry,, Manufacturing,-and cotitf.bls s ’gcG6w.s‘oi”a’n ‘ap;‘p‘iicafi;n.’ ,_ .* <\ ^  * ;_ 

‘W A.2 -  Line 456 
‘l __ 

.z_ _,,. 
‘See sections VI and XI Cfor add’t’ I Ional guidance on the information that should be submitted to support the use of this 
Tpe of exc ipient. ’ Please,define the term non,novel (e.g. used in JXI, listed in Inactive’ rng;ehietit G&le, 
etc.).” 

The term “non-novel,” as it applies  to exc ipients  used in drug product 
formulatiqns , means, ,any exc ipient that has been previous ly  used in on’e or tioie 
approved submis s ions  for .a drug product of the same type as the aljplicant is  
proposing. 

Obv ious ly  the complete set of terminology pairs  for exc ipierits  is : a) 
compendial-non-novel, b) compendial-novel, c )  noncompendial-non-novel 
and d) noncompendial-novel. 

“IVC -  Line 580 
‘A table should be provided that compares the equipment used to produce c linica l batches that suppdrt ejicacy  or 

.,l : 
bioequivalence and primary stability ‘batches tb the equipment prop&ed$[for production batches.’ l$e’ FDA has 
sought to s implify equipment comparisons and has issued’guidarke (e.g. SUPAC~E&ipm&t’ Addendum) 
to ass ist industry in “&s&&ng &n&& scare “&d ~%l&zior;‘~~u$k’Zt ‘in Z%n&er’ tT& &d;;v~ for rapid 
rev iew and approval. C larification is  requested regarding whether a list  of eq&pkent, Us ing ‘he table 

, format and t&&nology iecomtiended int&e’SUFXC ‘gi;ida&e is  sa&fact&y .” 
),/,., ., 

Only  in cases  where the dr,ug p,roduct proposed is  covered by the “SUPAC 
Equipment Addendum” would it be gpb,opri:af& fi, bse the fo;Gat .j’aiic l 

terminology recommended, 
information being requested. 

provided that information provides ; all the 

‘W C  -  Line 580 
Please change the statement to read, ‘For equipment of different operatini design or prikiple, a table 
should be provided that compares the equipment used to produce c linica l batches that support eficacy or bioequivalence 

and primary stability batches to the equipment proposedfor production bqtqhes. “’ ,.. -, j 

Regardless of the apparent differences  or lac k  thereof, the applicant should 
submit a. table that compares the eqtiiljmtitif’ ‘us&d iti the ‘key  s tibmis s ion 
batches spec ified to the equipment proposed for the production batches. 

Notwithstanding the permissions convey&d-by SUPAC, ‘the a,6pli<titit bears 
the burde,n,of proving what,they are proposing to do is  s imilar enbtigh to-what 
has been done to en$ure.jhat jhet-F.,is  little or no ris k  qf I;ignific&nt d?ti’g-pidduct * de”’ _’ i ,” I, ; :. 
uniformity  changes between th”e equipment and sca le that has b&n.“ti$ed .and 
the equipment and sca le that the applicant, @r@oses  to use for’ full-&ale . 
production. 

,-.,,,_ ,_ ._ 

This  reviewer (having some experience with formu1ation.s rangi&“in sca le 
from 0.75 cu. ft. [0.0*2 CU.‘” mJ to 17’5 cu. ft. ‘[5‘ cu’. m”]) has been Iri several 
s ituations  where ,,e,.:firm ._ ,( .., .._ ._. :. ^. [Filed .~ *( *ye to recognize the negative “‘-‘-“‘. ‘y y ,~ -;,, I i_ __x ^ ,_ .,, __ ; impacts of sca le on 

I, i -‘i, 2: .; -‘, ._/j’ _ 
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, ‘niateria,s a,nb found thaf ‘*simp’ly” s(a,:ing* ~u’p“ &‘g ilji~~,uctio;n..;~r~~~s~;,...whi,~ 

“permitted,” produced drug-product materials that failed to meet.: the drug 
product’s in-process and/or release specification. 

For all of the preceding reasons, this reviewer opposes the ‘change 
proposed. 

“1V.C. - Line 584 
‘The table should ident (I) the idintity (e.g., batch number) and use of the batches produced usinh the specified 
equipment (e.g., bioequivalence study batch # 1234), and (4).any signijkant equipment’dij&n&(e.$i., ds$rent 
design, operating principle, size). ’ Please include in this guidance a representative table of equipment similar 
to that provided in SUPAC Equipment Addendum. Alternatively; a cro& reference should be provided.” 

Agree with the commenters that a detailed example table would ,be useful 
to include in the guidance. 4 

Because it might mislead those whose products fall outside of SbPAC, the 
guidance should _not cross reference the “S~PAC-Equi~wikrjtAddendu’~;;:‘i “- ‘ : % 

“IVD - Line 589 4 

‘D. Container Closure System (P.2.4’) W e recommend that the container-closure section be clarified and . . ,_ a..- _,... * ._ a1 _) .I r 
generalized into a broad outline of the information contained in FDA Guidance: Cont$ner-Closure 
Systems for Packaging Human Drugs and Biologic%, followed by a reference to the FDA ‘Guidance: 
Container-Closure Systems for Packaging Human Drugs and Biologics for more specific information.” 

” 

“_ .I . !_ O( 0 

:  .,)’ _,, 
.. j , 

“IVD - Line 596 A,.. 
For clarity, the following sentence should be revised to read, ‘A brief description of the container closure 
systems listed in P. 7’ should be provided. Any special .storage and transportation container closure systems , ,) ,I -” 
that may be necessary for proteins or ‘other environmentally sensi&e”drug prod&& “sh;uld’ also be 
provided.* j 

“Part V 
VA - Line 695 I 
‘Addresses forforeign sites should be provided in comparable detail, and the name, address, and phone:number of the 
U.S. agent for each foreign drug establishment, as- required under 21 CFR’ 287:40(c), shoul‘d Ibe included.’ 
Maintaining accurate and current information in the NDA can be problematic. Please provide guidance 
whether Form FDA-2857 (Drug Listing Requirement) may be used alternately to provide the detailed 
information requested.” ). ,. __ :. ‘- 

Maintaini.ng accurate and current information in compliance with 21 CFR 
207.40(c) in any “CMC” document being prepared for submission can be 
problematic. “, - .: 

However, because: a) the applicant has more “control” (influence) over’ and 
interaction with the foreign firms it is proposing to reference in an a’pplication 
than the FDA; b) there is no assurance that the-Form FDA-2857 data, is up to 
date; and c) the applicant has the responsibility for submitting; accurate 

._’ .I -‘, :.., ‘,_,, :‘ ‘-- _ ._ ‘, ‘_ , 
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information, it would,indppropii;ate-t6-suggest that an applicant can,:rely on the 
information in the Form FDA-2857,database. ^ 

Of course, an applicant is free to use this approach when the firm ‘is certain 
that the foreign site maintains an accurate and-up-to-d6te-Form-FD;A:~857 that 
provides all of the information requested by the Agency. 

“VA-Line7 10 
‘Tofacilitate pre-approval inspection related activities, it is recommended that the name,’ teie~~o’,e;‘f~~‘~~~~~~ and-e: I., .~,,_ 
mail address of a contact person be providedfor each site listed in the application.’ See comment ‘to L’&e 695 .” 

+, ,,_ ‘“.,, ,_I;: I,, (.( “‘;‘i :- ” .i. ‘ -.-. 1 ’ . ,_ 
Please see this reviewer’s,,comments to the’ prior entry. ” 

/ 
,” %,.a ., ..* ,,. ^_ 

“VB - Line 748 
The section ‘Reference to @a&y Standards’ is redundant as this information is &kady provided in lines 304 
through 3 15 of the draft guidance .n 

^_ 

The commenters are’coriect, but no^point is made as to what action, if any, 
the commenters’ think shou.Jd be taken to,add,ress this redund:ancy. 

Perhaps, the commenters’ concerns’could be addressed by replacing the 
wording in the second instance with a reference to the first instance such., as: 

“The suggested information forreporting in this section is the same as the 
guidance provided in the ‘corresponding text- in Section “i‘ll.‘ c. under ‘the same 
heading, ‘0 Reference to QualityStandards.‘” 

..~, L - 

“VC _ Line 824 ” . . _ 

‘A statement sho.uld be provided that ruminant-derived materials f rom bovine spongform encephaiopathy (BSE) 
countries as- defined by the U.S. Department of Agriculture (9 CFB’9>. 1 “I) ~- are not used or manipulated in the same 

facility. ’ This information should be’provided in ‘Se&k XII, IG$kal Information.” 
4 

I., 

This reviewer thinks that the inclusion of the simpie statement quoted is 
appropriate where it is. 

.I _.. 

However, the guidance should be.‘modjfied to provide a section in Section 
XII that spells out, for each referenced site, exactly how the site ensures 
compliance with the commitment made in Sectipn V. “C. 

__ t I, 
1 

VC.2 - Line 849 
“Steps in the process should have the appropriate process controls identij?ed. Associatednumeric values can’& presented 
as an expected range. All critical process controls shouhdb “.’ e &luded in the descrip’tlon ofthe manufacturing process 
(MPB or narrative).” 

: 

The revision in the language suggested would place the guidance at odds . . .n ..“...r_ ,” I 
with the requirements for process controls set forth’ i’n 2 1. -CFR 2 I 1.1 IO and - 
2 I I. 160, and the other areas of 21 CFR2 IO and 21 I that mandate controls. 

Therefore, the guidance should remain as drafted, “All process controls, critical or 
otherwise, should be inc!uded in the description of the manufacturing process (MPR or nabftive).” 

“Part VI 
VI -Line 9136 



_” i. ‘The P.4.1 to P.4.4 ihf o’rmation for each It&vi&a! excipient should be grouped together in the application.’ For 
_,I 

g&&e? do&&e& cla;;lt$; we i;GpSG a flexible api;ioach ‘that minimi& Information redundancy by 
permitting information commpn $9 excipients to be grouped together. ” . . . . ax _“.d. I) .,,I ‘..,/ ,., , _. ̂  ,_ ,_,_. .“_,‘ ,.-, ,_j ,I( _“.,“_ ,)__ _, 

Since the guidance is only that - guidance, each fi,rm is free to ,f$loq,“.an 
alternative provided it implementation satisfies ,all ,of the applicab’le CGMP’. . 
requirements. 

However, for the comment.to, have ,.m~aning, the commenters need .to have 
spelled out their approach in some detail. 

On that basis, this undefined, alternatives “t$jb!e, approach” sho{lg not be 1 
substituted for the on&.spelled c>ut,.i”t-i thk‘?kaft. I ~@ ,“( .<. A ., _“. i “ __ i 

“VIA - Line 1022 - 
‘In addition to listing all the tests for an excipient, the spec$cation should ident$y the tests that the drug product 
manufacturer will routinely perf orm and the test results that will be accepted y’ 

1 .I ‘f _ 
rom”thY eZp>ent manufacker ; 

certijkate of analysis (CofA). ’ We would .greatly apprecike clarification regarding the impact of this 
statement on reduced ,ts!+g/vendor qu&fica~ok:” $q&;l;l-“& j-c&Yg -df ;’ SupPl&g~t- b; +feqiired to 

change testing agreements between the excipierit manufacturer and ‘the drug product manufadturer?” 

Some type of notification is required in all cases (minimally, as a”‘changes 
effected” section in th,e fir.mI.s ,ne,yt .,y,annual review” repdrt ?or the drug tit-bdktj'. ,.*y .a. r m,,,r*%..v*rr)a^a _ ,es/ *%"a e .Y 

In cases where the drug product m.anufacturer is. im’@lementin& a major 
reduction in the level of t-6ti,~i’ti~*~&&i?$ “@<rformedi‘ a ““changes ‘effective” 
supplement might be needed. ; 

For “narrpw “therapkutic rdrige” and sterile drugs, the drug-product 
manufacture may, in some cases, need to file a “pre-approtial” stippkmerit’ and 
wait for the Agency to approve it. , 

In all cases,. a call to the l&l ,distllict~“shqij!.d‘,,cla~if) what thkiapproved 
application holder needy to.do: _,,_ _ _ ” ,. j “I .. “1: i _-‘*- 
“VIC - Line: 1062 _’ 

‘All abalytical procedures for excipients should be validated.’ Please note thst most compendia1 ~nG%d&‘&e 
well characterized and consequently do not require validation. We request that the statenielft be clarified 
to reemphasize this fact.” ,; I _ ” j 

As stated in the review of the Gener--I Comments’th& brought u$ this very w/ Sil..i. ., *,; ,, i ” _, . ,. I 
point, the statement is what shou!d be said .s.incefhe guidance provic$?d “kl&rly 
indicates that “complete validation” ,is not needed for analytical procedures 
methods that .are frqm_ ,jtkSe publkhea“by btidi6s’̂ ‘%cd&-ked by’ the. FDA 
provided the recognized analytical procedure is used without any mod:ification - 
such “only require verificaCoh under actu.al conditions of use,.” .‘. 

8,. 
,. 1 ./ _. ..,_ . . ~ _I ..;_/,** 

“VID - Line: 1089 
‘A certijkate sf analysis (COA) f rom the manufacturer and the test results for the same batch from the drug product 
manufacturer should bk providedfor th L components descZbed in P:4. The information should befor the’mat&ls used 
to produce the batch described in. the-executed production record (R. 1 .P).’ We request that the lasi: senteke. be 
changed to ‘The information shoild be for a representative batch of the material showing conformance to 



the specification (P.4. l).’ Results of tests on the components of EPRs will& included in section R.l.P, as 
stated in the draft guideline.” 

This reviewer sees theJogic in suggesting the information provj,d,ed* here 
“should be for the ,yqteriaJk,uyxJ $ produce the batch de$$i&d.in the.exqx@ed pr6duc$dn recorc?’ /. .I 
and NOT just from some yrepresentative batch of the material” a!3 the COQlf?lent~rS / 
propose. 

The rational goal of this guidance is to ensure thatthe manufacturer fully 
characterizes the materials used in. the key batches submitted in supljort of an 
application. 

Therefore, this reviewer sees compell ing reasons for retaining th,e: la,nguage 
in the draft guidance. 

. . . 

“VID - Line 1093 
‘ Use of terms such as conforms or meets specijcation is discouraged.’ We suggest that this paragraph be removed ^,_ 
as it is stated in R.l.P Part VII.” \ ,, 

Rather than removing it, this reviewer continues tcre,com,me,nd ..changing it 
to “USe of terms sue) as conforms or meets specification’is proscribG$’ but .acceljts that the ,.,. .,,,* 9-, *t-. Fe- F* q.e+, 
current language is probably adequate. 

“VIIA - Line 1147 
The following sentence should be revised to include %nd/or’: /_ _j The Se”te,y+ sbuld rest<, a;,, $!$y : ‘Ifan 
analytical procedure will be used only to generate stability data, the analytical procedure should be described in P. 
8.3. J us I se In erim acceptance criteria and/or tests with sunset.,..“’ ty d t ‘- ,, / .(, .” a-_+ ,- ._ .‘I I :. ._ 

; 
“VIIA -Line 1167 
‘Some tests that are identijried as appropriate for inclusion in the specijcation can be proposed as periodic quality 
indicator tests when there is susicient data andjust@ation.’ 

- .. ” ..*“A ).i_.__ :-A 
Please provide further mformation’regarding what 

FDA would consider sufficient data and justification to support a periodic $&ty indicator test.” ” . .” x ‘. :_‘.,,,., , ,L -.i ‘jl,l ‘.,X 1:. >h- __b * NI/ ,1 ,... .“: ,. .,,. 

“VII A- Line 1194 
‘For example, justijcation for a PQrT would be more likely for the oral dosage form then for a biological or 
biotechnology-derived parenteral drug product. “’ 

._^ .I ,, , ,,, ,, < , 
_” L..,. . ._ _ . _j 1 .^,. / . _ . _ - . /,. _,,“, . ,_ ^, _. “. 

The proposed change improves the grammatical correctness of the statement being made and~should’ &  ‘&d66~~d~~ :. i, /, -, .Y_ ,. I>, ,..*. 
” 

“VIID -Line 1288 
‘Batch ana+sis data’ should be provided f or all batches used for clinical efficacy and safetj, dioav&labihty,~ 

” , 

bioequivalence, and primary stability studies.’ This requirement may be redundant if certificates of analysis are 
provided in other sections of the NDA. The sentence should~,be rev&d. to, read “Bat-+.~alysis data should 
be provided (or cross reference provided to this data in another NDA section) for all batches used for 
clinical efficacy and safety, bioavailability, bioequivalence, and primary stability studies.” I, .) , ‘ ‘i . . k, _ 

1 



While this ~re.vjewer :agrees’ with the need to revise’this sentence lalong the 
“-lines presented, the review suggests the revised language should be: ,( . , ..‘~ *-, .~ ..d ” 

“Batch analysis data should -be providkd here (or a cross reference should be 
provided to this data when all of it has already been reported in another part 
of the CMC section of an. application) for all ba’khes used for clinical efficacy and 
safety, bioavailability, bioequivalence, and primary stability studies.” 

: ., iii i, I,, .II ‘.i,\ , . . 
, 

“VIID -Line 1289 I‘ 
‘Batch analysis data should also be provided f or any other batches that are being used to ktabi$I or justfy 
specfication and/or evaluate consistency in manufacturing.’ We f&el~&at this &at&ent ik also redundant as 
this is provided in Control of Drug Product, Specifications (VII. k.)” 

If the comrn,enter.s’ stafem.eht is true, then the rjroper course is to‘ change 
this sentence in a manner sjmilar to that. u,sed in the previous comment.~’ 

Therefore, this reviewer would suggest the following: 
“Batch analysis data should be piickided .here (or a cross reference should be 
provided to this data when it has already been reported in another part of 
the CMC section of an application) for any other batches that are beink used to 
establish oiju&ify specification and/or t&valuate consistency in manufacturing.” 

“VIID - Line 1288 
‘Batch analysis data may be provided for all batches used for clinical efficacy and safety, bioavaiiability, 
bioequivalence, and primary stalk&y s&&es. “‘̂ -“” ‘%. ‘. ” I 

rl~.;*_/-‘.r~. *-_ >,<,I.. _,**. i%. _ ” 

The reviewer disagrees with”this substitution of “may” for “should” in the 
guidance and supports the use of the draft language as originally drafted. The application reviewer rieeds the batdli‘ dnaT~~FS”‘.a~~~‘,~~rii‘~ v>fl batcE&s 

used for clinical efficacy and safety, bioavailability, bioequivalence, and primary 
stability studies to judge whether-or not the. drug product meets the]expected 
standards of safety and efficacy as well as whether or not, the f$-oduction 
process and controls conform -to all., of then requirements’ of applicable -CGfVlP ” 
regulations. 

, .‘ ^/. 

I 

/ 



,, 
.“VIID -Ldn&. 1291 

[.> ; > ” * ., , _,. 

‘The batch analysis reports (e.g., COAs)‘and collated batch analyses data should in&de a desdription of 
the batches. ’ This should not be ngcessary if the data is tabulated. Does this mean that CQAs are 
required for all of the aforem,entio.ned bat&es?: x i ^ “. ‘.,*,, ,.” l,“, ,_, % ” ^ ,-. .I .” _ I ,I _/, “,. . . . . ,. . _ 

Given the nature. of, t,he information t&tf,~Je_.Agency expects to f$id in the 
“description of the batch” (rities”~~%%~$$@$, the provision’ of this information is 
necessary regardless of whether or not the,~data is collated. ._ .,: , ., :; ‘i, :“,>$;“;:::~: _, . 

Contrary to the commenters’. in~~iijrence~~of.~,~,,,-requIrernent for.“‘&&“’ the 
need is for the ,.listed infor.mation that ideti’cifies the batch; COAs’ are only ,t ,, 3 r_” . h-a-b..,.> r/ ‘ “-rlmQ~irr I’,Ie, ~I ‘~~<mxiraag\ ‘iii_.,..< 
suggested as an example (“e.g.“) not as what 1s meant (“i.e.“). 

On this basis, the ‘reque&d ‘~info’rmiafion“ ‘shou@” be. provided’ and the 
language in the draft for this part of the guidance should be kept as it is. 

VIID.1 -Line 13 11 
‘B&I Analysis’ We recommend that the requirements in this section be deleted. The: information 
requested is extensive and would typically be included in IND amendments. Only information required 
to support the NDA specification should be included in the NDA. 

i_, ,.. “., 

Again the commenters mistake. the ,sc,ope of the proposed guida’nce &-rd 
acts as if it only addresses NDA afplications. 

Since it addresses, both ,NDA.Va,nd AfiD&applications,’ and- there is $I justified 
need for the reporting of the requested information in theapplication (if nothing 
else, it facilitates the application’s review), the requirements of this section need 
to be kept as they are. 

‘The little additional effort required by today”s NDA -filer ‘to‘ transfer ‘the inf;rm:iG.n fcsri; .~lectro,~~~~~iies.‘fii‘;gn~.~~N,~~~~~~T;l,jAI^~~~~c~tibn’;,.is .p6yes,th’an 
. ““S I ̂  . x / .,,s e”- _%d, CIh /,e,, LI_w,,e\,, j -* i//LI .r a., ilsirL.2‘A 

offset by the decrease in review ti,me‘ that t.h*e,\,application reviewer mu:sf expend 
in searching through dispat$tedocu*me’r%s to-find fhe information thathe, or., she _ I _. /,,, ;.I ..I 
is seeking. 

_II +_. ,_* _ \ 
“. ._/ : 

‘VIID. 1 -Line 13 17 
‘A summary of any change in the analytical procedures should be provided ifthe analytical procedure (1) change over 
the course of generating the batch analysis data and/or (2) 

a... .., ,., I, “I 
are d@&kS;om the analyZ&l pGced&e ‘included in 

P.5.2.’ We believe, this is also redundant. as,,the historical information about” the analytical procedures is “” _,.., _. *) ._) *,j /“_._ 
captured in the stability section‘(X.C.). .’ We feel that the requirement of a summary of changes is unduly 1.. ~ __. ,. I 
burdensome. If the principle of the assay bhanges (titratio-‘i;ersus HPLC) then this should!be included, 
but minor changes (mobile phase and chromatographic conditions) need not be’ reported.” I) . _ . ,, _ -, ,, . 

Contrary to what the commenters a&err-, I& all- of the : histor/cal 
information about all test ‘procedures is captured< in X.-C. 

Moreover, the generation and inclusion of .a summary of the changes, if 
any, in this section of the CMCagain facilitates. the review process. ’ 

Since the applicant’s, method history’section of SOP or,Work,,l~s~~uctlo,~,.for 
each method used shou!d. contai,n this informanai.on, incorporating the requested . il%I”li” ., . “_. _^ 
information into th,e application is & “undulyburdensome:” 

For all of the preceding reasons, this reviewer recommends that the draft 
language be retained. 

__ .’ &.( I _I ’ _,’ .‘Y’,” ‘,,, i.,, ,: , : 
4 
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“VIID.2 - Line 1332 ,. 

‘However, collated data should bs providedfor at ieast ass& and ikpukes (e.;., degradation products, residual ,,.. (_ 
solvents) and should be consideredfor other tests 4 . . . 

v3~&p‘.GaG”&i on. &, a6ii~~.fo-~ )) 
I 

This reviewer, see,s, np ,-need, for. the addition of the phrase “at ieast” and I t*-,-,l.r 1”1”1, \. n*ai”rxr.‘\.n 
frankly does not understand what is the &rtended,,meaning of’ the’ phrase 
“dependent (, depending?) &‘the.d&&ge fom” inthe context-that it appears. 

This wiewer,therefp~~ ,~ecat??~~en~~~“t~,at.~~e draft’s b-$wge be thined. ,A”.. .*.i .,nb,us~i-*g*~ 

“VIIF -Line 1371 
‘Attempts should be made to ident$y all degradation productsfound at signijkant levels in the drug product. ’ Please 
provide clarification regarding what is meant by ‘si$ficant leveh.” 

.~ , 

While this reviewer supports’ ‘the need for ‘a definit& of ,ithe term 1 (_,,“, . ,. ..I j . 
“significant levels,” he believes that this is a complex issue that $hould be 
addressed by the applicant’ in his or her discussions with the Agency. 

The answer will ,obviousJy be influenced by the nature’of the diugbroduct 
and its route of administration as ,w.ell~ as by the toxicity (acute and short-term 
chronic) of the degradants in question. 

For example if administering 0.1 microgram*s/kg of a given degradants’ 
fraction to the mouse in an acute,to,xicjty study-kills all of the test subjects, 
knowing what the degradants are and controlling them become critical issues - 
in such cases, the appropriate “significant level.“%iay be O.OOO‘I 7; by”weight or 
less. / 

This is the case, because the degradants fraction is very toxic. 1 
On the other hand, if a 1 mg/kg 30-day chronic toxicity study in the mouse’ 

and the hamster shows no __ evidence “of -adverse effect, the d’egradants * XW”> .i>xl‘.~*‘rr*-*rr,w j.. , 
information is less cruc,ia,l and”the. ICH Aq!, guidance jjrnit of ‘0.1 ‘% :by weight 
may be an appropriate “sjgniiic’anf’iev~l;“threshold 

“IX Line - 1539 
” 

‘lfan NDA is submittedfor a new plastic that will be usedfor bl oo component storage,. adequate infokt&ion on the d 
plastic should be submitted, including the composition of the plastic. We rqom&nd that s~ecifGtions also be 
included for blood component contaitier-closures.” 

/. 

This reviewer believes that the cwnmentw$ cpnyx? ga?..be ~!~,ress~~, by 
revising the language beginning at Line 15"39 to read: 

“If an NDA is submitted for anew”“mateiial’, %iaat‘wi!l be uSed” in a “blood &mpdnent” I _/ ‘,.‘ “L“.-. ,,.“*,^-%. ,___, 1.,/ I. + “,. .A ,~l3clXX,.u. .*L1-~.*“(~;~~.,,,~**‘~.,“~* :.^~““n‘%“p~,*~:” -A: ,(. ;‘ 
storage” system, 

-,.. “_ ‘<.$: ““y@,*y*,.*~ 
“adequate infoimation on the” material “sh+$d be ybyitted, !ncluding ‘the 

composition of the” material. 
After all, though new plastics head today’s ‘concerns in the b.lood 

component area, in the future some other material or.rnater~al cla,ssmay be 
introduced that would raiseLsimilar cpncern.s., ) .,“, I 

__” I ” n. 
i_ ‘. 

/  I . ,  ^ 

/  

j (/ 

1 

.  .  i ~:I , .- , ;  :  / ,  4 ;_ , .  . I  .j 
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II. 

“XI?A. 1 - Line 17.99 ” ,-.I”>?“*, .,>,,‘ ,$ t ‘*“: .a “,, ,,,- “, 
‘For NDA submissions, an EPR for”; ~bath”~~n’$&~~;kh og:~~~“&z;t a pilot scale should be %&itte;i’:” 

j( -,.-,. ..‘ ,. ‘ 
We 

recommend that, “In cases ,,of r&liiple strengths, one batch per strength should be sLfficient for 
submission” be added to the above statement , .j. _a * ,a. . I” . ‘_ The statement should be r~yi~~$26$~;~~~xJ, “F&r NDA _.Ix _. AL- -xx ,-,,.*.. _1% L-.# i*l l~Ww?l^igTT I..&rsu A”,‘. 
submissions, ‘an EPR for a’% % &  ‘kZGGYf&tGr~d on-% least ‘a pilot scale should be submitted: In cases of 

* 
multiple strengths, one batch per strength sho&I be sufficient for subniisslqn.,” 

This reviewer dsq not object to the suggested addition but feels fh.qt is ti 
crucial because_of~the.language (iti Lines iSO0 - 1803) -that follows the line the _,/_ rAll* .s i :ae‘“i ,* ,“, 
commenters. addyesSed, “In cases where clinical batch& @$ in:&ase l~~~r~~l~ .yvl~~~th~n ’ * , ,-. .*,*.a, ,i, 
pilot scale, submission of the EPR for the largest scale cliti‘f~~l.b$c~ is.%0 recq.timeiided. Discussion ,“. >* ..,._. (.._/,,“m^ //,* ,,._ “<,,” I 
of which EPRs should be iiicjyL$ecj ,in the y*Ft\ can be. a topic .*., I.“?*~., *a, ..& _: ., at pre-NDA meetings,” ck%t?ly 
indicates that applicant and the Agency should agree on the riature an? number 
of EPRs that an applicant should submit beforkJb@  applic&ion is subrqitted:’ “_ . 1..‘ 

.“ .  . ,  , .  _, . ,  _ , .  
I  

j 
/ 



., 

(i.. _I _” 

d ,- ( 

A REVIEW-OF FOR~~ALC~M~IENTS TQ. PUBLIC.D~CKET 02D$526 
.’ / 

I 4,GlaxoSmithKlirp$s Subtiission PoSted June 26, 2003 “i, ,iZ,’ ‘ri5^l &<“,‘ ,..<,,*,..-. _.,. *;,r -8 ,__Li” “;i;; ‘Docket ()4’&:()5‘?ii”: -6q-4412” ’ ’ 

[Nofe: The original comments are quoted in a condensed, fpnt (Perpctua). thk quotes 
directly from the draft guidance are @uoted in a stylized‘ font (Lydian) 2nd this 
reviewers comments are in a publishers’iont (News %othi6”iWQ’td make it &sier for 
the reader to differentiate the “speaker”‘in the various t&t passages that follow.] 

The overall impression that these comments convey is ‘that the 
commenters are reacting in a combative manner to the guidance proposed. 

Time and time again the’word “escalation”’ is used. 
Repeatedly, demands are made for the Agency to provide gdditional 

guidance or information or lists. 
The commenters also frequently cast their remarks in terms of what the 

commenters will do - not in terms of what the commenters think should be 
required of applicants in general. 

II 

On the positive side, th-e commeriters 6,bvide~~cons’iderable imljetus’to a “I 
restructuring of certain sections to make them more- compatible’ with the 
formats mandated in a CTD format’that has been adopted by the EU. ’ -. ’ 

With the preceding in mind, let us consider .the specific comments 
provided by the commenters. 

“III. DESCRIPTION AND COMPOSITION OF THE DRUG PRODUCT (P.l) 
A. Description of Dosage Form 
We recommend a standardized list of dosage forms be provided by FDA. .The list should be:aligned with 
European Pharmacopoeia1 Standard terms. (Lines 244-245)” 

While this reviewer is all for the use of standardiz%d’terms, ‘the ind‘ustry ‘and 
not the FDA should develop the list and, as .in the EU, the ?,!I$* ‘is the 
appropriate place where such should be established. 

Since the EP has such a list it should be” easy to get the USP and:the JP to 
a) use the EP list as the basis and b) agree upon com’mon language definitions 
of such. 

In the interim, an applicant is certainly free to use”ttie EP text as: a & of 
its description of the dosage form. 1 ^._ 
“C. Composition Statement 
By first intent, the Drug Master File (DMF) and qualitative information should be referenced. If it is not 
available, quantitative information will be provided. (Lines 289-296)” 

-_, 1 
Though the comment is somewhat cryptic, the commenters seem to be 

saying ttiat the DMF option should’have been @-ese’nted first; 
“However, the commenters do agree that when “it is not available, ’ quantitative 

information” should “be provided:” 
I . 

If this is th,e case, then there is no need to change’the draft text because it 
presents both options. ; I” 

/ 



A.2. Excipients (P.2.1.2) 
.‘. ..,_.^ ‘, _. j 

An updated list of known excipients from FDA is, needed, because a company would only have 
information on its own products. The inactive ingredient l&“‘(published by the FDA) should be updated 
on a regular basis. ‘(Lines 46&466)” 

: 

Though the FDA may need to update its excipient list more frequently, the 
Agency could assist applicants‘if it ‘w&to Jn,ckjd”ethe maximum approved level __ ,*_../.,_ .‘-, s_pll . . . /* ,* 
for each excipient in each drug-product type in which that excipient: has been 
used. ., 

“An updated list of known agents that impart pharmacoiogical activity his needed from -FDA: (Lines 46% 
48 3)” j ,. i. -, ~, . .,. j _ 

j 

While an updated list may be needed, this reviewer thinks; t.hat th.e 
pharmaceutical industry and academia are ,,better equipped to generate the 
needed list than the FUA. _ 

If an updated list is needeh, then the’ industry should ~sublC;.it”ali.l’iri~,ances’.’ ‘” - “. 
where they have observed such to the”,Us,P,for publication in an informational 
monograph therein. 

However, r)o matter tihat the “/isf‘&?es, the abplicants should still, testStheir 
formulations .for,. this eff”ect _ because the formulation may be using: a) an *..,‘;; ,” -, .( .p”-: ‘/ I. -, . . +,)__i_**. ““̂  a-ra:**ii# + ,$<mwSI /fi” s 
ingredient not on the list that imparts pharmacological activity in the 
formulation they have developed or b) an ingredient‘ on the list in la. “nave!” 
manner such that ingredient’ “may* have ‘a previously unrecognized 
pharmacological effect. -’ 1 i 

i. . ., 3,_ ,” 
“B.l. Formulation Development” (P.2.2.1) ‘. .” ‘+. 4 *... .,~ “. ,. 

Clarity is needed about the special features of drug product discussed. (Lines 507-5 12)” 

Again, the comment is too cryptic to convey what specifically are the 
concerns that the comment&s have about the special features guidance. /_- “_._._ >n_ .‘l‘b/.l I”( V*“-e.&m%r*,*>.r .,.*<a 

“B.1. Overages (P.2.2.2) 
I. :, ., ” ., ~. 

The last sentence is too const&@g. It should be changed to ‘Use of an overage to compensate for 
degradation must be justified by data on the basicstability of the drug substance and data on,drug product 
manufacture and, stabihty. Information must also be provided demonstrating that the ‘excess ‘active ” 
ingredient added to compensate for instability does not compromise safety nor efficacy of the medication 
and that the level of de-gradation products associated with the need for an overage do not pose safety nor 
tolerability issues.’ (Lines 537-539)” 

This reviewer agrees with the comment@’ suggestion and subports the ,s 4. / 
language propose,d. 

This is the case because: a)‘permits overages of actives, t,o com$enSate for 
degradation losses and, b) ‘spells out what an applicant needs to provide to in 
the application whenever the ,applicant proposes to add an ,overage to offset 
degradation of the active-in production of the drug product and/or over th,e drug 
product’s proposed expiration dating period. 

1,.I j 
. . -i 

“B. 3. Physicochemical and Biological Properties (P:2.2.3) 
i . / ._., 
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More clarity is needed relative to establishing a relationship between biobatches and in iitio release -.,_ 
(dissolution) testing. (Lines 543-550)” 

What the commenters seem:~~,~~~.-~,Tequesting here is for the Agency to ,. .a7 .,,.,” I 
include in ‘the guidance some explicit suggestion that the’ applicant should link 
the performance of the biobatches-t,o the in vitro release testing obtained for the” I^. , .I . . ,_* *^llll.“._ /,-... _ ,.” ,_ .*, S.% AX ,~ ._, i*c..**,. ‘.,,> ,>a”#1 a>~.*: “i,i,~~~~*l?;ij”d”~~~...~~~“~ ^ : 1 
test used.. : ,. . ,x... L_. . . ~. /, _ . 

Given that bioequivalence batcjles are -associated, ,wcth[A‘NDA “- ,jG . , j^ ~>a. ‘” _.,“” k.“< _l_, ..iYLit^BL. j Ir_ *lii,<hd,.. ,I II.“. I ~*i.s,‘.” $ .Bi applications 
where the in vitro release test~ing (Dissolutio,n or Drug Release) has long been ,, ..e _. , L . established in an off~~-~~~--;ndiai monogra~-~gj.e .a@ l’icaiit uS‘iial,j ha’s !ittle 

flexibility in adjusting the in vitro release test. 
Since this ,link is ,often,, te,nuous, this reviewer ,seeslno:.need. to: suggest that, 

in general, the data for such be interpreted by some esoteric comparison to the 
performance of the biobatches tested .., , /x.. _* ,....L .-+ .,,.,.e.,&%‘-.., ,,.<d_ \ “) , _ _ 1, ;, . _. ,., 1 : I 

“We agree, as these seem scientifically reasonable, that 1) the drug $ubstance concernratio+ in $re._drug 
product should be compared to the.solubility of the least so!uble solid s&$e-form.Vand 2) when the drug 
load is close to saturation, the solid state forms of the drug substance that can crystallize from the drug 
product vehicle should be discuss,ed., (Lines 552-556)” 

,_ ). . . ..,*< >~ ~ i 

“C. Manufacturing Process Development (P. 2.3) 
Only equipment specified as part of critical step(s) should be defined by its basic operating principle. The 
additional level ~of,:‘deta$ should be,, hand~ed~k,d~$ng a pre-approval inspection (PAI) or a Good 
Manufacturing Practices-(GMP~-~~~~~~~bh. -zr&es‘~80-587.~ II * . ^ $ t 

^. 

This reviewer disagrees and thinks, that all. design differences Should be .) -,Il,llj,ll- 
provided to the, application’s reviewer ,in,,,the submission ‘. i”& *in7*. “abI..&. .,., \“““lli,. +,.:, “i( ?,., ~., The guidance only requests that the “operating principie”‘;ii~~~~k;;d6s”“,~~ *l-l’,. *- , I 

reported not that the operating principle be reported for all. 
In general, submissions in an application can “be’used- to, eva,luate, a) the 

applicant’s under’t~an~ding of the CGMP requirements requested for equipment 
and b) the applicant’s approach to’compliance. 

The inspectional process’ (PAI““a,nd ,‘G@P); -is designed’ how)’ well the 
applicant’s performance in .manufacturing complies with CGMP. 

Moreover, the FDA inspectorate uses a copy of the CMC section of an 
application to plan its PAI. inspection. : 

The ress c!ear.the,CMC section is 111 ;, , ,“_ the. more likely it is that a) the length of ,~~.~,?w”“r 4m)” ,*x,x .I#. ..xir<,u: “*.u*~iu.“@b.s.~.h’; *a,; 
the inspection will increase and/or b) Agency resources will be ,less, ttian ; .__ ..,.. <“.,L.- _,,_ 
optimally deployed. 

This reviewer knows that the requested information should be provided and ,/_~ .)_ _^\” ,“~ “, 
that providing it should speed up the overall application review process. 
“F. Compatability (P .2.6) 
Clarity is needed for which dosage forms to which this shou$ b-e applied. This needs to be tied to-Label __. 
use; not off-label use of the drug product. (Lines 655-666)” 

I. ,,+.+. .( 1 L . ._; ,. / 
,- - \ , ., ” ” ‘, _’ ^‘̂  I L’- ‘I 
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Since all.,dosage fbrms have compatibility issues that shobld be’.&dressed, 
this reviewer does not know what, face@, cf%e’ &@Z&%% ‘b’rotiided Ihat <he 
commenters think nee,d &be ,clarified .” “_ !“.,a ,,” 

The comVmUenters’ remat-k, “not to off-labei;sebFthe i;g prokct;~“see’~~s’to’ de to ’ 
the draft guidance’s suggestiop that the applicant should supply co+patibility 
informatibn’ for the drug product pYoljoSed in th’e application “pith. likely 
coadmini%t;tet-ed drug produtis.” 

Given the language’iri”che draft’ giiid&ice, this retiiewei see no nded tQ add -; ;. 
verbiage to deal with compatibility studies with a coadmlnlstered driig product 
being used in an off-label manner.. 

B$sed on the pr&%di&$ ‘i!‘ti&-e‘ is’“no cotipelling reasdh to &ibdify the 
referenced language in the draft guidance. 

j* 

“V. MANUFACTURE (P.3) . 
A. Manufacturer(s) (P.3.1) / 

This inforn,-+on sh?uld b.5 put in the Establishment Information (in Module 1). As is, thik reduces the “.\ . 
reusability of this module for Common Tech&al &went (CTII) submissions. (Lines 685;708) 

The information..requested should be provided .as ‘re&e&eh* &&use -it is 
needed by the Office of Compliance (which usually only ‘receives a cbpy of the 
CMC’ section of an applicatioii) ‘for’ Ldetitifying the sites and the i$sp&tions 
needed for the,Sit&s~specified in the application. 

For that reason alone, the draft-t&$t iti’this area shou!d.r&main a$:,it ,i+. I 
‘_: t : 

“lk&h~l~o~mtil~ (P. 3.2) 
;,,_‘. ._, ,i. , : _ 

Clarity is needed as to how this relates, to &e Z!I 10% range that is assumed is acceptable variability 
following GMP. Th. e concern is that this. may apply to film c6’atiIYg quSti& that ark sp&fikd’a~ rkges 
(since an exact quantity is not practical). Thk ageGy sl%&&~aZf~ ‘h?%” &S ‘@idance 6-n r&&S’~ppIie~’ to 
processing agents/solvents tinat’may chanie L&g &akulation, fC;r exarfi;;%e-(C~ies’i$S~~~6)” ‘. ‘. s-._ . ,, 1,” 

Nowhere in the CGMP regulatidns is th,ere, -any permission for jany giGen ’ 
level of variability much less a lb % range. 

Each applicant is Supposed to develoij a‘ fdrtiulafion and justify the . ))-‘.* ” I.. ” _^,,^ ,,” _” . . 
variability that is allowed a’bout the target value In the formulation. 

For example, applicants have and %h &%I9 jusfiri filni -doat ‘Qtiits“thiit 
range from the target minus 20 y0 up to target. pIus 50 y0 for”! fi‘lni “%tii” ‘“co& 
(containing no a) color, b) active or c) release‘coi-rtrol in@dikiitj t:Ftf:iS used, t6 
seal the surface for inking. ” I’_ /._ 

As with other guidahce, how it applies depends tipon the exact instance 
and, in general, an applicant can establish. whatever ranges th& science, 
practical limit&ions of the production process’ used, ‘and the ‘cijntrbls permit 
provided ,the tolerances set are set, ba.sed on SOUI@ Scjence and pro&ice CGMP- 
compliant batches. 

: ,I / ‘.‘ _ -1 .: ., L ,, 
., / . 

: / I._ _ .; ,, _ 
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Since no m,anufactu,ring process produces units with “0” tolerances, 
practically, all have ranges. 

Fiiom‘ the point of view of quality and CGMP c.ompliance, the ranges 
established shqu!d be as narrow as production limitations permit when the ~,, II (> I. ‘1 _ ‘-; ,.I,, * .r;i,,.-i* r,-“*r., 
factor can “adversely affect the critical variable properties of the drug bioduct. \.., 

In any case, the applicant must establish ,th”e ranges alfowed and justify the 
‘ranges set in the application. ” / !I .” __, 
“C. Description of Manufacturing Process and Process Controls (P..3.3) 
Replace the phrase ‘the material might be held for a period of time prior to the next step’ with ‘including 
holding times as appropriate for the product and m’am&$&ig process.’ (Lines 787-79Q.” 

Given. that CGfvl,F’” requires the holding of in-process batches (2;” &I? -“- ‘-’ 
2 I I . I I O(c) In-process materjajs .,&a/l _, be tested~ for~,identity, strength, quality, and purity as 
appropriate, and approved or rejeited by the quality control unit, during the production-process, 
e.g., at commencement or completion of significant phases or after storage for long periods) until 
approved for further processing by the quality control unit (QCU), most process 
are non-continuous: __ .__ .., 

What see,ms to,.,be Il?ea?t,,is,‘the~~~foie, “might ‘be held. an” extended period 
of time prior to the next step.” 

,,, A, .I_( 

Similarly, the word “noncontinuous” . should be replaced with ,the word ._ l., / _., /. .,A- y :,s i:-.: ...%“. * 
“discontinuous.” I 

With all of the preceding in mind, this reviewerwould suggest ‘that Lines 
79C?,- 793 be ryked tom ,_ :, ,~ J /. .% _.(& 

o each manufacturing step with identification ‘of the &&al’&& and any m&f&&ring step 
where, once the step ~s‘compl~~~d;‘t~~~“material might-be held for an extended period of 
time (i.e., discontinuous process) before the next processing step is performed 

“Comments related, to .the” statement in the guidance ,.,, I c,. *‘i. ,,* I_ “.. c_II “A statement should,be provided that ruminant- 
derived materials from-” bovine, spongiform encephalopathy (BSE) countries as defined‘ by the US 
Department of Agriculture (SCFR 94.11) are not used or manipulated in the same facility.” follow: (Lines 
824 -830) ., 

1) This appears to be an issue‘mat vvo.tld more typically be addressed through GMP’inspection rather 
than within the NDA as it reIates.t”ozite quality practices and procedures, which are not Product specific. . / 

2) If FDA insists that such information be, presented in-&e ?@A, further clarity, is needed regarding 
the typical expectations for new chemical entity (NCE) products as compared to biologics and biotech 
products. / 

3) If FDA insist on provision of this information for NCE products, they must * qualify their ..__. _l.^. ” ( 
requirements with suitable exemptions for low risk materials” ,such~ as milk derivatives~, tallow derivatives, 
gelatin, etc., as reflected in the CDER guidance on sourcing and processing of gelatin, provided certain 
measures are taken, it is acceptable to use animals that haveW;resided in BSE’ coiintries~in the Production of ._‘i _. i\. ,./_- >..*.&-I*” .*_ ,,,. il,d@, i.*,+_l i.,*,< 
gelatin. Similar guidance is required for other such low, risk materials _. ,..*a ,,.. i.e. @l&v, ,deriviGves, milk 
derivatives, etc. _- .^ r 14,” .,. 

The commenters raise>some jss,ues that th”e Agency may need to &dress as 
it revises the initial draft ,and,‘wheud”i”~~i~“~~~,‘~~~~l with the issues rai$e,d. 



However, the information requested is a simple declaration and: as such, 
seems to be a reasonr+ble compromise given the lack of detailed guidance that ,. “S. ̂, ,) 
the commenters think is needed. j. ( 
“D. Controls of Critical Steps and Intermediates (P. 3.4) 
The company should have flexibility to determine which batches are included for giving data that support 
the process. Th ese would not necessarily have to be batches for which full batch analysis’ data according to 
specification are given, or for items that would be more appropriate in P.5.4, e.g.‘, (a) portion(s) of a 
batch may be used to establish mixing times. (Lines 927-929)” . ” * ’ 

Since the FDA is only providing guidance, the company does maintain the 
“flexibility to determine which batches are included for giving data that support the process. ‘? 

In cases where a firm wants to provide analysis data from different 
batches-than those in the guidance;” the -firm should”discuss their’deci$on ‘with -’ 
their local FDA office and work out ‘an’acceptable set to‘supply and submit‘that 
set along with the justification that establishes that the set submitted is as 
informative as the suggested set. 

.I :‘ . . ,/ 
Finally, since tie’ dommenters. did not suggest di’cernaiive wbtd(^in~~-~~,~‘-,- .‘I L _ .” i 

current language should be‘retained. 
i, 
’ I. ,^._ 1:’ _, 

“VI. CONTROL OF EXCIPIENTS (P.4) 
For non-novel, non-critical excipients (i.e. excipients which do not have a major impact on the quality or 
safety of the finished product), this escalation is. unwarranted. FDA will have ample opportunity to 
review the rationale and justification for reduced testing and/or substitution of analytical m&hods during 
a PA1 or a routine GMP,inspect.ion.‘(Lines 977-J004) _ .” ” ” . i_ .’ ’ 

Clarification of information on pharmaceuticalproprietary mixtures (fihncoafs and flavors)%‘needed. 
A. Specifications (P.4.1) : 

For non-novel, non-critical excipients (i.e. excipients which do not have.a major impact on’me quality or 
safety of the finished product), this escalation is unwarranted. FDA >%ill have ample opportunity to 
review the rationale and justification for reduced testing a&/or substitution of analytical methods’during 
a PA1 or a routine GMP’inspection. ‘_I _’ ̂  ” 

,.,x. ,” _, 

It is unclear why information on the quality control (specification, analytical methods, validation and 
justification of specifications) of novel excipients should not be presented in sections P.4. I ‘-P.4.4 along 
with other excipients . Other manufacturing and controls inform&ion logically resides in Pt.6 and A.3, 
but it would seem sensible to keep all excipient specs and methods etc in one place, 

It is assumed that composition and DMF ‘references etc. for proprietary mixtures should be given in P.4.1 
with methods in P.4.2 etc. Clarity would be helpful.” 

Other th.an to suggest that the requested information should be reported ’ 
in different sections and/or to com$lain that~there is no nee’d for the. additional _*i_ Yl ., ” >, .,, 
information requested, the comment&% do 3 suggest an alternative. ’ ~ - _ ,* I 

Based on this, tlie guidance stiould continue’ to include’ these’ reauests 
with some co,nsiderati.onz fo<re,@cat~ng the tGt”Xthe com~menters suggest: I. , .^. I “’ _.I, ., . ..“. ./. __,, 2._^_ ,, I ‘ ” _ .., ,- . _.. I ,‘ ., 
“B. Analytical Procedures (P.4.2) 

” _. ‘, , .,; ‘. s \ 

For non-novel, non-critical excipients (i.e. excipients which do not have a major impact on the quality or 
safety of the finished product), this escalation is unwarranted. FDA gill have ample opportunity to 

,. ,‘I _.) 
‘. __ I : 

*,,_ ‘. 
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review the rationale and justtication‘fo~r redu,ce”d tes,ting and/or substitution of analytical methods during __ I .,_ 1’” ” +,,I I .“a p*1 or a routine Q,ff ~+q&ion”~ _ ,- _” .‘ ..- \ * . . ,. I 

It is unclear why information on, the.Uquality control (specification, analytical methods, validation and 
justification of specifications) of novel excipients should not be presented-in sections P.4.1:P.4.4 along 
with other excipients. Other m.anufacturing and controls information logically resides in P.4.6 and A.3, 
but it would seem, sensible to keep all excipient specifications ,and .methods”etc in one place. * ,_ ,-., ,, ,-*, S. 

It is assumed that co.mposition and DMP references: etc, for proprietary mixtures should be given in P4.1 
with methods in P4.2. etc. Clarity would be helpful.” 

Again, other than to suggest that the requested information. shpuld, be, 
reported in. different secti~ons’and~or to com$ain’thaf there is”‘t%need’ for the 

_, 
i *m* .I A/ /.*,,_I I r”“.l _,,. (,,,,*“b 

additional informatjon requested, the commenters do not suggest alternatives , “.I biX”̂  
or present a regulation or science-based ration.aje for the commenters”position. <,a_ .A. L-, ldx”,,i‘h *-‘. _ .“r< , i.,“, r<irri;r>-r, ,1 , 

Based on the preceding and the observations made ,in the prior reviews, 
the language in the guidance should, be” kept as it is ins the draft guidance v&t-~ “l/,“.l.^ 
some consideration for*relocationas the commenters suggest. . . ,,. ._” J,/“_ __ ,__ ..“‘J?M se- l^,., : . . .,a< * -,s> “I. ,i+.*.. ww.*~~ ,,‘l,L ,“3+%+“*:, “#“& ,v,*a$&: _ 

“C. Validation of Analytical Procedures (P.4.‘3) ‘. --’ .^L’/ .,” ” 

For non-novel, non-critical excipients (i.e. excipients which do not have a.major impact on the quality or 
safety of the finished product), this escalation is unwarranted: FDA ~vvill,,,have ,a.nple opportunity to 
review the rationale,and justification for reduced testing and/or substitution of analytical methods during 
a PA1 or a routine CI?IP inspection. (, .- .,, ., 

It is unclear why information on the quality control (specification, analytical methods, validation and 
“’ ” justif&tion“of specifications) of novel excipients should not be presented in sections ‘P.4. i-P.4.4 along 

with other excipients. &her manufacturing and controls information logically resides in P.‘4.6 and A. 3, 
but it would seem sensible to keep all excipient specifications, and methods etc in one place. 

It is assurned,that composition and DMF references etcfor proprietary mixtures should be given in P.4.1 
with methods in P.4.2 etc. Clarity would be helpful. 

__ ,“J, 

As was the case in*.t,h.e, prior two sections, other than to suggest that the 
requested inform&ion should be reported in different, sectjpns and. to,. complain ,/ _1,_, l%‘x,ev,_ II-trr*‘~i.x’.-,~..,r-i,~ 
that there is no need.for.th,e additional information re.quested, the commenters . 1 i i”\“% i,i’-‘*i, ,j”. a&c -,iir ‘+d+-~.i*sr ,, . . . . . t, ,e. 
do noJ suggest alternatives or pr’esent a regulation- or science: based :rat,jonale, 
for the commenter).s,position. 

Based on the :preceding and the observations_ made,,.jn the prior reviews, 
the language in the guidance should. be.~kept as it is in this draft guidance x&h 
some consid,er.ation for the relocation that the commenters request. ~ I.,(._, ._11, .-“)*-,* .>*inrI,Psl)c “3,&. , Jr ““%a**~ ‘!:w‘;~~~~~~~;,,~!~~,,~~c.~.~,~ p*~*-&#s& $+G +_; jl ,:_ , .‘I ” ” * ,, 

,._ _ . _,“_ ,‘\. 
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.^” x 1.. _” .^_,l 1 ^ ,_, _ .“/“,. I^,, . 

“D. Justification of Specifications (P.4.4) 
j( ,._ 

As stated above, the requirement to provide information to justify-the use of reduced testing regimes for 
standard exc ipients is  excess ive. (Lines 1089- 1094) 

W ithout providing any s c ience-based or regulation-based “rationale to omit the requested information, ‘fh<’ co iri-nenfgfi yg in ‘&+ to fh@ . -i4qu’est jar 

information that demonstrates that”.the CM% sect ion de~monstrates Sc$$nj51iance 3 , :i .A, _,. , 
w ith c lear,requirements of the CCfvJ,R regulatio’ns governing drugs. 

Based on the preceding~and observatiqns  made ‘inthe prior reviews, the 
language in the guidance should be, kept as it is  in this  draft guidance ’ ;t :*, : 

“E. Excipients of Human or Animal Or igin (P.4.5) 
., ,.. “. 3 I 

Further c larity is  required from FDA as to the extent of information, that must,be presented for NCE 
products as compared to biologics and biotech products. (Lines 1102- 1104)” “, , _” ,, ., ,._, > .._ _//( ,__,, ,,= _ ., . “I..( .I _ ,. _ .“‘*** ,_. 

This  reviewer sees n.o su~ch~ need to c larify  a s imple request for a - % ,.. “Z.__‘ j. .i 
declaration concerning the source-of sa id exc ipients . 

“Should FDA re,quire information regarding the risk of transmission of TSE agents v ia the use of ruminant 
derived materials in the manufacture of NCE p’roducts, further guidance is  required from FDA regarding 
appropriate sourcing and processing cr iteria. Currently, guidance is  only available ‘for gelatin for 
pharmaceutical.use and <is not available’for ot.her,‘lo,$ risk materials such as milk  and tallow derivatives I_s_ l.*l.- ^,, ._ ,,. ,m~ a.* j .-“̂ __,P.(‘ ,*a i _& “il,_ ,a^**‘ b.. _ .., __ __ “, 

etc. ” 
i :.., “,a ,c1 !, ,&;,t~~iiu~&“. I.M1 

;,. . . f.. \ ,,_. _. _A. 

Lines  1108 -, 1111 $ate;,,n$he potential adventitious agents shotild’be idefitified, and 
get&l inf&k&oii r@$ding cbr itt%~ of these adventitiotkagints (e.g., specifications, d&cii$ion’of 
the testing performed, and v iral safety data) should be provided in this’section. Details if the control 
strategy and the rationale for the controls  stio$$be prdvided - iti A.2 .” 

_1_‘I ../ ;_ . _., a”+/ _,,.” 

Clearly , the FDA has limited its  requests to information on: a) the identity  
of potential adventitious agents; b) the practices used to control for the 
potential adventitious” agents identified. “. 

Recogniz ing that information. on the: ris k  of ‘, transmjssion,, -of :I any 
adventitious is  difficu!t,to generate, the Agency has focused upon ensuring that 
the applicant has recognized the potential adventitious agents and ‘ado&d 
s c ientifica lly  sound and appropriate controls to reduce the riSFZ’d~‘~i~n~rE7issio‘n 
and identify  when transmission has occurred. ;. . j 

“F. Novel Excipients (P.4.6) 
/ ._; ,__ 

Instead of US only, consideration should be given to those exc ipients with approval in well-regulated 
markets. (Lines 1118-l 119) 

i. , 

The rationale for including the specification’ for novel exc ipients in this section and all other details, 
including analytical methods, validation of analytical methods and justification of specification in Appendix 
A.3 is  unclear. Rather than fragment basic information (specification, methods etc) regarding quality 
control of exc ipients over three sections, it is  suggested that such details be presented in sections P.4: 1 - I ). 
P.4.4 for all c lasses of exc ipients.” j. 

/ ,;-,-.., 
/ * 



Because of the ;estridtions:‘plac;ed ‘on the .FD~A.,.by the FDC Act,’ the FDA 
can only conside~“‘~;t~~~~~~~~~~~~ the point of their first use ,in the United, ..1,( -*, .,V.ll” x. i”: /Irl.^*% . ., 
States. 

Therefore, the FDA rightly treats any. excifii‘ent that has not been 
previously used in any FDA-approved application or’ in an FDA-‘approved 
application for the route of administration _j( “.. .z/-f/_ ,... .* Z,b”i-v. ..*a, .i..r”,k, rh. ,_, ,~ proposed in a.n application as. a novel - ..‘I , , ~, 
excipient. 

!(; - 

If such novel -excipients have been used that:--~~~~~,,“a,pprova! in well- ._, _. .” jl 
regulated markets, then much ,of,th~e?~equested data tom be.submitted may be 
derived from scientifically sound and appropriate studies. done ,j.n, 1 those ,_ -, ./, ” ., ̂  . _, “W. ,< >,,h>../ I**.$“” xi / 
countries provided the meet FDA s.ta%!ardg:. _ _“,_ _,d, .,,I__, __ r l.ll “, I. 

Again, consideration should be given to~‘restructuring the guid&$ce ‘in-the “” Ii -’ 
manner suggested by the commenters, -. I I ~_, ., 

“VII. CONTROL OF DRUG PRS?DUCT P.5) 
A. Specification(s) (P.5.1) 

. 1 

We recommend that method numbers are listed in a separate table SO as, to support CTD (Lines 1144- - (1 .h,,,,._ ““w. “il.. ejl* /Ij, AL I ..Yr.*.““r”~ i vc”w19,~v 
114q* 

..;i _,, ” : :. ., 

“The acceptance criteria for the description should not be, as,prescriptive to give exact measurements (of 

the tablet). (Line 1174)” 
5, I. . I 

Again, the commenters object to the example provided for the in:formati.onL 
requested, but the commenterzsdo not provide any detailed alternative: _ 1,1 

Rememb,ering that this is guidance, nothing prevents an applicant for 
incorporating ranges into the tables. - ’ __ ” j 

For an exa~mple, the commenters are dkrected, to the alternative proposed *n.,“z, i. ^,.<i,,. ; ~‘“‘l*,ii-%e 
in formal comments submitted to this docket in May of 2003 (“C-01”). *., _ .‘̂ * -I.*- i.‘r-r 1.” ii )1. ..,“I ~_ o”“., .“~,“~a\>~ka,>,*r _,,l ‘tr,$a*r-*#~<#&&* 

l “Periodic Quality Indicator Tests I 

Clarification is needed, as PQIT is not well defined. “1-n .cre.ating a number of different analytical 
information, sheets/tables, the information supplied makes the submission’ -more complex. This “.I,, ., s-_ 2 
information seems to “muddy” the issue of what is needed for a ‘non-routine’ test (reco,oend an option “., ,. .._, .,, .,*_s .,,.A\ I., ___ *_*#” , f.s ~~~*r~~^;. 3 -ilid 
to footnote the. specification) and’why. 

A., *” : i.j, 8 ,,~ c. ,. ” 
The justification of these ,non-routine~tests”shgu/dk provided in 

the justification of specification section. Inclusion.‘of this information will make the module not usable in ;~ _. _ ._,. .A/ ^” .i_ “” I”. I=I; a- **a ,P r:+.. I _L .,.-.. &. “<^ :* ,j~ __, -$*s& .“:*“,$‘.& -.:s\’ <,, -ia. ‘_, _ ,. ,,. ;, 
other regions. (Lines 117% 1235) 

A. Batch Analyses (P.5.4) 
The batch informatimfor tests.%performed that are not a part of the specification (content unifo.rmity, 
microbiological testing, etc.) should be presented in a more .relevant section (manufacturing process 
development or validation), but‘not here because-not clirlcly relevant to the proposed specification. 
(Lines 13 13- 13 1,5)” 

/ ,,., 
The com,menters.l.remarks o,n guidance organization should be considered. - _lb” 

by the Agency as it proceeds from draft to, final ‘gu’idance. ,_” ,.x I. _. i ,_l 
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“The text should be changed to the following. “A detailed summary of any changes (when the change 
occurred, differences between old and new methods, &@aXof significant differences between methods 
on the data) may be provided, as appropriate” (Lures 13 17-1322). *. ( 1 . ’ 

This reviewer th.in,ks that the existing language, “A summary of ani changes in I :.;- -+ ,r, Ai- I_ -. .> 
the analytical procedures should*be providetif the analytic~l”procedures( I ) changed ov& the course 
of generating the batch analyses data and/or (2) are different from the analytical procedure included 
in’P.5.2,” should‘be‘retained. *, 1 

-. _ . . _. I, . 

There is no compell ing need and the c,ommente~rs~j-+ve not presented any 
rationale for reduc,ing a request&r needed .inf.o.rmatio.n, to’less.,tha,n arequest. 

The FDA’s guidance is only asking for information that’it needsito ensure 
that the application provides evjdence, of :.CCfvl”P ~ co:mpliance in all areas 
governed thereby. .,, ;. ,I. , 

/ j. I.., ^‘> 
2. CollatedBatch Analyses Data 1328 1 , ( 
1329 _ I , ” I ., ,._. ‘. , i .( ,. j _) /.. “. :‘r- A.. r z ,, ” _ ~ ~I -,. _ 
Presentation of resuH+ @n @ I. batches fq- a particular test in tabular and/$r graphical ::. I. *;w> a.,\, ,.,. \_Lll”lli 
1330 format is often helpful’in justifying the acceptance dritr?$t. . 

9 ^, , / / ,_.- “~ .‘, ,. ^( _. 
i _ ; “. . / /, :; ‘ e.,_. ..,a 

. 4, ..,,, <I ,:. . ,. - ,,, ‘A:, -/ “. ,. (1 . . 

“Clarification of the text is needed. -%e text~states&at judgement is allowed for inclusion of data then 
contradicts itseifby stating specific data to b~-incl~~ec?.lil ines:!3?D- ! 33’4)” 

Contrary to the commenters: state.ment, the cited text range (L.)nes 1330 
_ 1334): “. ” ,_ 

‘Collated batch analyses data are not warranted for a!1 tests. J-jowever, collated dataJbshould be 
provided for assay and impurities (e.g., degradation products, residual solvents) an‘d’should be 
considered for othertests such as water content.” ” 

_II. ,., .- / 
, ,_ ,._,“. I 2 ,,e”l .%,,S _, ” / ,, 1 ._,‘ , 

does not contradict itself.: 
i _” ___ _ ^ ,, / 

It does not mention judgment, it talks of fest4data that the agency needs 
in all cases and others that ,sh.ouj~d, be considered for ‘inclusion ‘in” fhci __ _,."." a., 1 s-1, " % , *u*_ae* , ,_/,. *"*a*,,~+ " . . . i,i.i */ * .w., ~3%<.i.j;., ~.~W,_$,,/~~ .1" . * -.;, ,*... I_ __ j ,_, * 
application. 

“Collated data in this section is”excessjve as the information for relevant information, can be found in the ,*1* . . L .,A l* “A “,“,aillx .A. h I < _, I _I~-, .,/ ..,. * ‘So’“, ^. Ii*‘._.. ),.,> i.r,A.+?* rd.-‘,?- .i-<-,r , -ljir ,,.-. 
batch analysis tables. (Lines 1332- 1334)” 

While the commenters are corr&ti$$ tlj,$*.lr *.L,,-:, ,* 
2..;:. 

re kant imorrr$&k, can be found in ’ . ,A$*. ril, ..~l*‘~-,*,l”. .,, 
the batch analysis tables, ” the commenters ignore the reality that tabulating the data 
facilitates, the review. process and properly “collating the data- should further: 
fa,ci,litate the review process. 

Becauseit ‘“eliminates the tj~m,e ‘thatthe, application reviewer would spend 
in collating the data in the man-net- suggested; ftiis is one of the suggestions in 
the guidance that w’ilI c$rectly~benefit‘fhose firms. who.su.bmit applicatjons that 
comply with th’is request. 

>’ , 
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“B. Characterizati?n of impurities (P.5.5) 
The information that is needed is riot clear; therefore clarify what is needed. This section neeasW.to addtess _ -.. > ,_,. v., _ ;x2 ,* “e _, 
typical andior id+$ed formulatio~,~~&~~~ (i.e. product specific) impurities that may not be covered by _ * ,.,,,” ,.._/ G>. ) 
cross-reference $0 the drug substance section. . / 
However, discussion on qualified levels is best placed in.the product justification of specifica&ons section. 
(Lines 1343- 135 1) , 

Cross-reference.s)rlo-qJd,-ONLY be to’ n&-clinical $ections (at a high level). <,* lll._ /~_,. ,,x a+-_ “T>YuI’- c,w *I**s.*,+erx”i d.L~,~~*~*Ix,FL r, This section shobld be in the 
justification of specification section, where reference to qualification of impurities and relevant studies are 
discussed. (Lines 1349- 135 1 and 1 37!JT “13j32) 

Change opening sentence -ddf paragraph to ‘Summary information on the characterization. .’ (Lines 136?- s, .I (’ .” 
1363)” 

1,,1. \, ..r1.14 ,aj(l__ ” .,/,, I, -* ‘1 .,_, , “‘ . ,_ .I .,. 

The comtiente,t-s’ ,, suggested cl&-ifictitions for “typical and/br identified 
formulation related (i.e. product specific) impurities that may not be covered by cross-reference to the 
drug substance.sectign,” are- well taken. 

The Agency may also want to cons,ider placing the requested ilformtition 
as the commenteys .Suggest. 

However, this review.er thin& thatVthe>txquested cross ref&rer$e should 
be as suggested in the c&aft -to th,e, study and study number. 

“F. Justification of Specification(s) (P.5.6) 
Use of jargon terminology (sunset test) should be avoided. Replace with definitive text $r provide a 
+finition sf the term. (L&es 14$-1+$X) “. _ ’ * + “’ I_ ̂I .._, . _ .., _ {. ,,,: . . . _.” _._ 

This review,er ag;e;s with the -;;m,men&; @id -ygegg ‘th$-$prij;~** -:‘.‘- ’ ji’ I. ‘,‘ ’ 
define the phrase “sunset test.” 8, /j.. 

.z ” ’ ” 
1X. CONTAINER CLO%I&E >Y_STEA (p.7) 
This information needs to be,loca~e$QI$~ in ectiqnlP.2.4,.not.here~: 7<Li”s 1536-1537) I 

This reviewer i,s a.11 for uq,n-duplicative submissipns, unle~s~the,ci~,plication 
facilitates the reviewqf,jh-e.application. 

The Agency should consider the cornmet$~~r~~~, r&Grk ,i.n that’ light and ,^. _,&.*.(l-. ,* 
proceed based on the Agency’s assessment of Ihe possible facilitat-ion of the 
application review process that this cQ,m.ment present. 

“XI. APPENDICES (A) 
A. Facilities and Equipment (A.1). 
The guidance on facilities and.equipmerit requires extensive &FifiF?$on, especially with i-egard to the _I’ ,. 
requirements related to the potential for cross-contaminatiop with @$ and Foe-viral .adve~t~~~.~ps~agents. 
The original M4Q guidance stated clearly that facilities and equipment information was: required for 
biologic and biotech products only and the FDA @id ante appears to have ignored this disti&tipn. While 
materials of hump or ,animal origin are used in the manufacture of N@ products, the. risks associated 
with their use are generally accepted to be low, by virtue of the types of materials typically used, the 
processing, applied to them, and the eventual route sf ad~n&i~~~~~t&. While, it is not’ iug&sted that :” .*:- 
companies should ignore the possibility of direct dr indirect (via cross-co+amina,Gon) transmission of viral ! 

,’ _. ,_ 7” .1 ‘;~ ,, ;” ‘/_ji,) $5 I ,‘+* _,,1.,_. , I )* 1. iyp, ,. .,I T” . ;. :- ‘<’ 1. ,. : ^,“-_:. i_^ .‘,“ui, ‘i -_ ;” L 
_ 
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and non-viral agents via‘NCE products, it is ‘suggested that the level of risk is such-that ,,this may be 

managed through GMP rather than registration activity. (Lines 16381678)” 

As the commenters c-orrectly point out, the FDA has correctly’chosen to Y.“,, ,- :+” ,_/ *rii’,- .%.a”.w 
.ignore the guidance in. M .4Q because materiajs of “h.ujma,n and :an_i.maj,.origin are 
currently used in the manufacture of NCEs I “.1 1, ;I ,“.,,II_,^..*(l_i, Sl we&& e_+u “‘“‘“;*i..~ir~.~~~~?~.ii,,,r,~s,t I” i_ ,* -,’ i. im” I;‘.- _.j/ ,1,“61* “V. iYIILIX j sj, ” 

Moreover, .the increasing ease with which anlma1.s and plants can be 
r ,A 

genetica.lly manipulated.to make NC@, this problem will only increase.: 
Though the risks may ‘be 10%; the applicants for drug products that made 

from such should provide the infor”mation requested. 
Based on t,he preceding it’ is clear that the, requested information is 

needed by the applicant’reviewer to asses.s drug-product safety. 
As with many Agency activities, registration has a/CGfvlP component that 

needs to be both clearly recognized and apprdpiiately~~~e~sed.’ 
_ _.. >, .‘ 

“, _, . ,‘_r -*-.‘” ‘,X _.i. ,,“-r>>^,i ^ . .._ /. _, . ;,, ,\ 

“B. Adventitious Agents Safety Evaluation (A.2) /( 

As with A. 1, the guidance in &is section requires extensive clarifi.cation, as there is no clear .dis,tinction _ 
made between the requirements for NCE and biotech/bioIogics. (Lines 1682- 1742)” 

, 

This reviewer doesnd think that this guidance sh.oujd .make,’ what the 
,’ 

commenterrs” ~~~~~~i,t_~,~~,_their”‘ijreiiious remarks,* are artificial distinctions between lil”-lr”ar- 
NCEs and biotech/b/ologics. 

._/._ ,_ i 
“C. Excipients , . _, -, 

“, 

For non-novel, non-critical excipients (i.e. excipients which do not have amajor impact on the quality or 
safety of the finished product), ‘this escalation is un+arranted1 FI)A, vviIl* have ample opportunity to 
review the rationale, and justification for reduced testing andYor substitution of anaIytica1 methods d.uring 
a PA1 ,or a routine GMP inspection. . “I_ (Lines 175 3: 1,755)” 

. ,^ . j, 

As this reviewer ,has~ stated in previous reviews, the CGivlP regulations ‘- ” _I “#,,~ *A,* *.a,. a 
cover all and the FDA needs to co?!ec_t_Supporting data on all in order, &gather ,I^ .:, I, 
suffkcient inrormayci~~,l,:~~~.~,“l’~~~~a .appropriate” PTA‘ ‘inspections) documented 
evidence ~to indicate , that -the” applicant’s. application de~mqnstrates that the 
applicant probably does*“%fuIly comply with ttie~ CGMP -.requirerne~~~“BEF~~~~ -.’ *. 

_,____ 

approving the firm ’s application. ‘ ‘- ’ ‘. 
i.i I:--.*“’ =. .a I :l_ _, j_ _,I _ iI , 

Thus, requesting this information- is definite,ly warranted. ’ 
j 

“XII. REGIONAL.INFORMATION (R) ’ 
3 . 

L_. d,,~, ,-.s ,;,,., #_;) 
A. Executed Production Records (RI1.P) 

., _ ,, _ ,a .- ., ,. i _ 

The amount of infqrmation”Fequested is excessive. This information can be addressed during’PA1 or GMP L, /* ,>* ,U)_IVI”,“.“..,,.MI*l ._.*lA. X” p_lI** 
inspections. (Lines 18 17- 18 19)” 

Again (see the preceding comment), this reviewer disagrees with the 
assertion that the “requested informat.icn ‘j.s~~e~e&ive and wo,u!d again remind I P,..‘,. __.I <,./“,__.“S”. ,“. *_I,_ ..-__ _,> ,a,“, 
the commenters that this ‘jnformation is needed by the Agency if it is to plan I, ,; _‘&)_‘I I%“, -_,,l,,l/i_. *LI.Ix,. P” ai)ex :r**nwsi Wh “” .‘~*4,~.aAI( , +<~~a.,.,***q~~%*.p 
effective PAI inspections in support of an appllcatlon that is”under:rev[e.& )_ ,.“ , *,:y*,, .;.. ‘/ ,, _,, / -, ..,d.,_,,_, ,” . I _ ,, ., j ,,’ .A . : I,. j, _.r , . . . . + . _ ; ” *, _‘ _ .; 
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I” ;( r.~.,ir.-a--_ ,*&h;, ,b” I ., __,,. *” .,j, , ,. 
,. 

)_ :~ _ : 1 ‘ 

“ATTACHMENT 1 
Rheology 
Add +e end of the section add &is staierqeesT ‘lfb~~~,&gical measurements are inappropriate for control 
of consistency or viscosity, the reasons for lack of Such control should 56 listed.’ (Line‘ IgOOj” “. ? 

/ 
! 

i 



., <.,. i ‘ 
,a .* “‘ .‘I ! ‘” 
‘, ,, ._ ._ _, 

I- , 

,_.. ; 7‘:. ; 
[Note: The original comments are quote”d in’s condensed font (I&&), thk quotes -’ .- 
directly from the draft guidance are quoted in a stylized font (Lydian) and this 
reviewers comrr~~r-& .g,re. in 3 publishers font (News Gothic MT) or, to Conserve 
space in the tables, in %I&& New RQIJI~ Jo .E&$? S.,ez$ier for the reader to 1_ __,, I. _  ̂ __^ , , 1 .+LV ” ‘i&k ..&*0 CM- “! “~ . .*_ .-., .__ ? _, _% ,.F. ,?/ 
differentiate the “speaker” in the variouslext.passages that follow.] 4 

The comnienters. stg,[t,,their submission by stating: ’ ’ “. ,, ,t<.,_ /., ,. “) ;j ‘. i .,,A.” , il< *3*i- 
“Novartis Pharmaceuticals Corporation is a world leader in the re~~arch_~and”~de)Ie~~prnen~ of products 

to protect and improve health and”well-being. 
Novartis researches, develops, manufacturers and markets,leading innovative prescripti0.n drugs used 

to treat a number of diseases and conditions, including central nervous system disorders, organ . ,( ‘j _w_ ,_‘ .,es_r,.“., ,.L, 
transplantation, cardiovascular diseases, dermatological diseases, respiratory disorders, cancer and 

arthritis. 
The company’s mission is to improve people’s lives by pioneering novel healthcare solutions. 
As a global pharmaceutical corporation, Novartis is supportive of efforts to’improve and to harmonize 

the technical requirements for reg&Xon of pharmaceutical products. “- ’ 
7, . *,. I.. 

We appreciate the opportunity to Cbinti:erit 'Or! his guidance in accordance ~~.ith .!!!S's Good, I,_ 1 _ __ _, 
, 

Guidance practices. 1 

Nova+ understands ,the need-to update the Guidances “for Drug Products to ‘incorporate change 
necessitated by the Common Tech@aj Document (CTD) and’ International Conference on ^ ‘ I, (.‘ . ,_?.. - ‘,d_‘ I _ 
Harmonization (ICH) gl o a initiatives.supported by the FDA. b 1 

As a global pharmaceutical corporation, Novartis supports those efforts which lead. .to greater 
consistency and quality m’global registrations. 

SI I .- .,.~^, “.I : ,v;l/,x _~ ,.,a/ .^,.,\ .,.. ,a, ,_ . , ” 

Nova&s is ‘also aware ‘of several .amb&ious’ inftiatives’ current9 undertaken at FDA to i improve drug US, ->.i-h. .~...‘.-.‘dl^**. AL-.*,,;, “, s.y* *iM*in; i”sw~~~~9 / *“*-a*“+.<* w; 
quality in the 2 1 St century. -_ 

However,  Novartis has some concern that the magnitude of the proposed Guidance revisions as 
compared with the 1987 PDA Drug Product Guidance, when considered in sum, could be more 

transparently portrayed to ease evaluation.of the proposed changes. 
I *_ ,. , ., _ 8” ,.. 

These points are elabqrated and. a&Iitional comments -are proeided in’ tGe ,attached _ ..” ^. .II. .A. *..a _,,/1 . . e.,,, x”__,._i,*, 
tabular format, for ease of FQA.us.+” 

i . I  

The comrqenters’ intr$y,c$ory remarks are both inter.&ting and 
instructive. 

-+.. .ii _. 

However,e the tabular ,.fo_rtij&” p&id&l, no; r&&$ th<“*i%e& .‘G$kes‘.’ * 
difficult, to say the lea-St, for anyone to review the electr!?pic‘versio,g’ posted to 
the dockets database. I 

! 8 I ,, , ,-\ _, Ed ,./ .,. ._-.,; *, ;. ,, . > _--_ _ ;*,. j j I “.” -,I” ,-, _j .,. II ‘ /_ .i. 
“General Comments . . L. ~_ .,>I,, ,. *- - 3 ,_ 
This draft D-g Product G&dance represents ,~~~r~~e~~iv~~r~~~~~~ of the 1987 NDA Drug ‘Product’ 
Guideline and as such warrants a crftical review. *L) *,. “3 x, l”,A)l ,.,, _-, .v.ll_ “. .+, Critical review is hampered by several factors, -.lri~,.-~.~“t~~~,~.~.,~~~*\in)*.. de p* I”#*s 
including: i 

1. The open status of several significant draft documents such as the ,199x draft ?+abihty Guidance 
2. The harmomzat&efforts of CDER and %E$ER re 4 -*.~*e” .e, * L1_,‘ A*,,* q uirements in one DP Guidance 
3. The introduction of addit@nal regulatory content requirements through the CTD format changes and 

ICH references ,. 

i 



. _, /, i : _” z 
~ I”, . 

4. The lack of a current D-rug Substance baseline due to the ‘planned revision of the %,ug ‘SFbst&e and 

BACPAC II Guidances under development .” 

This reviewer doesn-& feel, that a critical, ,review of this document ,was 
hampered by any of the preced.ing.* ‘i. ‘:’ 

While these do tangentially impact the draft-guidance, they, in no way, 
directly affect what it suggests should“currently -be’ provided in the ‘a drug 
product application 

As evidence of the~“v,al,.j,d,ity ‘of this revi’ewer’s rem.a~rks, the commenters 
need only consult the formal su,bm’ission to the.docket posted on Mayi20, 2003 - ‘” ,_‘/, P( WI .,.^/.hc~.*~ 
“(C-01).” 

_. ,li_/ , ^ 
/ . 

“The logical flow of regulatory requirements and scientific criteria~beginning with drug substance starting 
materials and c$nn&ng’with the final drug product would result in a more unified FDA Guida,nce set 

for submission and review purposes.” 

This reviewer agrees that the suggested restructuring could.,enhance the 
“logical flow of the regulatory requirements and scientific criteria.” .-, 

,_j 

H,owever, the reviewer knows, that. a ,~contro,ls~. structured” “i.n,coemriing, in- ’ 
process, drug ‘product”-ordered approach that incor60’~~~~s’~~~ikrences to the 
appropriate CGMP requirement or requirements that the requested information 
serves to verify cognizance and probable’compliance format would result in a .._.n. ” ̂ “,. ” i ji ,_ 
more CGMP-compliant Chemistry, Mtikufzktdng ar%l’Controls gurdance set for , ., .,, . . 

“Changing DP requirements ’ before establishing new DS requirements’ may require amendment of the 

proposed DP Guidance.” ?“.,, j.I 

Though the comment cannot be a.rgued with, this reviewer finds it both 
unpersuasive and‘no( relevant.‘. ‘.’ 

,, ,~ v. .I “.- _, .j > 1 s..r:‘ ,.“.i .” “._ _,I , ,, ” ” 
.I 

“Revision in multiple areas concurrently, although ambitious, may result in unintended contradictory 
regulatory requirements, with respect to: 

_ 

1 I ” / 1 ,j I~ 
l GMP review and revisipn ~ !“’ 
l Finalization of planned or open draft FDA’Guidances 

_‘ ‘ 
l Ongoing harmonization efforts 

0 Electronic submissions standards, and maintenance of electronic dossiers as submissions @ updated.” 

Again, given the language u~sed, the comment cannot be refuted,, 
However, having repeatedly read the draft-guidance .proposed and 

submitted fbrma!,,.con?ments.50.tS,,,~~~~~t! ang,hq,yi,% a thorough u$fr!fafiaing, , 
of the requirements of the drug CGMP, this reviewer is persuaded that the items 
rai,sed by the commenters are, red herrings’ designed to. needlkssly delay or 
sidetrack this much-needed and long-delayed revision of the CMC guidance 1( ‘, “.. *,*, ” ._? \ <,,, ,*+, * _j’(,‘/“,,& ^,“*“*“-,““~$ 
provided. 

.I’_^. ” L ++.,; ‘, ‘,, _-2-, ,+ ,_, _ 
: 
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02D~0526 ,. . %../ ,. ,” .1~ I~ .I, ! . 

Guidance 
leference 

[CTD 
section1 _ 

General 

Line 
Range 

N/A 

Review Comments 
[to italked text] 

Review Comments 
[to italicized text] 

Major Comments 

Overall, -this seems to increase filing information 
requirements for NDAs and ANDAs while the CTD 
structure was meant 0nj.y as a formatting tool and was not 
intended to identify additional requirements above and 
beyond those currently required for drugs. Instances 
throughout the document identfy requirements not previou$ Lied 
in regulations or current gwdancerfor drugs. (1) 

Cross-reference to other Guidance documents is very 
useful! However, the reference to Guidances that remain in 
the draft or development stage increases the difficulty in 
reviewing this draft. 

Thor document places a great focus on de&$&nt actkit& bnd 
the needfor co&arativehistokal data to support and just$y the 
information in the yor market” application for thk &ended 
commercial product. (3) Fdr examples, please see: 
lines 495-505; 
lines SO-,587; 
lines 777-780; 
lines 1317-1326; 
lines 1468-1472; 
lines 1573-1593. 

1 

Ratiqnqle 

This Guidance is intended to be applicable to 
NDAs and ANDAs. In cases where specijk 
rections would not be reqmred for an ANDA, or 
would require amplzjication for a bidlogIcal, it 
should be stated as such in’ that section. (2) 

(1) Contrary to what is asserted, the requirements p& in curr&t’ guid‘aticeb ari3: 
requirements in the CGMP regulations for-drugs,121 CFR 210 and 21 CFR 2111. 

(2) Having read! this guidance more than once, this reviewer KaS failed “Itd fiiid’any section 
that he or the other commenters found did not apply td some degree & % $plications - 
therefore,,this revjewer findb,tiii s&need 

These requests for hisiorical information are 
excessive. Novartis believes much of this 
information would have been exchanged wth the 
Agency during product development for example at 
end-of-Phase meetmgs), rather than at the time of 
the original MDA, and is therefore redundant. (4) 

This Information should be consolidated in the 
Development Pharmacekcs - pbrt of the 
applxation, and its purpose and use in Application 
review of the hIstorica infoimation clarij?ed for 
both mdustry and FDA sta& (5) 

(3) This reviewer agrees that this draft requires the applicant to provide’a body of evidence 
derived from historical information tqsupport the implicit claim that’the propoHed drug 
product and its production process complies with CGMP - in this rekard, the proposed 
guidance is a signifikant itipiovketit o&r”th”e &xi&g &&dance. ’ ” 

(4) ^_. __” *A”<.. A._ This review dbes‘e find &at the requests foi iiifoi;i&oin aie‘dxce$vk. MS&ei, ttie 
issue is not whether or ‘not the information ‘h&,$ti @me form been &cb,anged,‘thi issue 
is that the requested informatiQn needid to be prdvided‘k the fokmat‘.rkqtie&kd to 
facilitate a) the review of the application by an assigned reviewer (who-may never have 
attended any Agency/firm meetings prior to ‘being assign&d to’ &view a suliniitked. 
application) and b) the detkkminatibn that the : informatipn syl@ted WestabliFhes 
(proves) i), if approved, the drug product will be safe and effective, and ~ii) the 
manufact$rk of the drug product and the drug product will compljr with ALL of the 
applicable CGMP regulations. Finally, the commenteii i<noi& ‘ththa’t ih$ “guidke is for 
bdth ANDA and ‘NDA applications 

: i ,.,, _I _ , -: ? 

(5) Contrary’to the commenter’s position, it is crucial that this informafiop be provided in 
the “CMC” section of an application because a) that is the section: that the Office of Compliance receives and uSeS to plan its;~~.-~~;nsii~~~~~a~~‘iif~ri‘.-li~~e~“~~~” .&;a(.& is 

submitted and b) the reviewer needsthe.information to ensure that.!+ goals enunciated 
in Point (4) can be met. 

^‘ ,_,., I 



p&q 
keference 

PD 
section1 - 

General 

x 

Line 
Range 

N/A 

- 

Review Comments, 
[to italicized text] 

, 

1V.C 
[P.2.3] 

T- Major Comments 

Thus draft cites the’ ‘GMPs “&-~‘%b&~’ b&k -:~@;js:.,$gt 

appropriate. (6) These citations are’ mc+t prominent in the 
analytical secticks, in which’ acceptance of res&s on 
protocol are discussed. . 

These lines shou&l& r<tnp&jom the Guidance as being under 
GMP regulations: 
Lines 1022-I 025; 
Lines 1035-I 038; 
Line 1089; 
Lines 1607-l 609; 

(7) As per (6),t hes$ lines .shduld w be removed. 
(8) Again, the commenteis ignoie the Ci=MP requirement iu the, @C Act’ and its . -.,w_ ll_llm.s..l.‘” ,./.u. 

requireme& N$Qreover, though the CGMP regulations for drugs and drug products 
are covered in @her. st$ipns, any ap$ic&oi# for $ $iig.$rdd&t’tii.i$ ~e~ohs~r$~L~l@f 
the processes Andy controls* u& and. the .@at+rials (incoming and i&process) and the ..*‘.L*i*..%‘e _- ;,4+..+*i*ee*T,~*+ j , 
drug product meet or exceed’ the requirements et fprth $_n @i$ ~ti”g&it~o’&;‘?%$~foi;k, to I. .^__.w.//xll,.,l.>. 
the extent that’therequirements of$he C.~~P”regula~dlis’bear directly or indirectly on 
the need for the reqks~ed iufdimation t CI, ,,,support the application’s information 

date’to cite the appkabie iegulations. 
This section is on example o’finfo;moti&n cokSdeked” 

Rationale 

GMP requirements are coverid :i;;-Seporote regulatatlo;C. 
Although we ore aware of recent FDA init@ives in ,~,./ 
updating GMPs, it may be premature to‘ inte&atk 
specijic GMP requirements ihto the Drug Product 
dossier requirements prior to ihe completion of these 
ongoing initiatives. (8) 

basis” when they cite CGMP. Moreov$r, because the FDC .Act requires that all drugs 
and drug products be produced in compliance vGith CGMP gr $ is adulterated-and ,a ~-*x~r~h”~~~ * :,,~r~,r**%“w~.da+.s!w 
cannot be $old. -,T,herefore ii is important for any guidance to request pll,the informat& 
from the applicant that is “iei&ed to est&lish th;it this is the case B$FORE approving 1 1 ̂f”“Q _ j.. “... -*.LI.,*L* “lb+ ,*,i”G,%4*>,&,.r, 
or licensing the drug product andIts:.~a~~fafac~ure under the conditions proposed in the I‘ ,..* ..,_/ / ,d _ i( s ‘ ” 1 I’,*.-,*&uy”“” 
application. 

the equipment comparison table; however, this amok $&t&l is 
typically not required. (9) __‘ 

Change to: 
For equipment of differerjt ,pperating de&h 
or principle, a t&l6 should be protiided -t/T&f 
compares equipment used .to produce the 
clinical bSt@es t&j! .I $upj~orf efficacy or 
bioequivalence and primav stability batches to 
the equipmenf proposed for production 
batches. 

The fable sh$w[d iden$fy (I) the identity (e.g., 
batch number) and use of fhe .~&&Ks 
produced t&sing the specified equipment (e.g., 
bioequivaience study batch # 1234), and (4) 
any significant equipment dif%i;eri%j$ -‘(e.g., 
different design, operatinb br%tipIe, size). (IO) 
Please provide ‘a +eprebkit%ve t&e _ ,of 
equipment similar td that provided in the SUpAC 

this excessivefor conv&on>< dosageforms. (11) 

We also suggest that the agency and 
industry develop stanbrdized terms” for 
operating equipment, including those for 
transdermal and otljer uncotiventional /., xL_.j;_wI._ 
products, to make the ,comparison process 
more consistent and mqFningf%l. 
Equipment comparisons should be based on 
existing SUPXC Guidances, where 
possible. 



Review Comment 
[to italized text] 

790-796 

Review Comments 
[to italicized text] 

v.c.2 
[P.3.3] 824-826 

I 

Review Comments 
[to italicized text] 

Major Comments Rationale 

(9) This reviewer agrees that the guidance is very spe&cbufthintithat,’ forget%g%&ry; 
the amount of detail is simply that required‘,to. pi%&ide the needed: evh%en,ce”that‘the 
applicant is proposing a CGMP-compliant process and product. 1. 

LO) This reviewer does w support the changes~prop&d%y the commenters because,‘for tlie‘ 
reasons previously stated, it is p& appropriate.‘. Moreover,“the ‘reviewer can hefp -but 
notice that the comment&s have truucated,the,lisf of,!tems from (1) though (4) to (1) and 
(4). 

l each manufacturing step, with identificatmn of the critical 
process controls and any manufacturing step’bhere, once 
the step is completed, the material might be’heldfor b period 
of time (I.e. noncontinuous process) before the -next processing 
step is performed. (12) 

l the material being processed ,., 

11) While the commenters’may consider this information excessive fork conventional dosage 
forms, this reviewer sees the request as being . 

Change to: “‘ . ,. . I , , L_ ._. _‘ 
For clarification purposes, ‘it is recommended to 

br and approprrate 

revise “critical steps” to “critical +ocess 
controls” in the first bullet, and “critical process 
controls” to “critical in-process material tests” in 
the third bullet. It is also recommended to 
reduce the level of equipment detail. The 
section should be revised from: 

l each manufacturing step with identification of 
the critical steps and any manufacturing step 
where, once the step is completed, the 
material might be held for a period of time 
(i.e. noncontinuous process) before the next 
processing step is performed. 

l the material being processed 

l critical process controls and the points at 
which they are conducted 

l critical in-process material tests and the points at which 
they are conducted (13) 

l the type of equipment used (equipment’tendor model and model 
number is not needed) 

12) Do not agree with the change proposed by 
,. ,_” ,\‘,.._>*. 

the’ commenters .- the appffcant needs to 
identify which steps the firm considers“‘critic 

I/ ._.,l ‘, and which.~av~~~~i~~;f”~~“~it‘ii;;i;i.time8” 
. ._ ,_, 13) Do p& agree with the change proposed by the commenters. The CGMP regulations 

require the identification ofthe process controis an”d control points “- tests‘aree‘but ‘one 
type of control - examinations and active regulation systems are other types of controls 

BSE statement currently required only for’biologics’? Regulatory requirement ‘clarification 
Please clarfy the extent of e&t to be expended concerning 
ruminant-derived materials “used or manipulated”‘& “a”?fdahtyj _ 
with respect to pharmaceuttcal materials. (14) 
The cited 9 CFR 94.11 concerns importation of meat and 
animal producmjom specijed regions. (15) 
14) The commenters should consult the’ previous review to see that NCE .are so.metimes and, 

in the future, may be increasingly produced by gene~~~~~;;ily’“~~~ &&ma& ” ” 
15) The regulation is cited only with re@eXt$ the identification’ of countries of concern for 

l the type of equipment used (eauinment model 
numberisnotneeded) ’ ’ ‘ 

. . . . 



Guidance 
ieference 

PD 
section] 

Review C 

Line 
Range 

849-852’ 

nmenis 
[to italicized text] 

[Ei] 
956-958 

Review Comments 
[to italicized text] 

Major Comments 

4dd word ‘kritlcal”’ 
_ < . #X, . .._ _ ‘ ,, *_ ., .I y,~,*, I r,l*2 I” xu*,jw* *+A% 

Steps in the process should have the appropriate process controls 
ident@d, Associated qumeric values, can be presented. as hn 
expected range. All critical process controls should”be inclpdgd 
in the description of the manufacturing process (MPR OT 
narrative). (16) 

documeniation is “appro$ate” for submission, as tbis 
information is not,typically submitted to the FDA, with 
the exception of sterilization valjdation. a I, 

Rationale 

“AM Iipocess contrdls ” bri coi;sider;?il”too 
inclusive. Frequently, there are processing 
controls that have no esfect on the quality 
attributes of the product. These cont@ls 
may be in place to monitor process yields 
or efficiencies. These, e&- be added or 
deleted during routink Production ~ -and 
should not require regulatory hktioit‘ to 

“inadvertently,” or “erroneously” classify a control as ‘(non-critical’.when, in fact, it is a 1), ” +~“,1 
critical control. By requiring all contr& to be incliided in the”description, the Agency 
eliminates the possibility that a critical co&o! %$ll~b~ o?+i@+ed, 

17) First of all #he caj@&im~of yields kd’the e$abl$hm$nt. of yield ‘%mits are CGMP 
requirements, and are. jhe&oIre_T(luired to deino$&aje compliance: HoTever, a non- 
CGMP mandated moqijoring of the process for efficiency is not, in and‘& itserf, a control 
and, prdvided no conditions are &a$l@d,>-fd” ,A&* effkiithiieb mjaiuied,. that may x_ j I I ,l..-’ ../ _(._^^ -.” ,,_ ,._ i~,“~,~~~~~‘-‘,~‘,“,~~ *“&,a<, 
negatively impact product qualitjr, .stich are not cotitrols. Such “pure” unfettered .--.ar.r?i..ius-e.‘i*r~y _ . . ~ .” \/,. ̂ - _ 1, I 
monitoring activities”&& ~‘.~e’“‘~~ecl;‘̂ ‘7HO~e~er, If the firm sets goals, provides 
performance’ efficiency incentives, a&k $resstires its niatiyfact+jng personnel to 
perform at higher efficiencies than soi$~“‘&rget’%%~- th+ such be~~,~~~~“n~~~~~~~,,~~~t 
usually have negative impacts on product i@%litj; a& thei sh6&%&repofied as such. 
If a procedure is purely a performall& tidni@@ng activity 6f ant kind th6t is not 
required by the CGi@ ‘ie$lations, tftin’this ‘ieview2.k would agree that% firm-may add 
or delete such with impunity. Howkver,‘this~r&i&$er’s experience $as been that most 
such activities encunpass more than. mo,@tori@g-- w&n that is the case, that act&y is a 
control that should @e reported i,f its hap been us@ tii‘kharacterize the: process and/or the 

*.~‘s*-_ i,+--“* ‘( ““‘“’ 
It should be made clear that fir US subm%jonj ‘the 
only process validation data needed is for sterile drug 
producti. Further, the level ofdocumentatlon typicolIy 
provfded jn non-V.5 applications is much less than 
that tupically provided in the US for sterile product 
validation. Clarijcat~on of the expected level of detazl 
in light ofthe CTD hurmonjiation efirts is requested. 
Process vahdation IS the responsibility of the field 

documeniati?n.> be s@&ed in the ~alj$ic&ioii wh& tie ‘6j&ck&~ i t&d io- &$pol . _*a”, *a, _‘*“<;MI 
adventitious agents.” Moreover, contrary to the st&Went made, field inspectors are only 
responsible for verifying that the firm has performed and is performing the CGMP- 
mandated validatidn acti&%; , I . II I ,_ - Process Valid&ion is the‘ resporisfbility bf the drug- . ” Il..l?-“1 .?-I&** ah‘.+. <v ,U.,,i.:iSlvu-,“.~~~ iiarh.r~,w*,i>r 
product manufacturer. i I. I. ,>; \. . / _; 
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[to  i ta l i c i z e d  te x t] 

----T T E  

M a j o r  C o m m e n ts  
. I  

. : : 
R a ti o n a l e  

W e  re q u e s t th a t th e  a g e n c y  c l a r i fy  th e  i m p a c t tl i e  D o e s  th i s  a p p ro a c h  i n d i c a te  i h o t a  s u p p l e m e n t w l l  b e  
fo l l o w i n g  s ta te m e n t h a s  o n  re d u c e d  te s ti n g : re q u i re d  i J  th e  re d u c e d  te s ti n g  a rra n g e m e n ts  s ta te d  m  

In  a d d i ti o n  to  l i s ti n g  a l l  th e  te s ts  fo r  a n  e x c i p i e n t, th e  th e  N D A  a re  s u b s e q u e n tl y  c h a n g e d ?  A s  a  G M P  i s s u e , 

s p e c i fi c a ti o n  s h o u l d  i d e n ti fy  th e  te s ts  th a t th e  d ru g  p ro d & t i t m a y  b e  a p p ro p r i a te  to  re m o v e  th i s  p o i n t fro m  th e  
m a n u fa c tu re r  w i l l  ro u ti n e l y  p e rfo rm  a n d  th e  te s t re s u l k  d ra ft G u i d a n c e  (s e e  G e n e ra l  i o i n t 3 ). (1 9 ) 
th a t w i l l  b e  a c c e p te d  fro m  th e  e x c G p i e n t m a n u fa c tu re r’s  
c e rti fi c a te  o f a n a l y s i s  ( C o fA) .  
1 9 ) If th e  fi rm  m a k e s  a n y  c h a n g e  i n  i ts ’a p p ro v e d  i n s p e & o n  p l a n s  @ i S i d i n g , h u t n o t l i m i te d  

to , re d u c e d  s a m p l i n g , i n c re a s e d  s a m p l i n g , re p o s i ti o n i n g  o f s a m p l i n g  p o i n ts ; c h a n g e  i n  th e  
a m o u n t o f s a m p l e  ta k e n ;a i i y c h a n g e  i n  a n y  te s ti n g  p l a n , a n y  c h a n g e  i n  e x a m i n a ti o n  p h i , 
a n y  c h a n g e  i n  th e  te s t, e tc .),“th e n  th e  fi rm  n e e d s  to  ta k e  s o m e  a c ti o n  to  n o ti fy  th e  A g e n c y . 
A t a  m i n i m u m , th e  c h a n g e  m u s t b e  i n c l u d e d  ‘i n  ‘th e  fi rm %  n e x t’c L a n & i a l ’ re v i e w *  re p o rt 
fo r th e  d ru g  p ro d u c t a ffe c te d . In  s o m e  c a s d s ,“&e ’a  & & i & t re d & $ & m  ‘i n ’ th e  n u m b e r 
o f b a tc h -re p re s e n ta ti v e  s a m p l e s  ro u ti n e l y  te s te d ,‘ th e  a p p ro v e d  a p p l i c a ti o n  h o l d e r o r 
l i c e n s e e  m a y ‘ n e e d  to  fi l e  a  p r i o r-a p p ro v a l  s u p p l e m e n t. T h e  l o c a l  d i s tri c t o ffri c e  o f th e  
F D A  s h o u l d  b e  c o n s u l te d  a n d  a g re e m e n t o b ta i n e d  o n  th e  ty p e  o f fi l i n g  th a t i s  
a p p ro p ri a te  fo r th e  c h a n g e ’p ro p o s e d . C G M P  c o m p l i a n c e  i s  p ro d &  s a l a b i l i ty  i s s u e  - 
b a tc h e s  th a t d o n ’t m e e t C G M P  c a n n o t l e g a l l y -b e  e v e n  s h i p p e d  m u c h  $ s s  s o l d  a s  th e y  a re  
a d u l te ra te d . 

S p e c i fi c a ti o n s  -  ID  T e s ti n g  
A  C M C g u i d a n c e  s h o u l d  n o t b e  c i ti n g  th e  G M P s . (2 0 ) 
&  (2 1 )  

2  

! 
i  I 
i -  .- ” - a  .^  
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Review Comments 
[to italicized text] 

!O) 
-__-I I*_.-. *.* >.“... .* / x ~.,~&2,i, 

this point clearly established that incorporating CGMP requirements’ into the CMC 
guidance is pot. only permissible but that ‘such;,_a) provide’ the ju&ication for tbe . ..- ,. ,>“,. y*“. ,.., .,- .l“.^. /-. ,,,: I, ‘. j 5 ,:.:.: “*.,- 
information requested andb) assist the apphcanf rn developing and submitting a process ‘,. -_/l. ,*, 
and drug product that is CGMP-cornphanf ‘:a c&r^requirement in’$$ PI% Act with 
serious consequences when a process or drug product is not CGMP-compliant. 

!l) With the preceding in mind, let us review. a) what the &%tce kays: “‘At a minimum, the 
drug product manufacturer must perform an appropriate identification test (2 f CFR 2 II .84(d)(I)). 
However, when there arespecific safety concerns relating to an excipi‘ent, testing in addition to an 
identity test would be warranted. For example, diethyl&ie glycol contamination of polyols such as 
glycerin and propylene glycol has caused,,,numerous. fqtali~~,.and the~specification should include 
testing for potential im~uriGK>nd conta~minants for, each, batch,,receJ*-eed ,by the drug product 
manufacturer,” and b) what it should have said to fully conform to the requirements set 
forth in the CGMP regulations cited. The controllingregulation for component testing is 
set forth in 21 CPR 2&84(d) (1) and (d)(2) which state (emphasis added)‘: ~” VII “)_1 ,,. I,” ,,,. ” .,_ 
2 I CFR 2 I I .84(d) Samples shall be examined a,nd tested as follows: _ 1 ..: ,a_ /‘. i, ,., 
( I ) At least one test shall be conduct@ to verify the identity of each component of a.drug product. 

Specific identity tests, if they exist, shall be used. , ._ _ 
(2) Each component shall be tested for conformity with all appropriate written specifications for 

purity, strength, and quality. In lieu of such testing by the manufacturer, a: report ‘of analy& 
may be accepted from the supplier of a componeht, provided that at leastome speizifk identity 
test is conducted on such component by the manufacturer, and provided that the manufacturer 
establishes the reliability of the supplier’s analyses through’ appropri@e%lidation of the 
supplier’s test results at appropriate intervals. ._‘- . i ’ 

Based on the preceding, the minimum testing that a firm can do for component testing is 
m.“an appropriate identity test,” BUT ‘a specific identity test:” I. 
Thus, the guidance should be changed to read at Line 1024 and following: 
“At a minimum, the drug product” manufacturer must perform a specific identification.test (2 I CFR 
2 I l.M(d)( l)(2)) on a representative set of samples (21 CFR 211.84(b)) from each 
shipment of each lot (21 CPR.ilf.L@~(b)(l). H owever’; when there are s$cific safety concerns 
relating to an excipient, testing in addition,‘to*an identity test woul’d‘be, warianted, ..,For:example, 
diethylene glycol contamination of polyols such as glycerin and propylene glycol has caused 
numerous fatalities, and the specification for these and any other such shoGld,~inc!ude~testing for 
potential toxic and hazardous impurities and contaminants for each batch4 received by the drug 



PD 
section 

Range 

1034 

Review Comments 
[to italicized text] 

Review Comments 
[to italicized text] 

M.D. 
[P.4.4] 

1089 

Review Comments 
[to italicized text] 

Review Comments 
[to italicized text] 

Major Comments Rationale 

pull monograph testing need not be perfkmed >n house ‘bj ‘the Established as part of vendor certification 
sponsor on every batch. Acceptance of datajom the vendor can be requirements. 
done if the vendor’s data has. been confirmed to be comparable -to . 
the data generated intern+. (22) &  (23) 
12) This reviewer must object ‘to the out~of%nitexf andina~piulkiately $a$ed Change from _ *,s” :b-al _ ,I 

the draft. ‘I&St the text is~ only intended’to providtYgrGdan&‘as*to ~hen’more than the 
citation of the compendia1 method needs to be done. The text being modified starts at 
Line 1032 and reads (Lines 1032 - 1434) as follows: “Only a citatidn to the appropriate 
official compendium need be provided when the excipient specification is iden$a! to the,compendial 
monograph and full monograph testing will be performed on each batch of (xcipient.” The text 
does not indicate or imply that a firm should do.full~o,mpendial testing on each lot. It is 
intended to address the issue af ii;lietI@  *or~.nnt~:m~@e ‘than the &tat&n o~the’~omlk%dial , L ,_ /, I. ,,w *.x,,,I^ < *~--q* ,ap,_ ._ x ,. ,-.~ 
method is required. 

23) Further the commenter’s, inappropriately placed language does l$ ~meet the clear 
requirements set forth in 21 CFR 211.84 and 21 CRR ‘21LW%@&)(I). *“[See ‘Review / ^11_“, __ /./. /“S, _ 
Comment (21).] 

.’ li ‘I’. .* 

Change to: We prefer not to state al~analytical procedures. 
Analytical procedures for excipients should be validated as For example, compendia1 methods are well 
appropriate. characterized and thus need not be validated 

because: a) it is clear, when the next sentence is read, that the guidance is using’the word 
“validated” in its broadest sense - one that encompasses “verified” and b) the paragraph a.s 
written correctly states the requirements for qualifying methods that. are compendia1 or 
from other sources that the FDA recognizes - “verified to be suitable‘uvder actual conditions 
of use.” 

A certificate of analysis (COA) from thk’manufacturer and 
the test results for the same batch from the drug product 
manufacturer should be provided for the components 
described in P.B. The information should be ‘for -the 
materials used to produce the batch dcscribcd in. the 
executed production record (R. 1. P) . 

25) If nothing else, the information requested’ needs, to be. submitted’ to- su$p%’ the 
applicant’s adoption of the “accept COA” approach in lieu of~full monograph testing. 
Therefore, the rationale for objecting to reporting the information requested escapes me. 

26) Since the guidance is just that - guidance, the alternative the commenters”propose to use may be acceptable PROVmED ihe requested i3”i[xs &k .&+&ge”ec “.’ 
1.~.,“, . . ,. ,, ,_ a<. .S‘ .* “.. I c 4 r ~“-2l-e.‘ ,A I -,, iirurii&*h‘~~ “H,..wd ?ir-lxi .*,BirrA. ~**, soa 

Unable to comment as Guidance unavailable 

The comparative analytical ‘information request need 
not be submitted in the NDA, and the statement should 
be removedfrom the draft Guidance. This is part of 
the qualfication process for suppliers (GMP process 
whtch should be held internally). (25) 

Altemativeiy, Results of tests on the components of 
EPRs will be included in sectjon R. 1 .P, as stated in 
the draft guidance. (26) 



Reference 

PD 
section] 

VI1.A. 
p.s.11 

1174 
(Table 3) 

I 
Review Comments 

[to italicized text] 

1176 

Review Comments 
[to italicized text] 

i 

Major Comments 
..I ,:. \ i_. , - >,, /a,,“,, _ 2 _\ r /- 

Release Spec$&&~s should hot bk &h&d. (27) _ A true “regulatory” specij‘&ation is a “co%ol” 

We trust that IPCs such as “core weight” wus providedfor exumple (stability) specijcaication. (29) 

purposes only, and not (IS an indicator that tahlet’weijht should Non-jiinctional tests such as dosage unit weight are $ 
be port ofproduct release testing. (28) limited value OS accept/reject criteria; tests such as 

tlssay or dissolution .provide more useful data 
Further, the ZPC example again brings up the question 
ifrhe testing needs to be co;irjed out in the Qmlity 
Unit. (30) 

27) Contrary to ihe commenier,s’sia~~iiien~~~~~~ir~ir;C~~~~~~~~~lri~~~~~~~~ie~~a~d ifidn,d 

be provided because they are cru&ai to e&ablishibg’the iequisite CC+Rlp cdmpliance of 
the drug product. This reviewer suggests fhafydu cal’efulljr read the cotiinentd hosted to 
this docket on 20 May 2003. 

.,. s.-, ” 

28) Technically in-process core (IPC) weight testing on a batch represebtative set qf cores 
should be an integral part of the @&al. co@oIs ,&r,%&e of thj! &%s *f6i fi%%r n, _... ,, ..“~,,: I “/ : *.,- ; _ :<.‘-” 
processing. However, fqr most film coated tabl&‘&g pro&cts, the fiih’al tablet weights I. .,._. (./ .-. .il. **“_,a ‘~“.nu,*“,,” ,A+& h,*“. 
should bq, included @ the batch release controls so t~~~i~~~“~~~~~.~~~~~~~~~a--t~e specific drug avai,a$ility &-“;-~~~~~~es~~d *t; ;;;y-&‘;he ;nif6;mity.of ale ~~.a, 

*, I. 7, .,e s,< ,. 
blend tbag.ygs f&rned “jnt6 ‘% &&~~~~%““&&d, as was tfi6 6&5e~6$~~ IpCs, a batch - “., _,,. ._*~.. o_a,l_, 
representative set is needed for each cril+aF, va$ble fha$ is evaluated to determine ‘V_^ m>* Yta*<w*b ~~~~il:~*~;jr~~~~~~*l‘ 
(based on SQC) whether or nott I;ebsltch”‘~~~~~~~~~~~~~~ te&ef) is acceptable for 
release. 

29) The commepters seem tp have left out,‘ th.e phrase “post-release:” Thus, had “the 
commenters said, “Post release, the “regulatory” specification set forth in the U!$P or 
established by the FDA as a part of the approval process is the in-commerce “control” 
(stability) sp+fication, this reviewer wo+l .&aye .conc.urrt$, fio~%z~, prior to release 
of the batch into co$mb?e, the pre-release spe&%&ioiis established in tJie CGW are 
the %ontTol” specifications for the-bitch. “’ 

30) Contrary to what the commenters state, scientifically sound non-fudctio~al tests aie.of 
great value as in-process contrpls (accept/reject criteria) and most &-ms use them for 
tests such as appearance, dimension, imperf&tib%, bzir&e&,“f%&i&$ d6% &i&t or 
dose volume, deliverable volume, defe&,‘atid the like; Since the Cq.MP kegulations do 
not specify WHERE such nonYfunc$iona!4 tests must be conducted, tliis*reviewer sees no - _ _ ., .“,. , / 
such location issue. 

PQIT Testing-why not ‘t;rk de fCi? Q&4’ terrii ‘>eZod&” Or “skip” 
testing, instead of introdud@ onoiher term! “(31) ’ 

31) The reasdn that ihe term ivas chosen seems‘tcl ,I”. ._ .” ,_ 

All testing which is critkal’ to product ‘quality 
should be listed in the filed contrql. procedure 
and specifications. 
Discussions concerning product failure investigations 
(GMP) ore not appropriatefor this document. (32) 
Sponsors should have the option of including 
periodic frequency testing in the filed control 
procedure and specifications, or, in a separate 
document. 

Consistency of terminology with ICH would be 
helpful to reduce potential confusion. 

I 

/_ ,. . . . 
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Guidance 
Reference Line 

PD Range Major Comments Rationale 

section] 
:32) 

._ i ” ,.I% ,,-.., M I Jo* , *,, / ,* ,., ‘. *a* ..~ * _““.a. .*‘ ,I. 
Contrary to the cornmen?er’s’pod~~,“~~~~~~~~~~~ appropriate information from 

Review Comments batches that failed sho,~ld.beipcl~~ed,~~enelrqr such seb$ to suppc$t the pro$@@n 
/[to italicized text] in the.applicant’s under@+ng of and degree of Sontrol over the process and the 

(Continued) quality of the drug product. This is espedally irue when the b&s fdr a subsequent 
successful trial is the prior failure itself. 

Batch Arialysis -‘I&&%~ - ’ ’ 
,a. _j ,,“. 1 .._.w _L”x-“I-^ 

Batch Analysis Reportr (DELETE THIsS~Cn”ON - Wefail 
to see the value of including such extenswe information in 
the NDA since this would ho ye cd&dy been mcluded in 

1311 
(section); 

IND amendments. (Onb information required to support 
~usri$cation of the proposed NDA specijktion is relevant). 

(33) 
_- 

VII.D.1. 
[P.S.41 A summary of any change in the analytical procedures 

We j&I that this is also r~ddundont (IS the historical 

should be Provided if the analytical procedure (1) change 
information about the analytical procedures is captured in 
the stobihty semen (X.C.). Wefeel that the requirement oj 

1317- 
over the course of generating the batch analysis data u summaly of changes is unduly burdensome. $ the 

1326 
and/or (2) are different from the analytical pG&ed&k principle of the assay changes [titration wrsus HPLC) then 
included in P.5.2. thu should be included, but @nor changes (mobde phase 

and chromatogmphic conditions) need not be reported. 

(34) 
~.^,.,_ 

Review Comments z33) First, the value is to colleci the requested i%$f%%ti$<ffi$ %~,~$$i@$~‘@ l 
[to italicized text] present the colle&on,as*&! a~id,to t& review process for the application reviewer who, ,s. .,_*., .-.-I), 

lacking this collected information wquld ‘heed ‘16 skati@h f& “it $i8 a., ,collec@n qf 
disparate do&me& - & ob;ious%$e fok ihhr @$%$~ $$I&:‘ $ei%$d,%&&se %e 
guidance applies to both ANDAs and NDAs, modst application; .(ANDAs) are not 
based on INDs. Fqr both regsons the Agency tias%ijjhtl~~e$~e$~e& &at ihe &pplic% 
present the requested information in the manner requested and the-request does not 
seem unduly burdensome?. 

(34) Not all firms capture ALL of tile l&t&~~ ~~:f~ii@ti& ,ab@t it@  && Iof th$~c&@es 
in the analy&& procedures. Mo&&er, what oiie firm  liaay consiqer a minor change 
may, in fact, be a major change in the method. Lacking assuratice. that all changes 
have been. reported that the sumin$ries provide, the “a$pli&i& pFwt% $$d :be 
compelled to review, all of ttic analytical @%&diu&%” doci&titati$n to @ t&i& %tiat 
were the changes - again,, m  a good use df the %ietie?i time.“?%&>, ?f nothing else, a 
firm  would want ‘to p’iovi&. w%{“ii& ri;‘e& %%p&st&b~tia&~” ff &li a&&i &i 
application reviewer’s being sati$‘&l $?t the analytical ,procedu+es are scientifically 
sound and have been properly developed tin~~o~~~&d. -. -.’ ‘*’ 1 _’ . .” “. -,-+**_ ‘,_ ,,, _ 

All expected drug product imp&iii% ‘&$ T&is implies the potential n+edfDr anolyticaf method5 
degradation products of the active Qredient, that are stability indicating for selected excipients. 
residual solvents, enantiomerk @purities, (35) u d n er what circumstbnces are these excipient- 

VILE.1 
[P.S.51 

1344,139~ excipient degradants, leachables from the container related impurities quuntijed and qualij?ed? (36) 

closure system) should be listed in this section of 
the application whether or not the impurities’ kre 
included in the drug product specification. 

Review Comments ‘35) First of all, the rkq’ist’i6 y”&  -(@dG~ .&h&T-~ m-l-~ x;s “&  .~~“i.~~&-s~~~ti-~~~ 

[to italicized text] applicant must know w-hat the. e@pient degradants are in, the f&muJation that the 
applicant is proposing. In m&t caies, the &&&turk~~ of “iii<“ir&@di&iti Sliiiiird bc 
able to brovldti that information. 

., - _ I, 4.: . _i_ 

(36) Whenever such are significantly toxic to the population that will co$sume them. 
,. - ^  ,,i ,e~q’:“‘ >; .” i. “” j .‘,( .,-j. -,_ . . j” ,.i. I. . . , .<, ~: p ‘$‘“” !_j_ *s’;‘a.y‘, :*,,, J (+j 

.,. ,_, 

: “,, ., 

‘. ” 
Guidance Line 
Reference Range 

Major Comments Rationale 
- , , I j ^, l.~^ ..” ,,- _, ), - ,. “.. p.%,,>““*,. 1 :*.,/,I__> _ , 

14o , _, I ;. j._^_ _ 

./ 
;, 



! 

PD 

section1 

16074609 than 30 days is not usually provided in the NDA. The data is _ 
available internally as per GMPs.  (37) 

137) Lacking the data requested, an ap$cation reviewer cannot kno& &t &e liiil?@  
times proposed in an application are s&ntific&y’~ouna and appr;iipriate - a, CG%Ip 
requirement. If these hdlding times are not substantiated by the d&a prov&d, then 

Review Comments 
[to italicized text] 

the prudent application retiiwer &&Id fi=G &6 ‘~p$lid&on dn lid;l”d azd ie&e&thi 
applicant provide said data. M&t firms claim ilie; do not w&ii’6 d&y theii 
applications. If this is the case, piudent *fi%is ‘witi r&p&?%& &abiiftj;-$%%‘& 
support any and all’htild times.& Sust’those’longkr~hhan 30 flays: l%n~iiiy,%‘i;kci& 
this document is guidance, a firm may choose to follow the: course that’ the 
commenters haye proposed. For all of the pieceding reasons, the draft text in this 
location should remain as it is. .I .., ,_, 

I. i . . (, 3. .I _,_ 

( 

/ 

, 

3  ‘. 

_“/. . . / ! ., 

/ 
! 



G&lance 
reference 

General N/A 

Line 
referent 

e 

Review Csmments 
[to italicized text] 

1II.C 
[P-l 11 

265 

269 

Review Cornme& 
[to italicized text] 

304, 
(footnote 

‘0) 

Review Comments 
[to italicized text] 

Define the terms “critical process”& ‘~rjacalstl;i;“and’~QIr” jn the Clarity of concepts 
glossary. Use the ICH Q6A term instead of introdukng a new 
acronYm (?‘QIT). (38) 

. . 

Discuss the concept of PQIT’s in a separate document that 
addresses both pre- and post-approval concerns. (39) 

59) If the term “PQIT” is defmtid as this reviewer prapostherd k&Id be no need to 
discuss the concept thereof in a separate document’because,the-use $5, P’QIT would be 
in addition, to the. CGMP minimums and could, therefore, be o+ed or changed ‘,‘S *YsiF,,I1. / Ln,.“rr(n,*)l,-“,r~,~,~~~“~~” / ._ 
without any need to addreqs Fpre- and post-approval concerns. 

‘. ‘-+, .~ It wduid<y.5” im,,-,;ii--,oGG~ 

approval concerns if tbk? applicatipn hohl%r $ei5$i$ ‘$‘u~er~~l its quality standards by 
incorporking a ‘.&en P‘Q~‘iY”hi&$ I& $proi$d routme “each’ $$k$‘T d&j+i;oduct 
controls and specification. 

,. ir,\.. ‘.,.,^_ ..,_ .,^_ _ 

Change to: 
.‘).,I _)/1 ..” I,.. j . cx 

These changes are sugge$ed to @vIde$exjbiliy 

In some instances, the composition of distmct subformulations.(e.g., for the Presentation. InIsoFe instances it may be 
cores, coating) of the drug product ititiy be listed separa&$ i Ihe more illustrative to inclyde both :ubformulatlons 

comDosition statement. (40) I m the same table. Thjs should be I$t to the 
\  I  

In these cases, the composition of the immediate release and ex;mdecj 
discretion of the applicant in particular f drug 

release portions of the drug product may be listed separately. (4.0) 
substance is not portioned between the parts of ihe 
subformulat~on~ (40) 

I 

10) 
* _^II”.~ ,jj*,,e”., * )“_.v,**. *i _I 

The commenters s&j to. <@ftise a request “to bst se$%&@ “‘Gig” %e %‘% ‘in 
separate tables.” Since the re&ekt i&e former, the drafi’shoiild’gd.!cft,as jj isi 

265.66 “In some instances, the composition of distinct subfo~mila_tiptis (e.g., cowl coating) of the’drug 
product should be listed separately in the compositick statement.” : 

269-7 I “In these cases, the composition of the immediate rtje+j a+ *$xte2ded &lease portions of the 1. .+* *d”A_ 
drug product should be listed separately.” 

. .: 

Efforts to accept comcendia in add&on”& IXp/m( for Global consisten@ ! ’ ’ 
.s , 

example, EP or JP) should be accelerated to provide global 
consistency. (41) 

I. _, , -. jr_ ‘.. 
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Guidance 
Reference 

PD 
section] 

IV.A.2 
CP.2.1.21 

Review C Imments 

Line 
Range 

451-454 

[to italicized text] 

Review Comments 
[to italicized text] 

Review ( 

695-697; 
710 (with 
respect to 

PAI) 

lnments 

Review Comments 

Review Comments 
[to italicized text] 

[P?.] 1536 /; 

Review Cdtimknts 
[to italicized text] 

Minor Comments 

Change to: 
. 

An apphcant may wish to djscuss the use of noncompendial-non- 
novel excipients with the appropriate review division prior to 
submitting jts applicarion to ascertain the level of jnformation 

Rationale 

Define non-novel (e.g. used in EU, listed in 
Inactive Ingredient Guide, etc.) at this point in 
Guidance. (43) 

that would be warranted to support the use o the excipient. (42) 
12) This revkwei d&e&” I& ‘see any kompi?lIiiig 

I  
. ,  ...b-‘.,.*‘.,I .-j a._1 _.,/.  . ,  

; need to change t$< Gti@gl?^ fTorn~.” 
encourag$v to “may vc;i&.” 

_ . _ * _ _ -_.” , ,1 , ,*. 
If any change is‘wakanted, it should be fro$-“is enboikage 

to” to “should” to be consistent witb,thi? tiznqr of the guidance. 
13) This reviewer agrees that‘the term ‘fnon-noyel_ex@pient” shotild‘bZ d&Gd 
Building #s 1 Building numbers nked.ndt be regirtered (with the 

exception 0 sterile products) 44 - 
34) 

.I. d .*<,**- _\ 
This reviewer fails f0 Gee what zi i’eQukst f6’r the apphcant iii$?6$&‘E6i;il&ig nuiribers br 1, ‘->. n d ‘?w.“*‘-d,*‘*. _&‘(I p*“‘“.~- ,‘., jr__ / ,,, \%_ ,.& 
other specific identifying information” tiak 6 do ‘wiE!Ee regstration thereof: The request x .e’ 4”-&* / ,ip’̂ “~~au,n,‘.~x,“r .:p%.-“.“.*~~‘, .,_ 
is obviously made in an attempt to faiilitatk’“iKt? i-e@&8 FAI when the site IS a 
“multifacility campus” and -should be” h&i&‘& ““’ ‘_ If proadrkg, b.iI*i/g ;u.hkis “ig” a 

problem, then the applicant can provide other specifid‘idefitifyitig‘i~forination in such ‘l”‘~“(‘a”I,, 
cases. Moreover, because this doctiment is ~~~~~~~e’gii~‘“~~~egu~~~~~~~~ apphcant , 
can simply choose to ignore this request. 

Clarify: 
Addresses for foreign sites should be provided in 
comparable detail, and the name, ‘address, tid ^  pl&& number of *e -‘~.‘s:-‘ ai;ciA ‘&  / ea~~:li’ f;;;;;g arug 

establishment, as required under 21 CFR 207.&(c), 
should be included. 

Format (placement in ‘Ce Module l?) “and 
regulatory requirement ‘question to clariff the 
number of individuals the FDA would like 
named in the Application, and whether a 
change in Agent would necessitate an update 
to the NDA. 

/1. 

US agents - The reference to 21’ CFR 207.40(c) L for 
registering drug establishments. The FDA needs a con&t 
or responsible person at the site in question for the 
purposes of scheduling an inspection as noted on line 710. 

,., . > _, ., _ )( _. I , “.. __ , 
[t appears redundant to the sterile validation information Clarification of format for I.& CTD. 
already required for inclusion in the “US tiegidnal” ia& of 
a CTD. 

Please clarify why the “patch” would be different from the 
irug product. 

what is the intention of including excipient degradants as a 
niscellaneous drug product impuritji 
How should it be quantified? (45) 

._ _,,. 
15) As a %  of the unit’s weight for solids and as a %  of the v&tie.for Ii&iXGd~“&~&. 

Secondary Packaging 
Is _. .“,. 

Information on non-functional secondary 
packaging should not be needed in the file. 

I 



[Note: The original comments are quoted in a condensed fotit (r&&&),.th’e ?j&&s ’ ” 
directly from the draft guiddnce at-6 quoted in a st$ized’ font (Ly&n>~‘a?2”ftiiY< .’ reviewers comments are i; a .pugi‘S’he‘;s font.(Neiv‘s G~tii*T~.~~~~~~~,..~a~~ ;f*gd;ier yor“ 

the reader to differentiate the “‘speaker” in the various‘t&t passages that fo!iow:] ,..,q 

The commenters begins by stating: “III accordance with the Notice of Availability in 
Vol. 68, No. 18 of the Federal Register,” AstraZeneca ‘wishes to provide the Food and’ Drug 
Administration Dockets Management Branoh ‘v&h th&%&%ng ‘&&en comments on Federal Register _ ;. i ---(-il.>:c,,- ^ Docket N;. 02yycIQ.g-(~f-f< c~~;r;,,.~~t.~~~d~~~~, on Drug Product: (y&ii&,, Gan;f;c+;ring, and 

Controls Information). ” : 

Overall, this reviewer fin.ds that ttie com‘menters present issues in terms of 
the commenting firm’s’ beliefs without providing- any”“‘i;gi*~d”sc/encel~tjsed or 
regulation- based rationale to support what is reoommended, 

I_ 
‘._ .,&.,*,?&.i, I irn.,ji. eb. “.i.\. :. ii ” -i- A\, 1 ~_ 

j /__\‘__ _, -. ., . ,.. . 
based -they seem to expect the Agency to accept their ijdsitidns on faith. i_l/-,” ,.,. L,.,l.,a”(. “,4_ “( 

‘Th~t‘havirig’b~e~~‘s’~i”d‘~ief us review the commen,ters’ posting-to ‘the~docket. __ 

To the extent, thaf the biotedhnology rj,,d~~~,,.is‘,~~:.~~ru~ +.&J$ Lhe -’ ;“’ 

Agency regulates it as a drug produ&, fh’[s gui’dance”shpula.~pply. 

“Lines ‘79-81: The use of alphanumeric de$nations in parentheses is confusing. ‘AstraZeneca 
recommends that the draft guidance document adopt Common Tech&al ‘Document (c’rrij’h&di;;g ,~‘ “,,_ * .j ,, ,G,.. ‘; ,‘ A,,ri*“r, ri*,o ,‘/., jl .a. in, *>_ I, ‘*&A ,sj 1 b> ,,aiii~.~~,~,~,;-~,;-“, / “_<blII_. I+‘, , . . ,, I, * 
numbers, heading names, and sub-headmgs to reduce confiusron and Improve ease of use. 

:a il. I 

“Lines 91-93: The draft guidance recommends that Sponsors discuss “Lines 91-93: The draft guidance recommends that Sponsors discuss cross-referencmg of drug cr( ” .,. ” -. I. , ̂ . . . ” -. I. , ̂ . . . ‘A.. :/ .,A ,l__“. ‘A.. :/ .,A ,l__“. 
product quality mformation w& appropnate review”~ddi%sions: product quality mformation w& appropnate review”~ddi%sions: As&-aZ& 

xs-referencmg of ; h-ig 
is unnecessary and that cross-referencing of quality information 

As$a+‘;c; &eij;;;gs “,j-J.,tip~.a~on 

is unnecessary and that cross-referencing of quality information on file? 
believes “‘$$tip’ula 

on f&?&h ‘the Agency ‘should not ‘the Agency ‘should not 
ordinarily be a 

:..u , ,~ .;., _X*1. : . .x  ,  ,a . ; . ,  .T4..  *” .” ,_ ,_ I. ,_(_ _I.. i ‘.>““‘,. L ,,,. _I g .,- ,_ “IT I^ _, .a -*“-*j*‘. I .  ,_,_ _I..  iI j,., l,,. L,,h_I”,.. .,- ,_ “IT 

ordinarily be a matter’that requn-es drscusslon with review divrsions. matter’that requn-es drscusslon witl&eview divisions.” 
,.*“btlii 

,... x ,.__ ;_, Ia. . .~ ,, “_- ./ cv __^ .~..,“,‘,-ic.‘. .,*.G, xiw ..~~,~“lPi”‘,:,,./r:,~,“~~“~~‘,,, “.- ts* T<*-:.. ,: I <I. I 
“Lines 243-245: AstraZeneca requests“‘&% the Agency cla‘fjr?hat, by default, United States ,. 
Pharmacopeia (USP) nomenclature a~ iS the standard for descriptions of dosage for&s:” ” ‘_ 

/ 
“Line 3.58: AstraZeneca requests that’& Agency clarify; that ‘it is ‘suff%ent to delineate~ihe spec&e’ *- 
sections and page numbers of the Drug Master File (DMF) that are pertinent to the application in the 
DMF ho!der’s Letter of Authorization.’ ” 

. 
: _’ 

To facilitate the application’s ‘CM&section revie$&-s;‘-Ct “is ~‘better ‘to ’ ‘” provide the requested, ,iii’fijihit”i6s :*i;i,.tt;~“ro;~~~~~,~~~~~~~ *itie“ i~~$%g~~~~i~“‘J c ^>“_:_ ‘< ‘1 ? 
I. :,” I>l ..Y. .,*,j”” _.*< :L- 

this will facilitate the revieiver’s accessing the”‘re’&I&ite information should there __ , ,_ _, ., .<! sa ,_- “‘.a., “: .,. I II >. _ _, _ 
be a need to. . ,., ,. ,__ I *_i,+,, ^ 

“Lines 450-454: AstraZeneca ,believes the recommendation’ for ‘addi&& &&-mation~ up to and ,., ,_) “+_ -. id., __, I\ / “.. ” :i x ” 
in&di-ng the level’of information for novel excipients, for noncompendial, non-novel eicipients is 

b’,, ,,._ ” _, ,-, i ” ,., y *-, __ . . . . . . ~ i . . I *L ̂. w , i Ti ( , 



i’.., 
.,. . ‘ :/^ ;j ‘z. ;“~ c 

(L -...I .“., r”, _, + 1 
/.,i I 

~ ,,. ‘“,,,‘* -rr_ j -; :( )i,i 1: ;!,,-“:,.;;, *I ‘; ,:> .,;-*I . L. ,. .i ,::,,j, .: 1.1: 1; .’ ‘) ~ /” 

not warranted The use of noncompendial, non-novel e&piknts sh‘buld not routinely trigger the ..“Z  “, / > .,* ,A *, ,,, “‘ .2.s : ,a;nczp.*.m* 
recommended stringent submiSSiC)n~~~equirernenfs or the,need f?r.priok discussions with <c:ev@w ?by,,,k __ 
ion staff .n . 

prior guidance, it is ttiat information, that is required to‘demonstrateS that., the,. > ,<, , i.;” “, <LS _,_ __, 
applicant is and/or inter+@  op,erate in cqmpliance with the applicable drug 
CGMP. ’ ^ 1 I ,_ .j / j__ _ _,., __ 

! “I ., ?‘.:“‘. ,. ” 
“Lines 5 14-524 and 53 l-5 39: As~~~,~en~-~~,,~~quests that the Agency clarify the differences between _ . . .-_ I 
‘overfill’ and ‘overage.’ 

. 1 II ^. 

Perhaps this humble reviewer ca*n-assist in this regard. 
1.. ,‘ 

I ,, ,‘ ).,*I . .~ 1.~ 
An overage is any additional amount of 3 component that i’nc@ses the, ,/ I. )_<“~2_I.,~,.. ” unai ..“, 

CONCENTRATION (amount/q,qjtj of tht ‘cdin;oorS?nt. 
For example, adding additional‘ act& (with e,.conco~m.itant. reduction in. ...(r,~,::_lb. :“,;<;l~“*;*zi’ 1:: :,,- ,: .<,, ; 

some other ingredient to maintain a”Vconstant total) beyond that needed to me,et,, __ I^” 4. ., 1\?1p. .I I^i -m;ii ,_ 
‘the “per dose” label.olaim . * 

An o”erfi,! is @ i; -+&-&y~;teil:;r~ .ijjl~~~“.2~~;~~~~a,,~(,abe,)“d’r target 
1.. .*.-...* _I .~ “we:, *L‘ *j ***i*iliLiir ~*“ix*.n~.‘*i*, 

level that is,added to or fqund in the finished unit. 1 *‘- &p .*, *,) ,;a: -^-‘*%‘. ,.‘I, _.&.) 1/1 ‘:,,j~‘“,ie.v. &,~,“*.” _ _“_* ,..* ,. ., For tab,ets, making .i”.il;igi .~~~~~~~‘~~~~“a*““m .~~~~~~~~e,ght that ,,s 1o mg . “,.,” 
>, i.,.a L *,w .,l-i-.“*..,#” s--e “% & “>*,y , 

larger than the-approved core target weight is an exa’mple of a tab!et ov,erfjl~l., ‘. 
For liquids, the exa~mples are obvious, filling a nominal 150-m l_ ,cla,!,im~e,d.,,, . 

1 product container capableof hpl~djng up to 200 mL with J.cS_O mL to ensure that 1 ‘..__.. 
the deliverable vv.l,ume label claim ’of .30, %~L’~doses is~met. 

.~-,I ~““‘“.~“““~~““‘~,‘~ .I,. *. _-x”/* .,\_ .,. ,_ _w 1 , ,, 
“,” ,^ .I i Hopefu,,y, the preced;;~-gi;& crkar.aca siiffibieti;t to ,: ; _, 1 ‘. __ , I I 

r I . 1 ^‘, 
“Lines SSO-587. AstraZeneca believes that it is ,st$ficient to provide summarized results from a -* - “- I, (es.,, . . ,1,*1 -e -.“--+,-l;r>h.*“*yig ru~:~~c~~;“‘,~,~~~~~~~ &,~&p+p~&~ / a/__ ._“l”“_,~*l~,,^ ,,* *< ._, -, .___ ~__ . _” _ 
bioequiv$lence study, h.nking the tablets used in pivotal chmcal studies to’the-proposed commercial 
formulation. Alternatively, if a bioequivalence study has not been conducted, then a table.should be / ,X,% 
provided that compares &the equipment used to produce the chnical~ batches &at- support efficacy or 
bioequivalence and primary stability batches. to the equipment proposed for manufacture, of ,the 
production batches.” Th.e information shourd be presented in a way that’fkilitates comparison of the , ..a a(<, .a,e(jlq_. (” “~;s~~-i d n.Ei*“a”,x*h, 
processes and the corresponding batch analyses information (P.5.4). The table should idientjfy (1) the 
identity (e.g. batch number) and use of the batches produced using the specified equipment; (2) the 
manufacturing site; (3) the batch size; (4) any significant equipment differences (e.g. different design, 
operating principle, and size) .” 1 

This rev,i&ver,:.do.es’ not under$and hpye.,the summarized’ results from  a :;*:*A ,J--;:!., “‘_ _) *,-3.: __ ’ ,; :“” y&e*~~f oi *“~f”-,+“( .-ybhy >+=*w 
bioequivale,nce~ study (which does not even report all of the.data) link fh$‘Giblk$s 

( : 
” :’ ‘+’ 

This reviewer”. thinks‘ that ttie draft language6 language that ;shoujd be ” ,+ ,<_ I14m  I**.>,.~*\ _,.. irj Ia‘. --, i,e.b”.a.h’ i ,#* , ..__, ,- ‘/%_ ._. 
incorporated into the final CMC guidance. 

,..a, 
-- ..<_ “..‘F”“*_iii^fr 

This is the”:,~,case because it facilitates the application :reviewer’s<. , _ I.+. -~“~.s” d ‘“,“~~-~~~~~~~~l~~~~;l;si~~~~~~~~~ /“,_ _o_ ..‘. ,, ,,. : (* _ . _ ,a:* -: ‘1 - 
underst.a,nn.ing that the prop;b;s~~~‘p;roduct,o.n process does &  differ sr,gnrficantly ,, ‘, ,^. “: .* : _, _. (__ .y ,‘ ; ___ , _, ” __ “~ ,,‘-“’ :\:‘>‘ ’ ‘1 1~ ,- ). I__. .’ ^, ?. ” ‘.,. , c ‘ I? 0 
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.:, ( from ‘that used, fgr Qg key batches,- br; if i(-“&Ye$ %c&ta’in,‘b~ ?6&tiing’ th’e 
appropriate supporting studies, that, though diff&%nt~ the proljosed rjrijduction 
process will produce drug ‘product that meets” the applicable CGfylP bfiiformity 
requirements in all respects. i 

“Line 692 : AstraZeneca b+eScs .&at $> ‘feVel ,,gt. cl$ajl,_ie ,JII~~-@&$ ,fpr products which are not 
aseptically produced and re;ltiests”&at &e‘AgGd) ZIarify what is meant-$&e terms m&i-facility and 
multifunctional.” 

a 0 x-,,‘,*‘i I”..*J_, ~*.._.c I . . I ” ,%.d im-T i_w ._I, .., _%“l* a., 1 &,%+,u ~,‘-%‘i<~“.,~‘,~“.“i I.” I 1. “,*‘. ‘: _.II/ *, ,‘“‘j., “VZ,” .,‘;.,‘* a _,,‘1,,14/ I , ~ ,,_ ,,,., .“_ ..,%” j ., 
0 -’ i 

As a site au,ditor, this reviewer unders&‘h4s thk ?e.$oris“iijr ti-$$ &gency’s 
requests and-kndws that,‘for-“‘multif;;ci~ty‘c~~~~~s, “. having a *layout’th&f identifies 
the buildings and their association with the cjt-ug product manufacturiig prdcess 
helps the audit team to schedule t’he audit in ti~m$-i,@(t~at ~t?$tiit$i?,e$~~he time ,_. 1, ,,‘..,_ ,.I , .” 
wasted in commuting between facilities. 

Since the Office df Cqmpliahce deceives- and uses the CM’!2 sect&n of each j,..‘. .“.~I._ 
application to support it’s pre-inspection planning, inspection scheduling and 
insp‘ection activities, it is“&$arl$ %$da: 

,_, ?..(“,_ i*,-,:-: _.,, _ ‘L.. “>. .I. , j j;,/ .._: I li ,,___ .I .I /..” ...I I 

Therefore, this reviewer would recommend k&&ing’ tlie t6it for this 
request as it is. 

, ._ i ,I_. 

[Suggested definitions: A m.ultifac$ity campus is‘s c%-r$u~ on L&WI there 
are mu/tip/e discrete facilities in which’ diff&%tit~“@b%afidriS are @r/&%&d &Xi/& ’ 
different products are produced. A multifunctibngl catipus is a c$mpii$ on which 
multiple functions are performed in a sing/e integrated.fz@tj (“uyder 9°F @“,I.] 

i.l : ‘_( p;,..: _,).‘ I 
“Lines 693-695: ‘The draft guidance recommends tha; for sites I;‘Ocessig &rile dig substances, 
products, or packaging components, the sterile processing area (e.g:’ filling room) is i&luded in-the 
list% of manufacturers &ctipn P. 3.1). AstraZeneca suggests that thG‘ir;fd;&atib~~ 3s %i needed here . ,t* .,,* I 
since it will be con\+ned:in<&e &$&zaGon piocess b&da,$on, docume.&.” ’ 

.I 
,-ill- “’ .,. 

Since providing the information here. is no undu& burden an! doing So 
should facilitate the review process, this revjewer sees no need tgi 9,p,it. t-~ii... _,., _ ,.,, 
request from this section of the ghida.nce. 

‘, . , ,,{.,“” .,,: ..,” 

“Line 696: Astrazeneca believes that $he~inform~a@~,~ fqr ~JIG US agent should not be re’quired in this 
section since this infqmgti%on is: +-e!ady’ provided in Mddule 1 of the Comnion Technical Document 
(CTD).” _ -_ j . -I/ .; .‘ \ ‘“y .* * .,, ,l. * ,I. , ,‘i. , “. ;., .ji>..;; _.j_ _‘_ ;,,. . . ..I. .^.__x_~..“,~ The issue isnh whether the-- f&&“-&-~~l‘~~“~~A reviewer ne’eds exists “~. . ,.. 

” Ils /,. _- *f; .,&&.il.d %,a I_%, _C”_>l .~ 
somewhere but whether&. it is readily ‘avail&b& in‘ 6;’ c!8c section of the 

,_ .% 1. 

application to those that v,i!! be r$edj,ng it for their r&view %tivitiesi(inclu.ding 
the on-site PAI inspectorate). 

._._ ,.a. 

For this reason, the information, requested should ,be provided in the CMC 
section and the guidance”sliould &fain this @St. j_ _” 

,/ !. ,+/ _ I 
“Line 710: AstraZeneca be-&eves tha! this info.~ati~~~,.s,h,ould _I?! be Kcquired ih”& s&& .&Ge &is .-- 
information is already provided in Mod<l& i Gf the &nmor;‘ TechrGGl~~ocuinent (CTD) .” ,_I 2. 1 I”.. *, /_ 

Again, the issue is’n-‘whe‘ther the. information -3-n..FDA ,reyieher needs .~ .~, _ ..,. *“,‘ .-_ (( 2: 1\:; .&z “‘,,., .:. ,:’ . .: ,I - .” , ), i. exists som,ew.h.ere but whether It‘: \s2 ~r@$JJy ‘%%i?%f6e *iiEi’“?% -chic secfpn of .th.e,, 
; 
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I  

I .+ i  I2  :  “., , , )  f  I  

-3 , .  _ ,  .  . . . , .  , ,  -_‘_j.1:-,, -  ‘, 

- . I :*  , , - .  

, ..‘i” , 

A  R E V IE W  O F  F w m s  C Q M tiE N T S  ~ i k ~ U B !& ~ ~ W K E T  !d ~ ti~ ~ 6  _  I _ , .I_  /. .^  ” : 
app l i ca t ion  to  th o s e . th a t-wil l  b e  n e e d i n g  it fo r  the i r  rev iew act iv i t ies “( inc lud ing  
ttie  on-s i te  P A I inspectorate) .  _ ~ ,~ . lY . “~ “_  ,.. _ . ‘ 

For  th is  r e a s o n , th e ’ in fo rmat ion  r e q u e s te d  s h o u l d  b e  p rov ided‘in’th e  C M C  
sect ion  a n d  th e  g u i d a n c e  s h o u l d  a l so  re ta in  th is  text. 

“L ines  717 -718 :  As t raZeneca  requests  that the A g e n c y  clarify if overf i l ls a re  to b e  inc luded  in  the 
p r o p o s e d  batch  fo rmula  that fnc ludes a  list of al l  componen ts  u s e d  in  the m a n u factur ing process.” 

S ince  th e  g u i d a n c e  d o e s  n o t ask  th e  app l i can t  to  speci fy  th e  exact  ,. 
n u m b e r  o f fin i s h e d  uni ts  to  b e  m a d e r o m  th e b a tch, there- is: ,  pe r  se,  n o  n e e d  to  
repor t  p r o p o s e d  “overf i l l” in fo rmat ion  1  o n e  - n e e d  on ly  repor t‘ th e  th e o r e t ical 
y ie ld.  

iI 

H o w e v e r , if th e  app l i can t  in tends  to  de l ibe ra te  fill th e  ta b l e ts wi th a n  ext ra  
2  %  o f th e  fina l  b l e n d ,: th e n , th a t’ app l i can t  is free. to  a d d  text  ind ica t ing  th a t 
wh i le  th e  th e o r e t ical y ie ld  is 2 ,0 0 0 ,O O O  ta b l e ts, th e .e x p e c te d  y ie ld  is ‘1 ,9 6 0 ,0 0 0  
ta b l e ts, a n d , to  a l l ow  for,  losses,  a  ‘por t ion  a t th e - e n d  th a t c a n n o t ta b l e te d  a n d  
ac tua l  w e i g h t var iat ion,  th e  a l l owab le  y ie ld  r a n g e  is f rom 1 ,9 0 0 ,O O O ~  ta b l e ts to ’ ‘“. - ..~  
1 ,9 7 0 ,O O O  ta b l e ts. ’ 

“L ines  7 2 & 7 2 2 : As t raZeneca  be l ieves that c ross- re ference to the qual i ty  s tandards  con ta ined  in  
Sec t ion  P . 1  shou ld  b e  permi t ted.” 

W h ile th is  rev iewer  th inks  th a t th e ” r e d u n d a n c y  is d e  m $ r i m u s  a n d  
r e p e a tin g  th e  in fo rmat ion  wiJJ,faci l i tate app l i ca t ion  rev iew,  th is  rev iewer  w o u l d  
n o t o p p o s e  permi t t ing  s imp ly  b e c a u s e  th e  in fo rmat ion  is dupl icat ive.  I,^ . ,_  - “_ . .,, ,” I” ,- 

Thus,  fo r  th e  e x a m p l e  p rese t i ted~‘th e ta b l e  w o u l d  c o n ta rn  a  ‘co l .u~ in”fo r’th e  
s tandard  th a t w o u !d  b e  f i l le,d w $ th -a  b .u ,n c h  o f :t.S e e V T a .b l .e  n , l ine’ m ” e n tries. 

O b v i o u .sly rev iew ing  in fo rmat ion  p rov ided  in  th is  m a n n e r  w o u /d  b e  less  
e ff icient th a n . in  th e  m a n n e r  s u g g e s te d  by  th e  draft  g u i d a n c e . -2,x _ i  _ “,I “I. .: 

For  th e  e c o n o m i c r e a .ssons ~ssoc ia ted~.wi th , the.cpst_of  I’ost. t -ever@  pe r  d a y  
o f rev iew de lay  to  th e  app l icant ,  th is  rev iewer  w o u l d  favo r  a l l  such  dup l ica t ions.  

“L ine  748 :  As t raZeneca  be l ieves that cross-reference, to the qual i ty  s tandards  con ta ined  in  !!& i o n ‘P .’ ‘1 ” “’ 
shou ld  b e  permi t ted to e l iminate  redundancy . *  

I ., * 

S e e  th is  rev iewer’s p rev ious  a n s w e r . 

“L ine  800 :’ As t raZeneca  r e c o m m e n d s  that packag ing  steps shou ld  b e  descr ibed  in  the m a n u factur ing 9, “? S ,\ -+.,. > L ~ ,:,, .l;e,‘T  ““.‘““‘., ~ ~ ,“-- , - ;~~. ,~~“:?:::“,I-.;.~ ,,,,~ “~ . (i ^  ,-, ( _ _ _ _  -_“, -, I I ,* _ j_“_ _  
process  on ly  w h e n  packag ing  is a n  in tegra l  par t  of the d o s a g e  form m a n u facture, such”as* inhq~d”Ells,  ̂  .-’ 
dry  p o w d e r  fills, ‘a n d ’“steri le ‘packag ing  operat ions.  Ora l  tablet  packag ing  is typical ly a  separa te  a n d  
distinct p rocess  that shou ld  not  b e  inc luded’ as  par t  of the d o s a g e  form m a n u facture I” ’ 

B e c a u s e  e a c h  - rev iewer  o f a n  app l ica t ion,  n o t j u S t th e  inspecforate ,  is 
c h a r g e d  wi th assu r ing  th a t “th e  app l i ca t ion  p rov ides”d o c u m e n te d  e v i d e n c e  th a t 
b o th  th e  p r o d u c tio n  p rocess  b e i n g - p r o p o s e d  a n d  th e ’p r 6 p ~ ~ ~ d ’d r u g ‘p ~ ~ d u c t”~ r e  
“C G Y P  compl ian t ,  ““th e  p a c k a g i n g  in fo rmat ion  s h o u l d  b e  i nc luded  in  a l l  
app l ica t ions.  

., 

Th is  is th e  case  b e c a u s e , th e  app l i cab le  C G M P  regu la t ions ,  2 ’1  C F R  2 1  I, , (. 4 , ,, . . ., . ,_ _  I /~  ., -_  e x p ,icitly adcj l ress, .  ‘in‘“S ”& a ~ iz G  _ _  P a c l ( a ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ;? C i ~ ~ ~ ~ ~ “irS :i” 1  -i. ? .“.“,‘~ , . . 
,_  ,” 

1 4 7  : _  
_(,  i I, ,, 



/ 
. ‘” __ .Therefore, this information should be provided jn all‘c&es, :. 

“Line 824: AstraZeneca believes this -1 ,) “̂  .s~.*_pl”_j information is relevant only to inspection and cGMP compliance 1v-.ew.s irrriiil*lL..e‘.* v1 R,s-.“***w.a*&iurh:a 
and should not be required for inclusion in a filing. Ast?aZeneca recommends that this imo~rmation be 
made available for review during an Agency insp&3ion to demonstrate‘that a Sponsor has appropriate 
controls in place for the potential of cross-contammation.^ In addition, *AstraZeneca re$ie&s ‘that the 
Agency provide additional guidance and clarification regarding the use of same and separate facilities 
when formulating products containing materials of possible animal oi-igin,“such as magnesium 
stearate, lactose and gelatin capsules.” 

The commenters. are. asked ~to reread the first sentence of the previous yz. ., -,; _ .” .;.yy< : .,.I’ “; “’ yJ*y‘ ” :.c:y::‘J ?$,;‘~f,;~ ,,,. 9.” : L Yqs@,‘.. d*aFL ;w “j?:~,“,*“: : dirr.). $+d2~~~~” : 
response and then read the-f&t portron of therrfirst sentence”% It applies to 
CG M P, “AstraZeneca believes this information is relevant,,,.“: to’. . : .cG~vJP compliance . . . ” 

Since the commenters recognize that this information is relevant to CGMP 
compliance, this reviewer trusts that th,e commen~ters really have no objection to 
providing documented evidence that establishes their compliance with: CGMP. 

On this bases, this reviewer recommends thatthis language be retained in 
the guidance. ! ..- I .,~ j_. ., ,>- ‘,,_ ,, _,I.? ,.., a* .L. -22 T-:;,ic - I/ . . * 4 I ,_ &.A .” . . . . . . . ‘ 

Of course the cQrnmenters~~nd”a.ny other applicant are freeto choosean j - 
alternate approach, provided it also provides the-‘requisite documentation of the 
CGMP compliance to ‘all r&&tiers; because such is the nature of‘guidance 

/I y..,.. 
“Lines 965-970: AstraZeneca, requests that the Agency provide additional guidance’ and &-$ica~on, 
since the information in this section appears to be in conflict with information.presented on line 8851 j. ” 
AstraZeneca b&eves, that,$ ,is generally accepted practice to not, inchrde, validation data.&-*an original 
application, and thus questions the need for thesedata ,for, reprocessmg operations. 

_d._B , 
AstraZeneca 

, . 

believes that es infon&$on~ is .re&v,ant” only to inspection and cGMP compliance and should not be 
required for inclusion in a filing. AstraZeneca recommends that this information be made available __ 
for-review,during an Agency inspection.” 

I I 

This reviewer finds that a careful reading of all’ of “‘3: ~i?~prb&si‘iig and 
Reworking,” Lines 885 through 916, and “E. Pr6&% Valid@n and/or Evalu_at$n (P.3.5),” 
Lines 954 th”rough 973, should resolve”%% ” comm’ente’r’s~ perception of 
unspecified conflicts between the two sect,ions I”. 

,,.>..S‘ /_,*, ., ,_ ” 

As written, the comment speaks of an“unspecified, apparent conflict 
between a section .title. ,“3. Repro&sing 2nd Reworking: (Line 885) and a section of the 
text (Lines 96.5970), “Submission of vajic@ion informatipn~ 61: j reprocessing and reworking 
operations usually is not warrdnted. However, it can be warranted when the r<$xjcessing br . 
reworking operation is of tlie type for whicti pr&ess ti$liddtibn~‘i$~,~mation is*.s,$n@ted whel 
routinely performed or when the repiocessing & ritiorkiiig i;peia3o& riave’a signifxant p&titial to 
affect the identity, strength, quality, purity, or potencj/ ?f the t%%C~(e~~~; ~GGK!liii i~~~d~~~s~. ’ .’ 

Since the, com,mer$ers, a,gain recognize that the r~~u’i;s~ed’~‘i’nfijlr~~2ioii’ ij”” ‘. 
related to CGMP’compliande; the commenters should, %?er reading the ljreceding ’ 
comn?enfs, recognize the need for -inclu~di”ng.’ the requested informa$on _in .the _ ., -, I ,_ , ,._, .“.. . ..j. _^ 
application. ,.. 

Finally, the “generally accepted practice to not in&de validation data: m an.: original 
application” applies to data from th’e’fulriScale. v~!idat~~pl.,I?~~~,~f?eS t.h&,are allowed .i.“.Al/^ ./_“I. < + ‘..“lPi r .r,s, , 
to be made after a,pproval has been obtained in Sam-e caseS1 ’ ’ ’ ._ 8 _j .* 

^ .’ j L”. _ ,^ 
_ 14* 

. 
~ , ._ . \:” .)__ ;,. -.: 1 ,: 



Moreover, as ‘with any general practice,‘ the *‘Agency,s _ experience has i . 
provided ample evidence ktiere this “generally accepted practice” should be 
discontinued. .._ 

Based on all,of,the preceding, this revieker continues to recom’mend’that 
this section of the guidance remain as it is. 

“Line 981 (Footnote 26): AstraZeneca believes that this statement ,implies that if an excipient is 
compendia1 but also “novel,’ then the same level of documentation required for a drug substance may 
be required for the use of such an excipient. AstraZeneca requests that the Age&y clarify this 
interpretation. AstraZeneca believes that‘ requiring’ s&h a stringent level of documentations for 
compendia1 materials represents a new regulatory standard that is not justified.” ” j . / ,~ j 

This reviewer does’& understand exactly how the footnote in question 
which states, “A compendia1 excipient is an excipient that has a monc?graph in kofficial cijtipendium‘as 
defined in the FedFraj Food, Drug, and Cosmetic ‘Act. ltklusion &n excipi&%Yan off&l &nip&lium does 
not ensure that the, excipient has”&& been used in an -FDA-approved human--drug prOduck ’ ThZG’fore, ‘a 
compendia1 excipient can be a novel excipient, “’ translates per‘s& into any ‘documentation 
requirement. 

” ,. . . .;_ ..^. I .j*_ . .._. ^“. 

Moreover, the documentation- ‘requested’ in this ‘section -can ‘be ~found in .’ 
Lines 996 which simply states, “0 Novel Excipients: Information on novel excipients should .” ” ,. 
be included in P.4.6 and A.3.” ‘1 

Given the preceding the commenter’s beliefs are.‘& supported by the 
plain language of the text. 

r 

In addition, if compendiai, the requisite information on ‘me’ excipienf; - _ _( * _ ’ 
outside of. any special requirements imposed by Ottie applicant ‘-(such as 
manufacturer-specified,- limits on particle size. distribution, flow; intrinsic 
dissolution, viscosity, color, odor, etc.), should be readily available from the ” _ 
manufacturer thereof. 

A. L”. ., I 

For all of the preceding reasons, this revieker~re.commends refai’ning the - ,. .,. . 
text without change. 

“Lines 98 l-986: AstraZeneca, does not believe that the amount of test deta$,in an appli&tion depends 
on whether or not the applicant intends.to perform full testing on each’batch ofex$ient received 
versus vendor qualification and” acceptance by Certificate of Analysis. AstraZenetia believes that full 
testing is not required by ‘the Sponsor‘ if a vendor ‘has been certified, and that the testing 
documentation maintaine.d‘,by a certified vendor is a GA@ com$iance issue and n$a f&g-and 
review issue .” ._, -’ .i” _I, ., i ,^ 

First of all, Lines’981 --&87 state, , . . ..k *, 
“0 Compendial-Non-novel Excrprents:26 When a -‘. 

compendia1 excipient is tested according to the.monograph standardtiith no additional testing and 
the aplplicant intends to perform ‘full testing on each ‘batch’ recehkd,’ the e&Pi&t (e.g., Sodium ” I 
Chloride, USP) can be listed under P.4 with no detailed information pro&&d in P:4.“l ‘thio%gh P.4.4. j.I. ,. 
In any other ci.rcumstance, information should be included9in P.4. I &rough P.4.4 of the application. 
The P.4. I to P.4.4 information for each individual -excipient should be grouped together in -the 
application.” 

. _.: 

Thus, if an applicant does all of the testing required in this’case in a 
manner that complies with the applicable CGMP requirements, ali that the 
applicant need do is list it. 4 

149 . 
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A REVIEW QFJ?QJQI&@TCOMMENTS Td PtiB~rCI)oc~~'i'&~$$.i / ,^, i .(.."I;l*j j/ ..* ,,_ _,_,. . . ___.*(i;j, ,, ,I __,*Q,^_ _,‘ ,__., * ._ "V j .~ ", 1 .p II ," ._. . I_. ., _ ,,/_ )_ , ‘l ,,* ,%. ,1 :_,A I. _m.. "_.A‘ a- I_ ,./* /) I(,,. a () _ II _*a ._,, ,_ " ‘I" I 
If the applicant wants to partition the”.testing between its&“&d. the’ ” “~ “ , ,” , ,.. 

manufacturer .of._ the, ex-cip‘ient or to’ do addifiona~?e’stfig that is’ not ‘in the 
compendium, as often the cas.e, then the applicant needs to p%%e’ the 
requested information,.(P.4.! through P-4.4) ; 

* 

By providing this information, the applicant provides documented evidence 
of what it is dojng and the values it is observing and thus assists the: applicant 
reviewer in determining whether or not the materi:aTs b”eing used are adequately 
controlled ‘in a manner that is CG,MP compliant and ensures that the drug _“_._ _,, i 
product will meet its.specifications. 

For the preceding reasons Bnd all of the reasons stated in” t,h,e previous 
responses to AstraL&ne:c(s, com,~~ent~,t~~at;” among-other thingsl;“believe’” that ” 
anything to do with CGMP is automatically NOT- an application issue, this 
reviewer again dismisses this comment and supports keeping the ‘draft text 
without change. 

__ (, 

“Lines 1022-1024: The ,draft guidance recommends that -the excipient specifications should indicate 
which tests vvi,! be performed by the manufacturer and which. tests $II be accepted by lcertificate of 
Analysis. AstraZeneca .believes 6s’ is,; c(=I@~~coiii$iance is~.~e.~--d,,~~.ot,, a filing and review issue. 
AstraZeneca recommends that, this proposed requirement be deleted from the draft guidance . 
document .” 

, .( I ,, . 
:,. 

Again the commenters attempt to artificially separate the reviewers into 
two groups those responsible for reviewing the application and those 
respohSible for auditing the” manufai=tu‘rer, .’ “I .- .‘. ‘“.I -’ :_ ‘_” _ ‘* 

They overlook the reaIities%&t“ aj’both groups^aie charged with ensuring that the production piocesses &,$ ihk drGg ~~oa..d,fy.b~~~~d. gr’“e ‘cGiiip.. 

compliant and b) both are’ not on.& reviewers‘but also both recommend ether 
the granting or the withholding of the approvalthat the applicant ‘is’~se’&ng; _. Factually, “bdth groups need I* fhe in”“fij”rmaei.&“ti. ‘requeSithd* ~~~~;p‘rbpeily~. 

discharge their responsibilities. .- . ‘- 
Therefore; this reviewer recomm,ends th,at. the text- .in the, draft, be 

incorporated into the fin,aI guidance. ““:‘--’ .‘. 
“Line 1062-1067: AstraZeneca requests that the Agency ckkify that validation of excipient methods is 
not required for compendia1 methods. AstraZeneca further requests ‘that the Agency clarify what is 
meant by ‘verification’ of analytical methods.” 4 

First of all, this reviewer was surprised to read that, the’commenters‘do 
not understand “what is meant by ‘verification’ of analytical methods.” 

In the>, di;u.g”CG.MP,’ 21 -CFR 211‘. 194(a)@ &t<s”: “The s&ta@i$ i!f all testing 
methods used shall be vqified uhd,er a&a!, p&ditio.ns.of use ‘Ix ‘_ ‘:‘, ” __ / .I .+ .,_,_ *_ ‘, _/ 1 

SJnce this has been a CG.MP req.uirement since 1979, this ‘reviev&- has a . . ;_* ., “*_seI -, .Q *isl”ro/,. ,i. b__ ““._‘%,_, <-,s, *,-,- 
hard time “believing” that the commenters ,do not know that this “what is meant by 
‘~erific~~tio~j of a,af+cai kz;&gJs. FY - ” ” .~ “~“;c’z4a @.^i.“+.q W,” .,A riu, li”.fA,>piiiL “, il., S” *” .q ̂ ,/ *m$?.:rA, .“.1,4? ?-.i*.w i ‘iii 1.., “et < ,> ./ _ :. <: .#. 

Hopefully, after they read this review~comment, they will. 
This reviewer would suggeit that the commenters carefully read the lines .._ 

cite+ 
,: _I ?, _(..) 8 ~.a-” ‘̂  * ., - > 

.‘ ,’ -_ . ; , _ i x , ; ,‘ ! I?- ,:-..,:‘ ,,=, ;;’ ‘.( _,c.., %.’ :: .___: ~_: ,? /‘,~ _- (_,\’ ,*-i i: ._ i <,; *’ ’ I.. ‘_ i, 
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. .,._ ., ,, _ r, \ 1_ “j‘ , _’ : 
‘. The-text ‘c learly  indicates that; if used tiiihout /itiidX&i% k , &%~&idi~l 

and methods from any other FDA-recognized source need only  be “&rified to be 
suitable under actual conditiotG  ofuse.” 

. 
/_ _l//<l_>,ii,..x.. ^  _, 

Thus, in this  cpntext, having “ver ifieb” su& an “exc ipi& t-r&$&i ‘“to de’-’ ‘j 
suitable under actual condijiqt$ of uqq”, t-@&s in .a “validated” analy tica l probedure for .L ,“-, .I l._l _ .~,~^lj _I,__r “..” ” j k I, 
exc ipient. 

., . “_I .“\ 4 ,; 

Theri’fore, the tex t is  va lid as written and should be retained. 1 

“Lines 1081-1082: The draft guidance recommends that the same degree of justificatitin is  necessary  
for noncompendial exc ipient spec ifications as for drug substance spec ifkatiork. AstraZ&& believes 
that this level of &tail is~not necessary,  pwticularly for non-novel exc ipients.” ._. =.,_. ,.,> : 

Apparently, the commenters have failed to read the sect ions  .qf the drug 
CGMP regulations  governing the c&-r iponents  especially  ‘those contained in 21 ^ . 3"., I._"n ."n.ll+,, *..I, ,l_. ,l",*- ," ,.,., ,~ ij. _)., L_,/.i,, *, 1, _.- 
CFR211.84 and 21CZFl3 ?11,160(b)(2). 

Since 1979; ‘the legal regulations  governing the manufactiit$$’ d;f ‘drug 
products have required the active and inac t:ive, (exc jpients  are, by ,definition, 
inac tive)  compbrients  to be treate’d in-the same manner. 

Therefore, this  rev&tier is  surprised thaf the cbm’menters W oulc j raise this  
as an issue. 

Based on the preceding, and the application reviewers’ j need for 
documented ev idence to establish: that the, applicant is  submitting an 
application that establishes that the proposed process and drug product 
conforms to,CGMP, this  iev iewer’undejs taiids-that the .r&quested inf&%atioti is  
needed. 

Thus, this  reviewer recommends that the draft tex t”be adopted in the final 
guidance. 

“Lines 1089- 109 1: AstraZeneca believes t$at. only test data used to release a batch of ex:ipient should 
be included in an aphlication. %tim+-iC&‘of vendor data to drug product manufacturer data for an 
exc ipient is  a cGMP compliance issue and-n& a rev iew i&sue. As&Zeneca does not believe ,it is  
appropriate to include thi~~inf&i&i~n in “& a@plication &I that th&Jata should ‘be $ade available’ 
during inspection.” 

1 ,,^^ 

“, ,. . “,* ; ” 
For all of the reasons s tated in th,e- pr&ious” a’nsv; iers  to commetits  that’ 

attempt to remove proof of CGMP comrjliance from the application review 
process, this ’reviewer again finds  the cbmn%$er’s  retiarki to be unsG@p&tablk  
based on the reality  of the requir6metits ‘df ‘C’GMP”aS’“6xp‘resS&d in tge ‘iDC Act 
and reiterated in 23 $FR‘.?J O  $$i,R, thotigti some Se’6ti’*t6 f6rget,“d$@ie$ td 
drugs and drug products. 

I 

This  reviewer s trongly  recommends that” “the 1 ?%&?&i~~rS i8’ ie6’d the 
referenced sec’tidns  of both: 

” ,,.. 

To aid the commenters, the applicable dit& in &C%R ~~~%-{:~’ - . . >z_ ,. : .,I” r-, <s jl ..T”./“,. ),Z ;. pi.“.<. 1 I 
Sec. 2 IO . I -Status ofacurrent good manufacturing practic& I;egBU&nS. .- 
(a) The regulations set forth in this part aid in parts 2 I I through 226 of this cha$&‘contain’the ’ 

minimum current gob‘d ni&ufacturing.practice for methods to’ I;;? uied in, and the facilities or 
contbtils to bemused for, the tianufaAir&, prow&g, packing, or holding of a’drug to assure ., ‘,;‘;.‘4, .$y ,a*< p . _ I. ., . : 

1% 
1 

. ,~. , . . -  i . . 

I> ._ ,‘.. . ._x .( 
j 
I 
s  



, 

_Ij._. . . I‘ ,, 

_, that such drug meets the requirements of the act as to safety,‘and ‘has th”eidentity,ikd strength” and meets the qua,ity and -hfV ch$r-<t;;isb;s tti$ it purp&ks +& ‘g;prese$d f& p‘bs-es’s* -. 

(b) The failure to comply  witli any regulation set fot$h.in this part and in parts 2’1 I ihrough 226 s”/.*.+ II, W ._^4” +?+,,%.iu~ A* ‘” ‘SPVA...h, i / 
of thG  c~aptertii’~~~ins~~~ciure, processing, packmg, or hoi&@ of a&rg’s liaT i ‘render such 
drug to be adulterated under section -501 (a)(2j(B) of-the act and s&h drug, as well as the 
person who is  responsible for the faijure” to. c&ply, stiall’be subject to regulatory‘aktion. _‘ .t I ,. .” I.~, : 

Sec. 2 l0.2-Applicability ofcurrent good manufacturing ~ra~ke~regukions. ! ” -  __41_ 

(4 

(b) 

The regulations in this part and in parts 2 I I through’ 226.of this chapter as they’ may pertain to a drug and in parts 6oo through ‘gg~;b&.E; .u6;tie;‘~i”i~~fm~i ~~~~~~.~~~‘~‘~i‘ar;;g~~~l ., 

product for human, use, shall be considered to supplement, not supersede, each other, unless 
the regulations explic itly  protiide other&se. in the eient:that it is  ‘imT&ible to com$y~tiith”all 
applicable regulations in these parts, the regulations specifically  applicable to.‘the drug in’. 
question shall supersede the more general. 

r  )” ,.*~ .~ *,_ - -  . ,, .,,. ,. ,.. 

If a person engages in only some operations subject to the regulations in this part and in parts r r  ,.,__, ., _h _.,_ a ~ /_ . .._ 
2 I I through 226 and parts 600 through 680 of this--~~~~~~;.“ari~-~~~in’others: that T.%rsoin~ . 
need only comply  with those regulkrt ions applicable to’ the “‘operations ‘in which, he or she is  
engaged. 

< .; 

For all of the preceding reasons, this  reviewer recommends~th’at~ the d,raft 
tex t be incorporated into the final-guidance.. 

I . . ,,. ^. 
w ./ % ,I,, ?j_ “ j’S’“.d. :^ _ ‘VP I.., .,, /II ._< ,.,,, I.U ,G,b .,W ”. J  

. . . . ,_“. 
“Line IlJ  5 : &tiaZenezrequests that the Agency c larify if a new br different route df administration 
qualifies exc ipients as novel. The draft guidance recotimeti& &a<&$akdegree of’$&if&ti& is  
necessary for novel exc ipient’specifications as for drug &.&tan& specifkatidns.~ Astra~&~c~bel&es x. *- .S_” IY.I .I,_ ,. 
t&t XiS proposed requirement is  unnkcessa+, part&&l~’ for compendiai ‘% G i~i~~~C tl& ’ are x  
considered ‘novel. “’ 

I ! 
,._- ,’ 1 ,’ 

Though this  reviewer_woul.d cons ider b,oth, to qualify  an exc ipient as novel 
- his  “two cents” opinion, this  reviewer will defer to the PIJA - “its  their ni&ell’J  

CGM$ Again, the commenters have..faW .tg ,,~$,n$ch thg sect iqns  ,,$ t& s W -% regii’l~~i~ns.~~~~~~~E~~^f~~..~bmponents especially ,.~those conta!ned. .in’ 21 
CFR 211,84 an,d 21dpFE .gjz x ;rso.~ . / i \ _ 

Since 1979, the’ lega”f regulations  governing ‘the manufakure “of drug products have required the actide and ;inajive .(exdi6Y+ti-+fs. -.;“y ‘$ ‘&finiti~.-;~““” “. I. 

inac tive)  components to be’treate’d in the same man’ner~“’ ‘. 
-- ._. li .‘.(.( ,-. ,\ . ” ., _. II _” _ 

Ttierefore, this  revietier is  surprised” that”the commenters would raise this  
as an issue. 

._ . . ,l. I, ~ 

Based on the preceding,’ and ‘the application reviewers’ ] need for 
. 

documented ev jd~en,Ce , to _establish that, the appli‘cant is  submitting an _, x  (. 
application that establishes that ‘the proposed -process and drug product 
conforms to CGMP, this  revietier understands that the. requested jus tifidations  

comments that attempt to remove proof’ of CGMP ~komp~liance ’ from the 
application review process, this  reviewer ‘again finds  the:commenter:,s remat-&, 
to be unsupportable based on the reality  of the requirements of: CGMP as 



I .  

, .  _ .  : . . ..‘l ’ 
e x p re s s e d  i n  th e  F D C  A c t a n d  re i te ra te d  i n  2 1  C F R  Z ’h  w h i c h  

: 
- * - -a  I . -, -*t.,s w p .:~ $  7 y x p z + *  .‘;‘, ,b l  “i .7 t,.,‘*  ‘s ~ e ~ .to  fo rg e t, a p p ,i e s  to  d ru g s  a .~ ~ * ~ d ;‘& y -&-;~ s *  th o u g h s o m e  j -2  .; 

‘, . “ A a ;* , “<  4 ”~  x , “, ., ,, “,,,i ,, J , x  ,. 
T h u s , th i s  re v i e w e r re c o m m e n d s  th a t th .e  d ra ft te x t b e ‘a d o p te d ’k -‘“th e  fi n a l . 

g u i d a n c e . I 

“L i n e  1 1 6 2 : T h e  d ra ft g u i d a n c e  re c o m ”m e n d s  th a t b o th  re l e a s e  a n d  s h & ‘$ fe  -s p e c i fi c a g b ;+  fo r d ru g  
p ro d u c t b e  fi l e d . A s tra Z e ri e c a  b e l i e +  ~ & i s  re < o m ~ ~ ~ ~ d ~ V @ ? ~  re p re s e n ts  n e w  re g u l a to ry  p & c $  - 
A s tra Z e n e G ‘re ‘q i i e ’s F s  th a t th e ’ A g e n c y  c l a r i fy  th i s  p ro p o s e d  re c o m m e n d a ti o n  a n d  p ro v i d e  c l e a r . . . (A,  ,J ,“.” ,” /_ . ,_ .- 
g u i d a n c e  o n  w h e th e r th e  A g e n c y  i n te n d s ’&  rk $ &  S p o n s o rs  to  re g i s te r% -n -f;o u s k  re l & s e & i ts :” .’ ; . “’ .‘ - ;.*.. ,. . ,. i s  , 

A g a i n , th i s  re v i e w e r w o u l d  re c o m m e n d  th a t th e  c o m m e n te rs  c a re fu l l y  ’ 
re a d  th e --C G ~ M P  re q u i re m e n ts  fo r d ru g  p ro d u c t re l e a s e  s e t fo rth  i n  2 1  C F R  
2 1 1 ,1 6 0 , 1 6 5 , a n d ’l 6 7 .a n d  ‘th e  G e n e ra l  N o ti c e s  s e c ti o n  o f th e  U S P  th a t c l e a rl y  
s ta te s  th e  U S P ’s  “i n  c o m m e rc e ”. ‘s a m p l i n g  p l a n s  a re  “n o t s ta ti s ti c a t s a m p l i n g  
p l a n s ,” i ts  l i fe ti m e  p o s t-re l e a s e  s p e c i fi c a ti o n s  m a y , o r m a y  a , b e  a p p ro p ri a te  
fo r re l e a s e , a n d  e a c h  fi rm  s h o u l d  d e v e l o p  a p p ro p ri a te  re l e a s e  s p e c i fi c & & k  

In  d o i n g  s o , th e  c o m m e n te rs  s h o u l d  fo c u s  o n  th e  i e q u i re m e n ts ’o f 2 1  C F R  
2 1 1 .1 6 5 (d ), “ A c c e p ta n c e  c r i tG i a  fo r’i h e ‘s a ti p l i n g  a ti d  te s ti n g  c @ d u c te d  b y  th e  $ a l l ty  c & i t~ o l  
u n i t s h a l l  .b e  a d e q u a te  to  a s s u re  th a t b a tc h e s  o f d ru g  p ro d u c ts  m e e t e a c h  a p p ro p r i a te ! s p e c i fi c a ti o n  
a n d  a p p ro p r i a te  s ta ti s ti c a l  q u a l i ty  c o n tro l  c r i te r i a  5 s  a  k o n d i ti b n  “fo r  th e i r  a p p i o v z i l  a ti d  re l e a s e . T h e  s ta ti s ti c a l  q u a ,i ty  c d n tro l ”^ c r~ i e ’~ i ‘ ;-+ $ ] ‘i n ;l ;J & “‘ a p p r;i i t~ ~ ~ ~ ‘.~ ~ ~ ~ ~ ~ ~ ~ ~ ~  l e v e l s -  a l ;;i f6 ;‘~ a ’ti & ‘L ’p $ a te ”. 

. .. 9  
re j e c ti o n  l e v e l s . ” 

S i n c e  to  c o m p l y  w i th  2 1  C F R  2 1 1 .l & , o n e  m u s t a  v a l i d  ‘s ta ti s ti c a l  s a m p l i n g  p l a n  a n d  th e  “s p ,s ‘ s a i r i ;l i ~ m i ,‘p l a n s ”a ”i k  ‘i i d t“s t~ y c a ‘l  s i r i l p ~ - K g  $ “u , 
th e  re l e a s e  s p e c i fi c a ti o n s  c a n n b t v a l i ti i ~ :;~ ~ ‘,~ ~ ~ ~ ~ “‘~ ~ ~ ~ ~ i a ;i j ~ ~ ~ ~ ,~ ~  Ith --& ‘u s p ~ ‘s  

s a m p l i n g  p l a n . 
” 

T h u s , s i n c e  1 9 7 9 , tti e  C G M P  re g u l a ti o n s  h a v e  re q u i re d  re l e a s e  
s p e c i fi c a ti o n s  th a t a re  s c i e n ti fi c a l l y  s o u n d  a n d  b a s e d  o n , a m o n g  o th e r th i n g s  
s ta ti s ti c a l  q u a l i ty  c o n tro l  ( S @ Z ) ‘a n & th e  F D C  A c t h a s  ‘< re q u i re d , p o s t-re l e a s e  
c o m p l i a n c e  to  th e  n o n -s ta ti s ti c a l  

_  ti , + a .~ . ..e j _  “r”i ‘” ~ :? .q *  - i i  I *  J ”9  -:.‘,,i  ~ “i - L .$  .I” ;,.,*  a , IU .8  “..i i ~ ~ i l .~ ~  -_  i ..* , +  I-~ >  _ ~ 9  i  . . ._  . .“_  
U S R  a rtrc l e . !n  c o m m e rc e  c o m p l re s  w h e n  

te s te d ” re q u i re m e n ts  
I 

T h e re fo re , -s i n c e  1 9 7 9 , i f a  fi rm  h a s  o p e ra te d  i n ”‘c o m p Ii a n c e  w i th  C G M ‘P  
(a s  th e  F D C  A ti t re q u i re s ), th e y  h a v e  h a d  tw o  s p e c i fi c a ti o n s  fo r th e i r p ro d u c t, 
1 . 4 , s fa + ti c $ l y  b a s e d  s p e c i fi c & i i i %  tl i a t. c o ~ m p l i e s ~  w i th  a l l  th e  ‘a p p l i c a b l e  

re q u i re m e n ts  o f 2 1 ,.C t? ? ‘~ L t,$ 6 0 , ' S & c . Z i ,i J X !&  S & i  2 i X fX % , a n d  
2 1 1 .1 6 ’7  i n c J u d i n g  -th e  ‘~ ~ e c i fi c ’““i e q u i v e i - i i e ri fs  ‘s e t fo rth  ‘i n  ’ .2 1  C F R  
2 1 1 ,1 6 0 (b )(3 ) a n d  2 1 C F R  2 l i ;l & (d ), a n d  

2 . A  U ’~ P l b a s e d ‘“~ ~ s f-i .e i e a s e  s p ’h i fi c a ti o n  fo r a rti c l e s  i n  c o m m e rc e .: 
T h u s , th e  g u i d a n c e ’s  re q u e s t i s  n o ,t. n -e w  re g u l a to ry  p o l i c y . 
It i s  a  re q u e s t fo r th e  fi rm  to  p ro v e r th a t i ts  ‘a p p l i c a ti o n s  c o m p l y  w i th  

C G M P . 
W h a t i s  c l e a r i s  th a t-th e fD A :s  g u i d a n c e  i s  re q u e s ti n g  th a t a  fi rm  p ro v i d e  

p ro o f o f c o m p l i a n c e  w i th  th e  b a tc h -re l e a s e  re q u i re m e n ts  o f d ru g  C G M P .. 
N o th i n g  th a t a  fi rm  h a s - &  b e e n  re q u i re d  to  c o m p l y  w i th  fo r ‘m o re  th a n  

tw o  d e c a d e s  i s  b e i n g  re q u e s te d . _ ’ : I . I i  ‘_  .’ i ,,, : ._  ;, ,. , .,. “. , ,. _ , : “. ., I ,‘ ._  ..~ a ,; .:. ,, : _ ’ ‘^ ’ ;, _ , 
, .I -,.v ; --; ‘:!r ,_ ,,; /._ _ . * j ,,, :,;,. ‘,, j : I “,, “ , 

1 5 3  
..j ,--i  d . ‘.“_  

_  , _ ,’ &  ~  _ ‘ <  , ,_ I 
: 

_  j  



Hopefully, the Fbk intends to require:Sponsors to provide proof that their “-)/ I.i*-i..d. _‘” .., . . __ -,I 
applications compiy i;jith the law and therefor.e n-o guidance, clear or otherwise, 
is needed concertjng “in-house release limits.” 

Therefore, this reviewer rec,ognizes that this 6formation”” is ‘Gey to the’ ‘” ” ” 
application reviewe,rsl abillity to determine that the production process and the 
drug product comply with CGMP. 

.I ,,:.. 

This text ‘should therefo:re, be*, in,c,orporated without change irito‘the ‘final ‘x 
CMC guidance. , , _.A . , ‘,. : ,j _ ., 8,’ ” ,< ,.* .p. .;*, > ,, .,, ” , _ .y+,:+~ ., 

“Line 1176: +.traZeneca b&eves tly! t& jmplementation of &he prdpbsed PQIT”ij:“iC‘direct cpnflict, 
with the Agency’s Process Analytical T’&hnoIogi& (PAT) iriit~kiv~“~d has the potential’to i&bit the 
effective development and application of PA?.” 

, 
l.<. .s 

PAT. 
Obviously, the commenters apparently-do noi understand eitt$jPQIT or 

One has nothing p&se to do with theother:.. “:I, “. 1 
_, _I,, ., ., .” 

PAT is designed to apply in-process dynamic analysis-to shorten the delay 
time between. the variou,s’“phases” in the manufacture. ofa drug product. ._ -.-’ - ” - 

21 CFR 21IJj,O(c) requires (emphasis added): “/n-process m&&a/s shall be 
tested for identity, strength, quality, and purity as appropriate, and approved or rdected 6y the ..‘<- - I‘.;“‘.,,p,,‘C \ .,. ,, ..)-;.$ ~....z:~&: .<.m- . i 
quaky control unit, d&fig the )rtidb&i& j&&%“‘dIig., -, ” “’ at commencement or complettonof ~ . 
significant phases or after‘storage for~longperiods.” 

_1 

21 CFR 211.16()(b)(2)' requires: “D&ter%~ati~ti of confarmanc$, ,to wr@en 
specifications and a description of sampling and‘ testing ‘t)i;ocedures’ for’ in-P;ocess makrklk. Such 
samples shall be representative and properly identified. 

21 ^CFR 2J.l.l6Q(a) requires: “The establishment of any specifications, standards,’ .- - 
sampling plans, test procedures, or ,other laboratory control mechanisms required by ‘this subpart, j .I “I_ ;,*. ;.i *&‘%“““,, ,__/, * .- ,, ..$_ .,,. ,* I 
including any change ‘in such specrfrcatrons, standards, samphng plans, test procedures, or other 
laboratory control mechan-isms, shall be drafted‘%y’the approdii~~i”te”~~~i~~~I-unit and reviewed 
and approved by the quality control t&t. , The (<@I-@&& iI &is i&pas (Subpart I- 
La bo ra to ry Con t ro I s) &a# $6 t&!&kTi;d iha// be d~&%&t2~‘2~. the &n%, Cf Fe&k$nce. 
Any deviation from, the written specifications, standards, sampling plans, test procedureb, or other 
laboratory control mechanisms shall be recorded~ and justified.~“~L ’ 

._ . . )^ ̂ ,, _1_.. . / ‘... 

I 



“. _ * _  _  .  .  .  >“A I,  h / ;  

~  -;  

,..‘.- .  ,<. . :  \  “^ , :  : ,  ;  I  ._  .~  .  . :  , , . I> .j‘ ““*.:..-;.,, .. l i  . i_  -l, i . IA_  . /  /<  ,l . Y  

” I  _  .” :  ,  ...“,. 

/  ..‘M<. .“/ I- 61- i :‘:-fP A T  is d e s i g n e d  to  app l y  on - l i ne  a u to m a tio n  to  dynamica l l y  m e a s u r e  a  set  
o f s a m p l e s  th a t is col lect ive ly  b a tch- representa t ive  as  th e  m a n u fM u $ ,n g  p h a s e  .I, /a*,,,_., “,/ “r . I “/_  ‘,, _ e > . 
p rog resses  ra ther  th a n , w h a t is typical ly  th e  case,  a )  s a m p l e  ‘th e  represent5 t iveat ive^’ 
s a m p l e s  (dynamica l l y  ac ross  th e  p h a s e  o r  a t th e  e n d ) , ‘b)‘t ran’spor t”th e ”m  to  th e  
lab,  c)  h a v e  th e  l ab  p r e p a r e  th e  s a m p l e s  fo r  eva lua t ion ,  d )  test  th e  s a m p l e  
p r e p a r a tio n s , e )  g e n e r a te  results,  f) ver i fy th a t’th e ‘resul ts  a re  val i’d  .a n d  g )  th e n  
have -  th e  qual i ty” c o n trol ‘uni t  ( Q C U )  d e c i d e ’ti.h e the r  o r  n o t th e  b a tch c a n  ‘b e  
re l eased  to  th e n e x t p h a s e . ( .._ II/( i.“.:,, ,._  I; 

T h e  g o a l  o f P A T  is to  e l im ina te  s teps a )  th r o u g h  d )‘by  direct ly  tes t ing  th e  
, 

-_  ,.^ , ,-” 
m a ter ia l  a n d  c o n trols m a ter ia ls  to , ver i fy” ins t rumenta t ion  1 ’ val id i ty ’ tiith o u t 
phys ica l ly  r e m o v i n g  a n y  s’a m p l e  f rom th e  b a tch. 

T h e n , us ing  va l ida ted  c o m p u ter i ted sys tems eva lua te  th e  b & h  resul ts  
a n d  th e  c o n trol resul ts  to  ver i fy t i ie b a tch is re leasab le  to  th e  n e x t s tep just a fte r  
th e  cur rent  s tep h a s  b e e n ’c o m p l e te d . 

.,) 

T h e  Q C U ‘ w 6 u l d ~ ‘th e t-i on ly  n e e d  to  rev iew th e  d a ta  fo r  th e  sa ,mp les  a n d  
c o n trols a n d  th e  sys tem’s fin d i n g s - a n d  e lect ro i i ica l l3‘e i ~ ~ ~  re lease  th e  b a tch fo r  
fu r ther  p rocess ing  o r  re ject  it. 

S ince  a  per iod ic  qual i ty  “indkk’to r  “test‘ ( P Q i ’T) “is, by  d e fin i t ion,  a n  
a d d i tio n a l  qual i ty  ind icator  (qual i ty  a s s e s s m e n t) test  th a t is pe r fo rmed  
per iod ica l l y  to  assess  th e  qual i ty  o f w h a teve r  th a t th e  test  is d e s i g n e d ’ to  
m o n i tor.  

Thus,  P A T  is a n  ini t iat ive add ress ing  th e  requ i red  rou t ine  j sampl ing ,  
test ing,  eva lua t ion  a n d  re lease  c o n trols a n d  P Q IT is a  test  o u ts ide th e  n o r m a l  te S tin g  enve l i j p‘e m  I , . s  ( ^  ^ ,I ,. ,, , ,1  

There fo re  th e  c o m m e n ter’s remark, ;  a )  are,  a t b e s t, b a s e d  ‘o n  a  
m isunders tand jng  o f b o th  P A T  a n d  “- P Q l T  a n d  b )  ‘s h o u l d  th e r e fo re  b e  
d i s regarded .  ” -” 

S ince  th e r e  is n o  c o n flict, th is-  rev iewer’ a p p l a u d s  th e  A g e n c y  fo r  seek ing  to  
a d v a n c e  th e  goa l s  o f qual i ty  by  s u g g e s tin g  th is  o p tio n  to  th e  indust ry  a n d  w o u l d  
h o p e  th a t it is i nco rpora ted  in to th e  fina l  g u i d a n c e  in  its p r e s e n t fo r m .: 

,., 
“L ines  1 2  19 -  1 2  2  1: T h e  draft  gu idance  r e c o m m e n d s  that a  C h a n g e s  B e i n g  E ffected kupp lementa l  

N e w  D r u g  App l ica t ion  ( C B B )  b e  submi t ted to the A g e n c y  ‘to inc lude a  P Q IT- test in  the d & g  produc t  
re lease  speci f icat ions in  the event.of  a  ba tch  fai lure. ‘As tkaZeneca  bel ievesthat  submiss ion  o fa  C B E  shou ld  ’ 
not  b e  requ i red ,  a n d  r e c o m m e n d s  that a  commi tment  to inc lude the test - in  the re lease’ specif icat ion, if a  
fa i lure occurs,  b e  m a d e  in  the or ig ina l  appl icat ion.” 

! 
Obv ious ly ,  th e  A g e n c y  n e e d s  to  b e  i n fo rmed  w h e n e v e r  a  firm ’s rou t ine  

qual i ty  sys tem is fo u n d  to  h a v e .fa i led.’ ‘.’ ” ’ 
_ ( A  / I “,.“W C  ?  ;I ,.. ;,.. “” . . . 

P rov ided  th e  c o m m i tm e n t in  th e  app l i ca t ion  inc ludes  a  c o m m i tm e n t to  
i m m e d i a te ly  n o tify th e  A g e n c y  in  wr i t ing w h e n e v e r  a  fa i lu re  occurs  in  th e  re lease  
a r e a  (a  F ie ld  A lert is th e  on ly  o ttie r’approp r ia te  m e c h a n i s m  ‘bes ides  th e  C B E  th a t 
th is  rev iewer) ,  th is  rev iewer  h a s  n o  p r o b l e m  wi th th e  c o m m ,e n te r’s.suggest ion.  

:. :. j, . _  _  



,, i 

’ ,J‘Lines 1277-  12.78; the draft gu idance recommends &at;_s&b~$y dafa be used’G sup&rt-‘Validation of 
analytical methods.  AstraZeneca’,.r~q$e$ts that the Agency clarify if’ this is a ne% regulatory 
requirement and  further, cJ@fy why this recommendat ion,  is needed,  since it is expected&that stability 
data will be  generated using val idated analytical methods.” ” ,I , ” _( aj 4  

The Agency is requesting that the applicant provide data‘tb su!pbort ;he ’ 
validity of the analytical test‘~rocedures ‘used:“ . :, -’ 

Again this is just asking that the firm  provide ‘proof that the :&alytical 
procP~ures”are’va!id, ,__ .~ 

..-/,.. , . _~ ..j‘. _I”<) ?  a/* l”“%* ‘,,1”. ,, “, _- 

Having been invol$$l ‘i;;‘ t$&& % % I 0% “‘i,h,$ti:@& :$fic(eu t~e,,-n~,~l~~c~l’test 
j ._. ^” i j * 

procedure was less-than vaiid. (scie,ntificaIly sound), this reviewer. und.erstaKds . . Ad x  \IcIy.X.L. ,_ 
all to well the need for this data.: [In the worst case, the method submitted in the 
appro&j appli&~~~ 'be:&$d'r%?% d&be?~~~i~ ci&igned J%J to ‘work - tpe~, method 
proposed dissolving a  softgel ddpsule by droppin’g it into 25 mL.of cold ,?xater;rn;an open 
Erlenineyer flask; stiriririg -if iti 6n’ ultra:$c”otiic, bdfhx.until .the softgel capsule, d,issolves, b,_ .” I_- . ,.*.-.i 
and then ‘injecting an’aliquot into a  GC to meas. !@ the V!ay,l &r$iual solvent ,i.n the 

The “stirring step” iieated the water up until it was hot enough to &solve the 
II *. “I- -VII ~eew*<‘,““’ ,n.b ,*-a ,,&a\-, ,‘a?* -:_ .” ,, l_*“ll i , 

capsule. 
softgel and, because the f las_hwa,sX& allowed. most of Jhe &ioual. so~ent,,,to~.&?e,__ __j., ,, ,~ 
carried away with the water vapor that escaped the flask.] 

Obviously the Agency has found more inst,ances..of this than this. reviewer 
has and now knows, that ,it needs to critically evaluate the analytical test data 

.^ __ _  ._ 
.-^I en ,..\ “h *>.. p.,.“dllll* . . .‘,--n-.-l ,~,.~~“‘,,r.““.-~*.,~,:~~~~~~~ 

that establ ishes the validity of the analytrcal procedures. 
Since~ this~,doc~,&ent ~js,*~guidance, ‘th’is ‘revkyer’ doe$ not se! ,h?y ,the _  

commenters can, cJ,assify it as  a  new regulatory requirement - only a  change- in 
the regulations or the.FDC Act can establish” a  new regulatory requirement. I lA1 “.a~ u_ , ,/._,. 4.r.r..u~~~,,+ _r *&,Gh_ir ,.,% .d.sw*dq 

‘Based on the obvious need for the information requested, this’.review.er ^I .y; :,q ‘z’d, ,.“I : ,yc ;.“, ‘ry”‘ “““‘“.,y’_ *“*“z %_  .““,“y+b&rna, 
again finds that the draft .text,should,..~e,,kept and Incorporated “as i$“:.in@  t.he _  
final guidance. _  ,, ,, . . 

‘Tine I 2%: i?straZeneca.recommends that,,& section should include results for ali’s~edification ‘test‘s I -, I . . “. -%-.C”sIX1 _  2. A-e-e-^ ‘*‘*+-a -^“‘,*“:‘yys9ps+%b ~~~~~r3~~,~~~~~~~*~~~~~~~~,~ a&%,4;, z ez  n~~.+.~~.~ 
on  appropriate batches and  may also include addrnonal ,  tests ~b&do not formpart of the~product 
specif ication,as.~atato,~upport justification for skip testing.” 

This reviewer finds- that-the:*,d”raft guidance provided is what the Agency >,h * ee  ̂.-, - 
needs fpr, a  proper review of the application ,q.nd-thbt th&,co,rnryy$er~~ prdposed - 
alternative dopes not ensure that the applicant tiil’l provide‘the needed <,e,eults. 

“; “” ;_ 
Lines 1288-I  289:  Ast&eneca_~equests ‘that the’Age%y’clarify if’all’safety and  clinicat, batches used 
throughout all development phases need  to be  inch$$~$n~,~tl ;k batch .lanalysis documentat ion, 
AstraZeneca recommends 6.e,>use,of commercial  fornmlat&n batches. , I . _,. Bll..,, *.l_j ->u -.,~..*:....c~~:‘b,.C~,~~~~~.~~“~~~~*~,~~”~ i,t. ‘ii.. *; _^‘ _i .l”._ _i jr ‘i-c b\,-%-l* IU,tix*.*,‘l^+$, i _av  ,_I I. L_  , 

This reviewer agrees that the Agency should clarify the draft guidance as 
the commente.rs Suggest. 

, ... . . . >; “- ,/. \i- 1  ..,* / II /e ,/j” ,_. -*, , ,~ _, _, 

This can be. easily accomIjl istied by appro@riately incorporating the 
suggested phase, “throughout all develolk&nt phases” intoZh6 first .s&Qt$,fl@, 1, ,_ ‘̂  , 

This reviewer does JN& agree with li”m i%ng’~~the’ guidance’s request to ” (“-w”, , ., ./ ._ j,- < 
“commercial  formulation batches. ” 

Therefore, this reviewer recommends,  that<, ‘he’,i,nc~~,~u~~~ry portion (Lines - 
li88 - 1292) of this section of the-final guidance shou!d,read.: i 

/ i56’ . ” ’ ’ I .~>,,J .” 
1 I/” ,...., I_.. j j ..,, ‘-, _  j. j, ;I. ., ^ 
i- . ‘,-: _i . ” ;- ” - __ ;, ._ : : 
:. . 

” 
; <.**/,ll% .I,-cI><IxI~&‘ * . _  ‘ 



. .“Batch analysis data should be provided for all batches, from~aiiphases of ‘development, 
that were used for clinica! .efficacy and-safety, bioavailability; ‘bioe~uiv~fence, and ‘primary 
stability studies. Batch analysis data should also be provided for any other batches that are 
being used to establish or justify specifications and/or evaluate consistency ‘in manufacturing. 
The batch analysis reports (e.g.; CC%) and ‘coliat,ed I’batch analyses- data’ should: include a 
description of the batches.” 

“, \, __ .‘_“_ 

Lines 1332-l 334: AstraZeneca requests that the Age& ilarify if“‘collated data” keans,%r kkam$e,’ 
that assay data for all batches be included h t$ M-II? tab]?. -if so, AstraZeiieca believes $is represents 
a new regulatory requirement. 

. 
. __ .,_l_,. 

First, given the meaning of the verb “coliate” in‘this context~~“the Agency is 
requesting that each type of test, be tabul@$d in a databdse in a mFnnerOthat 
permits a viewer thereof, to c~ompaie the data acrossall’batches.~ 

This request is being made to facilitate the Agency’s ‘review of the. key 
data supporting the application by asking the applicant to provide the data in 
the format specified that, if-not provided by the af$licant, the”revi’ev@ -%ouId’be ,_ 
compelled to compile the data. 

Since collating unstructured data is. a time consuming ,>task, the 
applicant’s question should be is it better for the firm* if we”s,upply the data in , “,~> -” 
the requested format that permits easy comparisons or in a format-that would 
compel the reviewer to collate it? ” ‘- ’ ‘-’ . 

I.. / (/. ^ i: i “, ,i 
, 

Again, because this is guidance it.cannot be a regulatory requirement. 
However, this reviewer’ does not thinks’ that“ the ‘text,, ‘go~es“f~r* enough .’ 

because it does~& call, ‘forthe ~~l;;r~~i~~.n;~,~.t~~~,~~~~~~‘~:~~ful .of ali data- data i j 1 that supports the uniformity‘ & Wh gitch ‘with ‘+g;y6 Q& .&c&h4i;>~a;i%-tiie ,__ 

factors (such as, for solids, active ‘content, and active release (Dissolution or 
Drug Release); for liquids, ointments and creams, average content, delivertible 
volume, and, in some cases, Dissolution, pH and preservative leve’i; -‘and, ‘for 
metered ‘products, delivered dose, number of doses percontainer and,,, in some 
cases, particle size distribution‘. ” __ I 

., / .” I 

Therefore, this reviewer suggests the following: ’ ” :. 
.~~~.“~.‘~:.~‘.i.,‘, .ii 

“Presentation of results.from, all batches for .a particular test in tabular and&r graphtcal format IS 
often helpful in justifying the acceptance criteria. Collated batch analyses data arenot &arranted.for 
all tests. However, collated’data should&provided for assay; impuriti’es (e.g., ‘degiadatioii products, 
residual solvents), and, to assess batch uniformity: ’ 

a> For solids and un’it-dose drug products in any form: active content, and 
the appropriate active ‘availability test (Dissolution, .Drug .Release or, 
rarely, Disintegration 

b) For multiple-dose liquids, ointments, creams and the like: average 
content, deliverable volume, and, in ‘some c%es;’ Dissolution; pH and 
preservative level. 

..1 

c> For metered products, delivered dose, number of doses per container 
and, in some cases, particle size distribution. 

The reporting of collated data should be considered for other tests such as water content.” 
i _. “,:‘ “2 1 , j, xI ,,j -:-, ” .__ I *. , i . -i j_ll” ‘“a?“‘ id-^ ? - ._ .__1. 1. I, 
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lnfqrmation on the characterization (i.e., structural chara@@#ion) of impurities shduld -be . _ ..* <a-..-‘2 4,. , “) j_ 7 i”“’ .“* I ,a* 1:‘ x : .?r+eq! .?~~~~~~~~~~. ~ ,, , 
provided if’ iiot orevlously rovlded 

1 -,_ _( ̂ 
D m S.3.2, _ ,4? applicant is Encouraged to discuss any 

questions abqut the identification of impurities with the appropriate review divisions. ’ _, , .i >#,,““.a.‘ <w. *ac ,,.v< Iv”.“<%* _ .)“, 
~~~~~~~~ “Residual Solventsl~and.~~isce’iia~~a2js..D’rirg’ Product impurities’; 

.)~.“~.I”. “.‘.~.1,“-.*-“~*“,‘.,,,,+,, irj”\r.~,“as!&* 
only need to be reported here when they have Q& been repot& previously in 
S.3.2. 

Therefore, this sect!on’,js needed’~~‘e~Su~~~ttiat ifna: reported in Sect/on ,/lr -> _ .i.i.^S.” “I--l,-ii-.lixr*~.“~ . .)T_ I 1) 
“S.3.2,” these get reported t the Agency. 

Given the overall wording, this reviewer %~ir?kS,tWat..tt?e.wqrding provided b< ‘.1,,__, x 
in the draft should be incorporated into the final CMC guidance. . .” I jlj^ . _ ..* s_ ,I /_ * d” ._ 

“Lines: 1533- 1534: AstiaZetieca requests that the Agency provide clarification and further guidance ,X1/“_ *I*” -“,*\-.* <4--e 
for the level.+ det,$Jrequired for functional secondary packagmg.” 

I I 
< . .‘.Ij, ,_‘ _ _,,_ ,( ;1 _ ; . ‘_ .~,. .’ ( .~ “ _ ._, .,_ ,I _ ,.. ~ ..] : 

Lines 15 34 1536 ;,“. The+, ,,%dr&&,, guidance recommends that. .a br&f~~ descripdou be provided for 
nonfunctional seco&& packaging components. AstraZeneca believes that this recommendation is Ie.‘l.j-x_” *,, ;, ,~ ., 2~ li-##\*,-(;*‘(i r.7 /c*<*^r..B :r .,. ,. I . . ..,., _* *,_ ..‘ 
unnecessary because these components ‘do not provide an additional measure of protection to the 
drug product. ..^ 1 ~. ,_ L.. ‘. I, 

if the application review personnel are to truly understand jthe. drug- 
product production “process, then applicant should provide the descriptions 
being requested by th’e Agency. . ..‘ .‘ .“, _ :” :. >: 

/j . . ,, 
Line 1560: AstraZeneca”,requests that the Agency clarify’ if the recommendation to provide a post- 
approval stability protocol includes a stability ~~&ocoI for annual stabihty batches. 

,B._ ,_I _, 
. " ."a i": ^' ,_ ii "_, ,i.- 

Line 1607:. AstraZeneca recommends that stability data for holding in-process.materials less-&an 30 Ij ,. /. “. _,” , a.&,, ,*-rrr\-..l~ -+“*>I ,,,. b‘“& _j..,q . 
days is a cGMP compliance-issue and ,is’not:a,~fihng and review iss.ue. Supportive data should be. 
maintained on file ,v$th t&~ Sponsor and available for reqiew..durmg an Agency inspection, and should 
not be required for inclusionin a filing. ” -- (’ ‘, i .I~ I 1 (_ 

Th$s piewer cp~~i~~~~~,~.~~~oppose attempts to exclude inforrndi~‘~ that’ k. ,._ ““, .,“̂ .,a.-. .ej,. _s.*/ 
needed by the’.applrcatton ‘rev~ietier$, from’:V;bejng incorporated into the 
application simply because‘the information is required by CGMP. .A_ “_ ,. s,“l,” ,“,.L *_; 

For the reason< st&dO~repeatedly in this reviewer’s,comrnentS/ all of the 
application reviewers, m just those who perform the requisite PAIs, are 
charged -with ensuring the application establ’i$hes that both ’ the drug _)I ,,x.is. l. c ,.+.i”yr ___ _> , ,,, 1 

, ‘; , 
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manufacturing 
requirements. 

Both this reviewer.and the commentersagree that,determining stability is 
needed to justify hold times and that it is a CGMP.requirement. ’ Therefore, the origina, fext“ih ‘ih~~“.d~~~~~‘s~~~r‘Cr”“~~ .,i’nicluaea.‘ri..tt7e .?+ ,,-,&,‘ , 

guidance. a._ -Iz ,/” ., L, , ,1. 6. . ,., Ii I_ “. 
: 

Lines 16441739: AstraZeneca requests that the. Agency clarify that this information is.m*‘agreement _.,/ .,.. . .,. _i,j: 
with current guidance from the ’ International Conference on IIarmomzation ‘-&II) and is only 
required in applications for biotechnology-derived products. ..:. ” ,.. . _,__. .I, i ,‘? j_’ ,-, : ,:. :” ,~ j, 

This reviewer disagrees with the commenters and. thi’nks: th,at th,e 
requested information should be gathered and reported in the application for any faci,ity where there’ is an-’ iagnfl’fiab,e ‘.p*6t&,J;i., safety risk‘“-fo”“~Ke~ &--- I” 

product and/or the public. I 

Lines I WO- 1843; AstraZeneca requests that the Agenv’clarify that this section can contain hypertext 
links to appropriate analytical methods and validation reports that permit the Agency reference 
laboratories to produce hardcopies. 

~_. , 
< / .” . . _* .:1.,,%. _“__..” 

This reviewer ‘cannot agree with the commenter’s proposal because: aJi) ’ 
the regulations require that the requested information be submitted ,to, the 
Agency and b0 there is no way the.Agency can ensure that the meth’ods’in?he 
links are exactly the same as the methods certified for use by the appltcant. ‘. ,, ix .” ,. _, 

_I. If an applicantd’o‘es m’wish to bear the burden ofproviding the required 
number of paper .copies,’ then the applicant can” submit an electronic 
application. 

Either way the required documentation packages’i2 F dfk Si4:$!(;)(2)(i) arr;d” 
3 14,94(a)( (0)) MUST be submitted. 

. 



[Note: The priginal INTRODUCTORY and GENP/I?$- cpr$,~Aent~S~,?.re quoted in a 
condensed~ fqnt (Perpetua), the quotes directly from the draft guidance are quoted in 
a stylized font ‘(Lydian) and this reviewers comment% are it-! 3 publisher’s font (qews 
Gothic MT) to make it easier ,for them .reade[, to’ .~~~~~~?t~~~~.“t~:~~,~“speaker” in the 
various text passages that follow. When ~~~~~r~~~~~~~~~*~~~ addressing a‘portidn of 
the commenter’s remarks, the commenter’s text,will iT)? &&d] 

The. qppienfqxtbegi n by stating: “The following’comments are submitted.onbehaif of 

the International Pi;a~~.~,ceuticalExcipierits Council of the Americas (IPEC- Americas). IPEC-Americas is 
a regional pharmaceutical industry trade association headquartered in Arlington, Virginia. Many of its 
member companies are U.S. based and, manufacture either finjshe,d~drug products or components used in 
such products for various purposes, and therefore are affected by the subfect guidance. IPEC-Americas .’ 
appreciates the opportunity to provide these comments. Individual member companies may also elect to 
do so separately.” 

.). ,I ,,- (I “I, / “.. ‘__ < \ . . . “1. >, )/,. ..) 

“General Comments 
1. IPEC-Americas applauds’ ‘and ‘generally supports the agency’s’ effort to produce and publish this 

important guidance. This guidance is par&e1 to the efforts of IPECI;4i;l--icas’io”~~is~~~~the safety 
of excipients used in ph&maceutical products. It is the culmination of work begun years ago by 
Ralph Shangraw and others that has led to a greater understanding of the different roles excipients’ 
can play in the pharmaceutical manufacturing process and in drug delivery itself” .- ” ‘- . ^ 

,. _ 
“2. We believe it is important to ‘note that in addition to, agency reviewers and industrv drui 

formulators, this guidance will also be important to excipient producers. Many such companies are 
engaged in the development of new materials for use inpharmaceuticals, as well-as for new uses of 
older materials. As the, agency is aware, this innovation has become more frequent in recent years 
and has resulted in,,g ,nu*m&r of significant therapeutic advances. n 

I I 

“3 Our major comments concern the need for_esplicit registration of methcds used for 
testing pharmacopoeia1 excipients. We, of course, agree that the specifications applied to 
excipients must be consistent wi.th:those of the pharmacopoeia, .“’ _ itid that methods used must be I .- _ _( , -, II 
appropriate to demonstrate compliance. The question we wish the Food and Drug 
Administration, (FDA) to consider more carefu$y is the amount of paperwork 
necessary to ensure’appropriate control of those excipients. Excipients are’ an important 
part of most formulations, and in many cases the quantity of’excipients is much greater than the 
active substance,. Clearly, excipients must be controlled. to ensure the quality of the pharmaceutical 
product and patient safety. However, excipients differ from most active.substances and , . . .,.., , <. , 
finished products in that excipients are often used &I muhiple products. Because of 
this fundamental characteristic, testing of a single excipient has a potential to impact many New 
Drug Applications (NDA) ‘and Abbreviated New Drug Apphcations’(A!%3A). 

./l..l L ~‘.~‘~~i~~T~~, “.6-d^i: _ . 

initia/ product submissions are made, maintenance of excipient commitments in 
multiple NDAsiANDAs becomes a significant burden for both manufact.urers,,and the _ _ I^ 
FDA.” 

The commenter’s remarks ,cotpr?j~ng the records maintenan.ce burde? 
,__,, are, at best, ad hominem. .“. 
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Provided the manufacturers have carefully specified the excipients used, 
the only times the manufacturers ‘Gill ‘need’~‘t% update their ‘specific%tions are 
When: i) they change source materials; ii), if compend$ tests are,:used, the 
compendia1 method changes; or ii‘i) the manufacturei’ elects to change them. 

Moreover, the monographs for compendia1 excipients do &, .as a rule, 
change frequent/y. 

Therefore, in most cases, the majority of the change burden is self- 
imposed. 

In addition, though excipients that are compendially the same are used in 
multiple filings, often the grade (specific physiochemical properties within the 
permitted compendia1 envelope) of the excipients differ from product to ,. ,,,. 
product. 

.“. 

In many cases, the grade of excipient is unique to a particular 
manufacturer’s form.ulation, for, as narrow as, a single strength of one product. 

Based on t@s revietwer’s experience, the major portion of the records’ 
updating “burden” arises from the non-compendia1 specifications that .‘ .,,j,l “- j k.. 
manufacturers are forced to adopt to ensure that each ACCEPTED- lot of each 
excipient is the same as the lots initia,lly used to obtain and support the 
approval of the manufacturing process. 

For all of, the preceding reasons, the commenter’s observation, while true, 
is made in a way that distorts ‘the impact of the-Agency’s proposed draft on the 
paperwork burden after the manufacturer receives approval. 

Moreover, as written, Zhe draffgujd;ince,~cd‘ntrary to the’imptications of the . 
commenter’s .remarks, shotild h&S /itile, if any, real im@~ct-on the ‘ctirrent’post- 
approval paperwork biudik, provided the manufacturers are currently operating in j _. 
compliance with CGMP. 

This is the case because manufacturers are currently compelled by the 
CGMP regulations to update, at least annually, any changes in their 
specifications, standards, sampling plans, testing procedures and ‘any other 
control mechanisms they employ. 

_.. .* .,., /_,; _;;“. -,_ ,“a n 9, ,_, , . _ /_ ;-ii .,.*<,s .*. - ~? / ,_ 

“4. The language used in sections P.4 through P.4.4 would require manufacturers to 
specify each metho’d used for routine testing of’ excipients, unless the method is 
exactly that of the pharmacopoeia. Two situations commonly occur which are impacted by 
this requirement: First, methods are used which .have., been demonstr&ed to. be 
equivalent or superior to those in the pharmacopoeia. Often a manufacturer has methods 
used internally that are shown to produce equivalent resuIts to those in the pharmacopoeia. Also, 
many manufacturers~must meet global requirements and seek to eliminate redundamtesting of the 
same property (e.g., ‘ European Pharmacopoeia~‘(PhEur), United %ates Pharmadopeia -National ._ 
Formulary (LISP-NF), and Japanese Pharmacopoeia (JP) HeGy’iStals t&j by s&ting a single 
method shown to be capable of ensuring compliance with all the requirements. Second, 
excipient testing is ‘performed by the supplier and accepted on Certificate Of 
Analysis (COA): Stij+l iers’are generally expected to perform testing to demonstrate 
compliance with pharmacopoeia requirements, and pharmaceutical manufacturers 
often accept the supplier results on COA. With proper auditing of supplier processes 
and lab capability, this practice ensures compliance. In each of the cases above; “the 
pharmaceutical manufacturer must, have systems in pla&‘to‘ ensure compliance. .~ /.,, ., .: .r .., 
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_ However, even with appropriate internal controls, the regulatory hurdles in 
implementing and maintain&g such systems are significant.” ^ , ,,. ,,^ ‘/ 

a. 

b. 

C. 

d. 

e. 

Contrary to the commenter’s remarks, because the CMC guidance is just 
that guidance, the “language used in sections P.4. through P.4.4” On/y EqueStS 
that the applicant provide information on the methods,,that, they propose 
to use’for.the routine testing‘of the excipients. ._ ,~. +1 ,( __ 0, 
When the method .is fan unmodified ,,,offk$Ji $o,mpendial method (the _. ̂ i .,*: / ” 
commenter’s “the method is exactly”“* thz”” ‘of the pharmacopoeia”), the - _” . .jii*~l.,‘.,e*“, .*a * A.“,* .%.““b, **; _, 
information’ request is, liniited~ to the official name of the method. In all )I,) “_ xv”l.l_ . . /^*,b..*~ I” _, ,*a ._., / ,_,_, **,*ai’r,r”~ ,A*. ,.a* ,a\ “*,sw,**-r ,tua _j * ,*^ < L j, *. “,G ,,:, ‘. j ,___ 
other cases, more infor,mation is requested because more is required for 
the applicant reviewer to be abje, to,.. judge whether or not i) the 
information provided meets CGMP strictures .$nd”uii) will ensure that the 
lots of each ,listed component will be the same. as those used.&to,,obtai.n _.,, lb /- ._ 
FDA approval when they meet the specifications established by the 
applicant. - _ 

.j_ ,,. ,. 
Even the commenters recognize that “the pharmaceutical manufacturer must ’ 
have systems in place to ensure compliance” - notice “must have” indicates 
that this is a-recognized present requirement. 

Moreover, when the commenters state “the’. regulatory hurdles ‘in 
implementing and maintaining such systems are signif&nt; ” the comment e rs 
rec.ognize that the systems in- question are currently in’existence and a, 
as the com;ri?enter’s“ remarks would “seem ‘to jmply, needing to b,e ,.- ,; _... .,. “,,U _” developed and impleme~tedi~~~~~“~~~~~~~~.:~~~~~~~~ draff gu’idhr’;i=e’were , 

to be issued! jn jts present form as official CMC guidance. 

Thus, the information request in P.4 through ‘P.414 is: i) reasonable and 
proper and ii) asks the applicant for nothing, other than a copy of the 
information requested. that theCGMP regu’lati’ons do not alieady require 
the applicant to establish .and.ma/nta/n., , 

5. Because a particular excipient may be used in many products, submissions of the 
routine excipient-testing program would be~require’d in many product registrations. h^ . .._.“., /. I . . . .1 
If the testing program were td be Changed, f‘br &x&iple;’ tb reflect a%ep;‘t&ce on suppher COA”s oG 
adoption of tests $&ve fp q~~~_t_~$tiple pharmacopoeias, each of th&k prGdGct^ reg&ations -Gould 
have to be changed. Also note that pharmacopoeia change frequently, so that testing 
regimes must also be amended to co”nform, 

“~ ,” _ _ (d‘ .jx. ~1 l_,i. / ,._ ., ,,“.‘_l_,r,Ij~s j, W,\. ,,.I 1 ,_.. -% _t12, . 
_...” .I i” ,_ I ., ., 1 / \ 

a. The commenters begin by misstating the obvious - applicanfs wishing to 
conform to the guidance's requests would need to, su~,bm,,it~~~the~jr~ routine,, 
excipient-testing programs (which, since 1979, fhe CGMP reguk2ion.s have () I ” _,, _. a ,. . . ,. I, 
required ma~ufact~.&~.s to,h~ave) for each new drug-product ‘i.n the application 
(ANDA and NDA) that they submit. 

b. However, as stated in th.e previous commentary, many of the 
manufacturer’s” requirements (specifications) are for tests that: i).are not in _: 

. 
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the compendia or ii), if in the ‘conipendia, ‘have &ranges inside of those 
permitted in their csmpendial monographs. [Rote: Examples include testS”‘for 
physical properties such as bulk density, compressibility, flow, intrinsic .solubility, 
isomeric distribution, oligomeric distribution, particle-size ‘distribution, 
permeability, refractive index, surface roughness, tapped density, and viscosity; 
and chemical tests such as the CGMP-required one, “as is” purity,” and 
uncommon ones such as ICP trace-metal fingerprinti~ng and solid-state NMR.] 

c. While the official compendia1 change frequently; i)‘most of the &anges are 
to add new ,component monographs and general chapters to the 
compendium being updated, ii) the monographs ‘for most ‘exciplents 
change‘ much less frequentlyj ‘and . iii)’ increasingly the excipient 
monographs in the US’P and NF are being t-iarmonfzed with ‘those in ‘the EP 
and the JP. 

_, ^.< ._ I‘ 

6. In summary, this guidance would drive industry to adopt full monograph testing for each excipient 
using the exact methods specified in the USP-NF or Homeopathic Pharmacopoeia. The draft ., -- A/,*.‘. _I r. al.“- I”,,5 I” . ..-.. .,” ^I 
guidance presents barriers for companies utilizing alternative methods (e.g. PhlSu-, or JP), or vendor 
qualification strategies using audits or reduced testing protocols that eliminate redundant excipient 
tests. As written, the draft guidance creates a paperwork burden that would elimi,nate’~existing 
vendor qualification programs. 

: 2 .>‘M,-**-~.l-, i@ir.e- . ../~‘/_ ,~” I a. Given the CGMP requirement”(ri:.dF’~~~~~~~~~~~j~.~.~~~*~,,~,m~n”~acturer: ,) I 

must have and u.k& i4&.~entj~~ahy #buna kid a~~r~~~~~~‘~s~~fic~~~o~~,’ k,%dards~ 
samphg plans, and test pro&fixes designed to assure that components, drug product 
containers, closures, in-process tiatkrials, labeling, and drug pr6ducts” conform to abproptiate A‘ “‘& _ .-. ),.+ “IV<, _. 
standards of identit% sfrengtb, quaky, a/id jxZ2~‘~ a n d I I) m us t ens tik’&“f%f fl?ekk a re ’ 
adequate to ensure that each l&t is the ‘6&ake’i aCThe l&‘upok’6hi’k’h ihe .,“̂  
drug product’s apprqval rests, the reality‘ is that’both the suppliers of 
excipients and the manufacturers of the drug produkts’are ?kreasingly 
developing and using product-specific tests and or specifications for 
excipients. The result is that, in some cases, ‘each manufacturer has 
several “u,nique” proprietary grades of each of the excipients that’it uses for 
the drug products it manufacturers. This~ is ‘being done both to improve the 
manufacturer’s control on the samenessiof the,.lots of excipients’used and, , ,.. 
for new NDA and, in some cases, the first filed ANDA to thwart those who 
would copy tlie formulation. 

b. Contrary to the commenter’s unsubstantiated claim, this draft, guidance 
presents no barrier to the use of methods in the E-P (Ph’EUR)‘and the JP - 
as the commenters should know, the FDC Act is the source of the barriers 
that exist to the use of these pharmacopeias. Moreover, nothing is the 
draft guidance is a barrier, per se, to “v&&or qu&fication strategiks using 
audits or reduced testing protocols that eliminate redundant excipient t&s.” 

c. Finally, nothing in the draft guidance, which only requests that an’ a~pplicant 
file some of the information that substantives its proposed’ processes, 
controls and drug product will comply with the applicable CGMP,“wi// creafe .,, ._I I_ ,, __., ,__ .,),I ,j‘ “, I 
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d. 

e. 

will 

,, . -. 
a significant paperwork &den beyond the currerk one much’-‘less one “that 
would eli,$nate, e+s$,ng vendor qualifkatio& programs.” The only things that 
might eliminate some ,of. the ex!sting vendor quafifidation -progr%is is the 
Agency’s finding: i) that the information provided by an applicant clearly 
indicates that the existing vendor qualification programs do @~ comply 
with the requirements of CGMP - mainly because the Agency may’find, as 
this ryiepr,oftq /XI?, the identity’test (or tests) that the manufacturers are 
currentlyd oing are not the CGMP-required specifi6 idenfityyWfests and/or 
the manufacturer’ss arnpling plans and test proceduresd o’m’ take and 
test lot shipment representative samples, ii) the vendor does not provide 
COAs that include the “as ,is’J wt-% purity of the excipient when providing 
such should be required, or iii) the FDA audits the vendor’.s manufa,cturing 
site and finds that the.“testing done is not representative of ttie batch or not 
from the testing of all of the lots released for drug use (“pharmaceutical 
grade”). 

Given the~/ncreas.ing number of cases w,here drug product problems have 
been traced to problems with the quality of one or more of the components 
that the commenters classify as excipients, the science-based approach to 
compliance, and the attempt to use ..a. scientifi,oally sound risk-based 
strategy to ensure process and drug product compliance, the Agency’s 
draft guidance actually L’requests less -than ‘it’ could;‘ and “perhaps”should, 
have requested. 

Based on all’of the preceding, this commenter’s remarks are’&‘supported 
by: i) the existing CGMP requirements, ii) any’ scientifically ‘sound or 
regulation-based counter, proposal, or iii) a’ dispassionate review of the 
commenter’s own words. , . . 

Having addressed t,he commenter’s “Ge,n,era.l Fjequirements,” this reviewer 
now evaluate the commenter’s “Specific Comments.” 

“_ 
[Note: To minimize reformatting, with% H~/re tab/es Mai” #&~[oIv, the comtienter’s 
original SPECiFIc cot%mentS’,4rk quoted in ttie Ariai font used by the cotimenters 
and, the quotes directly from the draft guidance are in a Tidies NeLv Roti+~ font. This 
reviewer’s com,me,nts are in,. a~,lilews,~p?t~,i~,,~~~~~,,~~nt, and i$iian wil’l %G ked~ as the 
font for citations from the*.USP or_any legally binding US statute (FDA Act) or 
regulation (for example, 21 CFR 210 and 21 CFR 2111.‘ t’kie rd;iti“di~~ee;eac~s’ShouId 
make it easier for the reader, to differentiate the ‘“s~eakk?” tiithiti ‘fh‘e tables ‘that _ ,. _ , ,. ‘, .,a/ ,/ 
follow.] 
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..i ,_. 
“Specific Comments ..” _ 

(Guidance Citatiops are in TimesJey Roma$fq, and comments are in AtGil)” 

no detailed information provided in PA. 1 to’P.4.4.” 

The implication is that the applicant will not be able to use vendor qualification to 
accept excipients via COA without providing additional information in the application. 
On the other hand, the USP General Notices stat,@ that application of every analytical 
procedure is not needed to meet compendia1 requirements. In addition, 21 CFR 211 
states “In lieu of such testing by the manufacturer, a report of analysis may be 
accepted from the supplier of a component, provided that at least one identity test is 
conducted by the manufacturer.” In such cases, the manufacturkr establishes the ,_. .II ,... 
reliability of the suppliers test results through validatioh &t appropriate intervals. It is not 
reasonable to require the pharmaceutical manufacturer to commit to fully test all 

1. The commenter’s first observation is c,orrect but the extra in&rmati.on 
required is information that the,firm, is required to have. To comply with 21 
CFR 211 (the drug products) CGMP. 

analytical data derived from an examination of fini$ed units drawn fro@ &t batdh.: 
Thus, this reviewer fails to see how the USP’s guidance to the compendia1 

item’s manufacturer applies in this instance other that7 to point out that the 
excipient manufacturer may not be performing the compendia1 tests. 

3. By omitting the word “specific,” the commenters misconstrue 21 CFR 211 in 
a manner that is critical to the understanding of what is required. Correctly, 
21 CFR 211.84(d)(2) states (emphases added): 

In lieu of such testing by the manufacturer, a report of analysis may lie ick@ted from the 
supplier of a component, provided t@ at lea? o?e spekific identity test is conducted on such 
component by the manufacturer, and prdvided that the manufacturer establishes the reliability of 
the supplier‘s analyses through appropriate validation’ bfthe supplier’s test r&&s at appropriate 

The reason that the word specific is crucial is that the USP monograph’s 
IDENTIFICATION tests are, as written, NOT truly specific (in analytical testing, 
a specific test has to differ&tiI$!ite ‘tti‘e tii$jrizil, being‘f&ted‘~from a// other 
similar and dissimilar materials - a requirement that few tests meet and a 
requirement that the USP IDENTIFICATION tests rarely meet)‘. 

4. As written, the draft guidance does not “require the pharmaceutical 
manufacturer to commit to fully tegt all excipietif lots.” 

5. Based on Points 1 through 4, the,,draft text should be /ncorporated “as is” /. ,.. 



Line #s, page # 

Lines 1022 - 1024 
and Footnote 27, 

page 28 

tests that the drug product manuf$fu’i%r Will’ rout$ely p&form and the test results that 
NilI be accepted from the excipient manufacturer’s COA.” - 

The drug manufacturer does @, ?9rmaiiy know at the time a submission is fi!ed”wt$h 
tests will be accepted from’ the ven.dbr’S C-GA. At “sub.rni&iejii: th& riititiiifacturer may 
have limited experience with some of the excipientz .qr ‘suppliers. Because there is 
limited experience with new.“excipients, or new suppliers, an excipient from supplier 1 
might be accepted on a COA, but the same excipient from suppli& 2 might reduire full 
testing. Therefore, a reduced testing pi’o@am by the drug product manufacturer would 
only be implemented well after submissio? of th&~QDA. Delktidri df the requirement 
and footnote is requested. 

. z.;.. :. _ 

1. The applicable CGMP requires the drug product manufacturer to have 
established the firm’s specifications, standards, saniplii-rg ‘plaris, test 
procedures, and other laboratory control mechanisms prioi- to etigaging in 
the manufacture of any drug product for introduction into commerce (21 
CFR 211.160(a). Moreover, to be incompliance with the requiiements 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 that the processes 
and control and drug products are in conformance with CGQP. Since a fit-t% 
cannot know what its scientifically sound and appropriate specifications, 
sampling plans and test procedures are for a material unless it knows which 
tests it will be performing on that niaterial, it is” rii;quired for the 
manufacturer to know, at the time of submission, which tests it will perform. 
Therefore, a CGMP-complaint application cannot be suQ?#&d _ y.$,i,l, the 
inspection plans that the firm proposes to use have been established Bnd 
apprbved by the quality control’unit: a,. 

2. Based on Point 1, while the manufacturer’s experience may be limited, 
CGMP requires it to be,suffic,ient to e.stabji$h- “@$i&$y‘soLnd and approbriate 
specifications, standards, sampling plans, and test procedures designed to assure that” each 
component conforms “to appropriate kandards-of id%&,‘sti;ength, quality, and purity” 
(21 CFR 211.160(b)). To be CGMP &tipliant, Ihe applicant must have 
these BEFORE subniitting an application or the application is violative (does 
ti conform to the FDC Act’s Fxpectations fer CGMP). 

3. Moreover, for the example given, the manufacturer’s inspection plans would 
simply be required to be material sour?-e ~-specific or hi’ertirchical (have 
scientifically sound a) defined criteria for various levels of inspection and b) 
switching rules governing the progression from level to level - not a big deal 
really. In fact, a quality proactive conipani unaeisfands‘f~e’ufi/itLbf Such-p/ins 
and would probably hatie such‘ for a// cdti&l arex (incomitig, in’-pi’okess, rekask, 
and post release). 

4. To address the issue of reduced plans at later points, the firm need only 
submit a valid hierarchical plan like that discussed in Point 3. 

Based on, Points 1 through 4, this reviewer‘,a) finds the commenters have . ;P,“,r 
submitted no valid justification for deleting this text from the.C”MC guidance; b) 
understand, based on the commenters’ own wot$s why the Agency, committed 
to a science-b.ased approach to &tadi‘shit$%M’P %n$i&ic& that ‘is capable 
of assessing risk, is requesting that this informatidn. be yjrovided; and’ c) 
supports its inclusion in the final guidance (se@ ‘PfiRNIX ikA”ion~. .,” .“, _-,.,. ,._._ 1. . ...“. .-* /* ,..“,,nil \S..( ,, ,, e, ~. xw,” ,k‘ -., _^ 41.,Ai w.~% .V”. +/ ^/ _,j ,. “, 
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j_ .~t ;~ ~,. ..__._ / _ “. 
bine #s, page # 

Lines 1026 - 130, 
page 28 

Guidance Citaj,io,p,$ with comments 
“However when there are specific concerns relating to an excipient; testing in addition to ‘an 
identity test would be warranted.” 

Revise the statement to read ‘I... testing in addition to an identity test may be 
warranted.” 

1. In suggesting this, the commenters disregard the i,mp!ication of the phrase 
“specific concerns.” When there- are concerns, the FDA anil “CG’M’P ‘expect 
that those concerns will be addressed -riot that they may be addressed. For 
example, if a manufacturer of an inhaler has concerns ttiat.‘some lot of 
metered-dose containers contain no active, that firm is -supposed to do 
additional testing to either confirm or ally its concern. 

2. Given the nature of these concerns, they can only truly be addressed by 
performing testing appropriate to the concern (i.e., if it is a microbial 
contamination concern then the firm must do microbiblogical testing and 
not assay testing 

3. Based on Points 1 and 2, the text in question is proper as ‘written and the 
alternative wording is _NOT - concerns a.ye NOT permitted to go unadressed 
and, in this context additional testin’g ‘“would be tiarranted.‘f ‘Therefore, this 
comment is invalid and should be ignored.. 

And “For example, diethylene glycol contamination of polyols such as glyckrin and propylene 
glycol has caused numerous fatalities.. . ” 

This is an example where basic G.MPs were not~.used. The impact of this tragedy is 
great and cannot be ignored, but other tools are available to ensure excipienf and 
excipient supply chain safety. When excipient suppfieri and u%&s apply~ appropriate 
GMPs the excipient supply chain is made reliable. For glycerol, the iJSP monograph 
includes specific teZrg’ for diethylene glycol, so the reference: 1 to .thb, ‘specific 
‘additional testing’ is unnecessary. 

The comments made are- 1. non-sequiturs, unsubstantiated sejf-serving 
generalizations, and information that is not relevant to the Iissue that the 
example presents. What difference does it make if the tests exist when they are 
not used! It makes no difference. 

Thus, as the Agency points out, when there is a known danger that may be 
present in a given excipient (a specific mandated “safety” concern that drug 
manufacturers must address under ,CGMP), then the manufacturer must do the 
tests that address that concern or risk the civil and criminal penalties that may 
accrue when a concern is ignored and public harm results (500 plus billion 
dollars and counting for the most recent instance in the US). 
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Lines 1032 - 1035, 
2. Though excipient quality is not improved by full monogra/jh or, for that 

matter, any other testing, We testing firm’s upderstanding’bf ‘k&at the’quallti of 
the lot being tested truly is cer?GhIy imijY0ve.s ~h~~~~~ilitiijii~i~~~~eiran~te~~ng 

3. Even when a supplier’s data may properly ‘be*accebted, certain tests are 
required, including, but not limited to, those that determine the”s@ci’fic x .i ,.. 
identity of the excipient or other coti@o‘nerit and’ those ‘that address ” / “,. “. .,_ , j “. ,. 
concerns that are associated with said exc$%Git~or’component. 

” , 

4. The cited text does & suggest thaf‘other apijroaches may & be used. 
5. Based on Pdints 1 though 4, the commenter’s remarks-a&not ieievant to the guidance being sugg~sf~d ; yes; -~ui~ari~~-~~~‘i’~~~latioli~s suEK..ffie 

comments should therefore’be ignored. 
-_ 

Lines 1035 - 1038, 

See Lines 981 - 987 for’similar cdmmknts. 



Lines 1038 - 1041, 
page 28 

Line #s, page # 

Lines 1043 -1046, 
page 29 

.._..) ,’ .; s,,: 
“If the specification for an excipient is based on a’ cdmpenckum other than an official 
compendium, the excipient should Still conform -to the tionograph in an official 
compendium, if there is such a monog‘rapli” .” ‘- 

The “official compendium” should ” clearly ‘&% 1 USP$JF’ and’ Homeopathic 
Pharmacopoeia. This section should referto PhEur and JP,‘slj~~~~ally~b~d~u~e there 
is much current effort to brir@USP, 

“sI-+%&pd,+sw *_r<.lj , 
PhEur-and 

, 
JP tnto a greatei%@ee ofa9reetient. 

There is a difference between conforrriin9 to a’iiionograph and to a compendia. Focus 
on the monograph eliminates Generaf”Ctiapter&,$jd GRjlPs‘fhat~are”% ‘place to ensure 
excipient safety: 

1. This reviewer agrees with the cbmmenter’s first statement that -it tiould’be 
clearer if the guidance text tiere to $%il~‘~out in ‘the text *the cfficjal 
compendia and would propose modifying‘the’text to read: “’ .’ 
If the specification for an excipient isbased %‘a %r$&d~~ ~&;‘il&*the~ .lJn’ited 
States Pharmacopeia, 

the. ~R5ti~~ii-.. FGr”gtilary ., br ‘cthe .3‘li6tieopati7ic 

Pharmacopeia of the United States (the ONLY‘official ‘~bmpendia’-recogliized 
by the FDC Act), the exci$e& khotild &ff o,~~~,‘~~~~‘~~~~~ap~ in one of these 
official compendia. if there ii sucha‘monograph? a. 

2. Since, by law (FDC Act), only the listed compendia may tie referenced; the -~.--.*-‘. I’ FDA should not reference other’cdmpendra by name in its guidance. 
3. Contrary to what the commenters assert, if one asserts that one‘conforms to 

a monograph contained in the U.SP, then one is afso’~‘$serti?ig conforin‘ance “.” ,i/. ..,..,, G.^ 
to that compendium because one cannot conform to the first w”itfcijt also 
conforming to the second - wouldsuggest that the commenter read the Genera, Notices section of the .“sp to, c6$f~$~yvai’i.i~yvy,i ~tii;gf$..;;f. 

4. The commenters’ last sentence is, at best, confused and patently untrue 
with respect to the relationship between the monograph‘ in ‘a compendium 
and its General Chapters. Moreo”eS,, its $+& is d.%fi-id’ii,f tA&iii’ferpret.‘ .Bo 

the commenters mean: “Focus dnthe’m~nbgrap~“eli~in~~~~ G&e?d Cha’ptek” 
and “GMPs #at are in place to’ ensure- excipfent safev? ’ *&‘*is %ie%%%k 
intended to be read: “Focus on thy mdn6g~~i;ih-e~liiiin~t~~~ Ed ,‘~ii;~e~l ‘~h~lj‘~~~s, 

and” b) “GMPs that are in place to ensureexcipient safely.” The former read/rig is 
partly factual; while the latter reading seems to be Freudian. 

5. Based on Points ‘1 through 4, this co’mment ‘should- be “&iored ‘and- the 
proposed text incorporated in to the f.inai CMC guidance. 

“, ,_Xr, ,_ . ;  --._,_( __ii,.d_ ^l.l-2 rr_ ,._..V,“. ,- , , .  2.) , , :  , . . .  / ,  / .  . , *  ,( _.i , ;  

G&$&e C&i$~~r#ti#J cjijrhh%i@ ‘. . 
,  __>, “, 

“However, where a difference appears,’ ck ixi the evek df dispute, the ;“., _ ~‘“&#..,p .,“,A*,,% Ay.k” ( _3* I, 
result obtained from the USP procedure is conclusi+e.” 
Sentence deletion is requested, because the phrase i$ duplication -of compendia 
requirements. 

Contrary to the commenter’s remarks, the text cited’expre&es the‘legal status 
of the official compendia as set-forth in the Food,.~‘Drug,W ati$~Cos~m~efic “Act ‘as 
amended (FDC Act). Given the ‘. commenter’s demonstrated lack of 
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Lintc#& pa&k 

Lines 1089 - 1092, 
page 30 

Line #s, page # 

Lines 1092 - 1094, 
page 30 

-l- 

L 

manufacturer should be provided for the components describ&d in P.4.” ‘ ‘: A 

This requirement duplicates GMP reqflirements for confirmatory testirig. Please del&e 
the sentence. 

1. Factually, this request is: a) not a requirement and b) duplicates nothing ‘in 
the CGMP for any testing - it is ‘simijly a request’foi infort?%t~oh. 

2. Because the Agency needs,evidence in the application to establish that the 
filed production processes, including incomitig tionipotient r&Sipt,‘handl”itig, 
and release, and the drug product cotitrijl!s meet’ all’ a~piicatil~ C’GF;iP 
requirements, the Agency’s request for th‘is ififormation is a‘pfiropiiate. ” 

3. Based on Points 1 and 2, the commentei’s requesf~shoirId”f%‘deiiied and the 
text in question incorporated “as is” into the final CMC guidahce.‘ 

., i. _ ,,: i __; , :i*, , Guidaicdi&~f&fig w~~h~~bL;~~~~~~ i ,: _’ > . ‘” :,_ /.” 

“Test results should be express&d ntimeri&lly oi: qGali&%vely (&.g:‘cTeti,.coiorI%s s&~ion), as 
appropriate. Use of terms such as conforms or meets s$cification is discotir5ged:” 

If the material must pass the compendia test, then there is little point in putting in 
different qualitative text’ s&h as’“does no; Form pt%dipitate” or “$idle+bCue color”‘ from 
the method onto the COA. For this type of compendia1 requiremerit, if Sttiei meets fhe 
specification or it doesn’t. The‘refore, o? the COA, for compendia1 te&s,‘it is su’ffiftici&nt 
to report the test result as “pass”. 

For hon-&mpeh+gi ~+thbils, “,ifiei& riiay 6b valu.‘ io 

reporting the results numerically 6r qualitatively sihce fhe 6xp&&Sd reSUlfs of non- 
compendia1 tests may not be obvious to a regd6r. ’ 

Please delete “Use of terms $uch as cotifortis or tie& specification ~“di%5ti&g&d.” 

1. 

2. 

3. 

4. 

5. 

The commenters begin by ignoring the purpose of any report or certificate of 
analysis -to report: a) the samples test&d; b) the tests perfoitied and c) the 
resultsf otind. The assessment of passing, or not, is whaf the evaluatory 
remarks and the signature attesting thet-ete are ctiijp6d%d $6” ~~r;;e): ‘.*” . 
Contrary to what is asserted, even when a material do& not pass, a 
certificate of analysis is required to so ,that the concurrence of the 
controlling authority (signature) supports the evaluation of tl% results’foirnd. 
In today’s world, where the test is qualitative, “the forkat for the “‘ls 
Approved for Release” COA contains boi!erpl&%vording sb-tF;aflt~e’“Agency’s 
request presents no significant‘repbrt gene&ion, burd~~,n.‘+y6i%l initial set 
up. 
This reviewer’s own inclination (as stated in the reviewer’s kesponse to the 
docket) is to prohibit the use of “corifd~rtiS” %“tieS ‘$&if&Sfioh” because 
they obscure what the test result was. 
In light bf Pdints 1 though 4, and this”cotimenters ratibnal’e,.fhKreviewer _ ., 
has seem that the Agency’s poS/titih repr&ent’i a”&&‘nab*l’e compt%r%e 
and, in light of this commehter’s remarks about’ n’ot?corhpetidial tests, 
would suggest that the draft text, as a Compromise, be revised to’ read: 
“Test results should be expressed numerically or. quilitatively‘ ‘(&j. clear, colorless 
solution), as appropriate. Moreover, for non-compendia1 tests, tfie use of terms 
such as ‘conforms’ or ‘meets sp&zificdtibn’ is’prb%cribed.i’ ’ 



% ‘Ij .I., *_ 7..~& _ ., 
Note: The original lNTRODUC7”ORY @d ,$i~fl’%A/.~~comments are qbo\ed ‘in a 
condensed font (Ikrpctua), the quotes directly fro&‘&& diaft g$d%e are’qtioted in a 
stylized font (Lydian) and this revie&et% ‘cori~rr$h~s are, in ‘a .pbblishet$ font (News 
Gothic MT) to make it easier fbr “ihe ?eadbt-j t~,~f~~f$$-&&e the “sp&ake’r” in ‘the 
various text passages that’fdllow.] 

._j‘l_,“._I ,._,1 -, I 

“General Comments:” 

“1. Where appropriate, provide a 
format. This helps to place the 
format.” 

-4, 

correlation table matching the’ old WA format to the- new CID 
informa&&% the old format into&e correct’s&.ion’in~&e “CTD 

8 

This ieviewer agrees -this is an excellent suggestion! 

“2. Delete section classifications III, IV, V, VI, VII, VIII, IX,’ X, XI, XII;.XIli”and replace’“&th~Pl, I%; ~3, p4, p5; p6; ii7;.~p8;, .n;~~~~~‘,~~~respective~:-~or~‘exar;;i;ie; U,’ ‘~~.‘2”i;HA~~~CEUTICAL 

DEVELOPMENT” 
~ ,‘ _, xi, *-^, 

instead of “IV PRIAl?MACl!tiTICAL D9E~W~~~VE!$~~~T (P.-i)* ?‘i& ‘kiwi :llo\n; ’ 
the document to be consistent with 

,, ; , r 1. - 
CTD, section name,? and numbers .“y ^‘* 

, . _, “, 
” ,, ‘, , . .x _i ; II .;..; L. “, ‘5:. , ,“, ;. ” a, 

This too is a gijbd --@;giti.<*. + -” “_ .- ~ I~, .” ,, I_ “j .,,.- , I. 

“Specific Comments:” 

“1. Section IV-C (P.2.3); Lines 580-.582:?& statement’ can ‘be‘ &tended to includei ~“. . . . . if 
differences in the equipments used in the various phases could ha64 impact on quaky, safety and 
efficacy*. / .; 

While thinks he understands the ‘co”mmenter’s motivation, this reviewer ” 
must object because it does, _not provide the A‘gency~with information‘about the 
comparison of equipment across all phases without regard to wheth’er, in th’e , y ” /x , ._ /.‘ ci 
man~facfurer’.S Opinion’, ihe ““~$%k?nCeS co~&‘~&~‘~“&x& on quality, safety and 
emcacf to ensure that all that end up being rjrovide~d.“~‘2’ 

To address this’ in a manner that .ensures al”l-.should be captured and 
reported, thisreviewer suggests the following sentence be added to give: 

“A table should be providkd tlik %k$ar& tk equip&% used & crod&& &&{l’b~~~& ?h$i&pport. 
efficacy or bioequivalence and primary stibflity batch& to ihe equipment‘ proposed %; dioduction 
batches. To facilittite review, those changes th% may affect the quality; safety ” ^_ *, , anb efficacy of the ,drug prdd;c&4-K&t‘hbse rh;;lt”“&-.o~ tiay be presenteCj -in 

_, 
separate tables.” “_” j ” ‘,. 

Done in this ma.nner, the guidance provides flexibility and assures that the “:’ i ,‘w*%s. I /L _-.. i,, ,~~~ qJ , _* 
information supplied should assist. the apblrcatton revrewer”‘.to *see lwhat “the. change are and whaf their’“-im’ijfg~“-r;-a) be.* ^ 

.” 
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A REVIEW OF Fcpm.u~, C?MMi%t5 To Ptiii~c Do&T 02ii0526 ,_.Ir ,.. / “, -: I ,’ ,._ - . .,- ;. . . I, ,, . 
,, ,. ,:. / . 

“2. Section IV-6 (P.2.4); L. 
I ,, ,, ,.. : “1: ,.. 

m&596-597: The statement needs to be explicit with regard to other (non- 
protein) drug products .” 

This reviewer concurs, wit,h, the comm-enter’s suggestion 

.“3. Section V-C (P.3.3); ‘Lines 808-809: The meaning of ‘equipment identify by type’ should have a 
more extensive explanation.” 

2. 

This reviewer supports the commenter’s suggestion. 
x a . . I ‘*, 1% . .: : 2. / ,; . / “’ . -1 

“4. Section VI-A (P.4)/(P:4.1); Lines 9961011: There is no need to provide information in P4.6 that 
is given in A.3. Cross reference to A.3 should be sufficient. 

Since the information requested ‘is both ‘extensive, this reviewer tends to 
agree with the commenter’s suggestion unless the Agency’s experience with 
similar ‘has found ‘that du@‘icating ‘the information faci’litates the abplication 
review process - in \Nhich case, the’inforri7ation should’~e duijli~i8~~:~“’ ’ 

_ 

“5. Section VII-A (P.S. 1); Line ‘1176: Provide the definition of Periodic Quality Indicator Test in the 
Glossary.” * 

This reviewer again supports the commenter’s suggestion. 

“6. Section VII-A (P.S. Ij; Lines”1 187-l 189: The sentence ‘A PQIT’can be warranted ‘when a test 
“7” -- ,qr . . 8 I ._ *. _ 8 ? 

performed and reported as part of the batch analyses,,h-as value ‘as a& indicator‘of product quality, 
but information indicates that the test need not to be performed on each b&X Xdrug’product’ is 
somewhat ambiguous and should be re-written.” 

This reviewer concurs with the commenter’s ‘remark and offers the , /,“,.I ,, 
following to’address the ambiguity in the d-raft’s text: 

“A PQIT may be warranted when a.test, repotied as a part 01 the batch ‘analyses, has iblue as an 
indicator of product quality but the test is: a) one that has been done in additio’ri to 
the set of tests re-quired for routine production contrdi~-nd.bj,“b;a~e~^onin- 
depth analysis of the data and previous experience, a required to be 
performed on each batch. For example, ‘a test for the &stribution of 
magnesium (as an indicator for the distribution of .magnesium ‘stearate~ 
added to the formulation’ as a tableting lubricant)% tablet cores CY”hen’ the - ” ,“. 
routine in-process uniformity assessment control tests’ are. weigtit~~ non- 
destructive NIR assessment of active ievel arid’~disintegr~tion.” ’ , 
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“7. Section VIJ,A (P.5.l);.Lines’ 12 1‘2- 12 15: Should not an ‘Out of Specifidation (00s) i&e’stigation for a 
PQIT be resolved l&f&-e-&y new lk-o&&oh”ofb%%8”*’ )’ 

,, ..,./ 

This reviewer agrees with the commetifer’s remark and off&s ‘the 
following curative modification to the draft’s language: 

“m failure to meet the acceptance criteria for the P&T k$l”‘&‘h&&ed (e.g., k&tigation, 
batch rejection decision) in the same manner .& 6 ~faij$.k’ Or ~“~&.~~inc‘l’ti&?in %e &ug product specificati~n,,,g‘nd,‘, after the possibPg ,e~~~~~~~i”~~e,~Plr “+iTi%....g 
have been idenfi~-filed,..~apijrd~~~~te’ci>rrective a”$.n‘ & bkeh ‘ir;it‘iateh 

and the quality control unif permits prod~dfi&Y& &$‘nik; th$?CIl;f: ibiil’be 
performed on each subsequent batch until #I&&&W+ 

> a,, data” incl‘i’cafe ‘tha‘t ti”,e 

corrective actions taken have trill) i‘denti&d C-td kk&ed fhe roof ca;bse 
or cause’s of th,? failure. 

“8. Section VII-A (P.5.1); Line1216: Delete the word ‘all’ from”&i &$ence.” 

While th.is revietier agrees with the ?dmt%e?iters tt?&t, as written,‘the scope 
is overly broad but suggests that a better remedy would be to remove the text . *, _. ,‘l,~ I / _,, .,. *,^_ ,, ;_ ‘ ‘ _, _*_ . -,. ., ,, - 
“batches produced, in patiicukr, the”-and ‘tihZ&! ttie ‘end to _ the last batch.$e$ed to 

1. 
’ 

give: 
“. any investigation wi,l as;as the &f& & al, b&j,es ’ 

While this reviewer understands fhe cqmmenter’? intentL%r$ \s$re&s tfia‘t PQjT ,igttiiig .I,_ s”K6ii ja. “‘EG “,~~k.~~r^~~~~.~~.-‘~ “.-? . ..” ,” *“_*._..-, i _;I .Y. . -, , ‘̂  
rom the drug broduct repulatorv release ” ._.^_.../, ,*,__ . . Ifications ” this reviewer thinks that a more gr’amri-&i~G~ly’C%t%ct, and perh‘afis 

more help&l, text is needad and suggests the ?olfotiiQ: ’ 
“Arcer the drug product release spedifications-have~~~~~ l’i’sfecf; a lit’o~‘~dili~; ’ ” 

with associated acceptance criEeria atid reference to analytica’l pkkedtir&~ khkiid”b~6ickded iii 
P.5. I of the application.” 

^ .W.<\. 

“10. Section VII-D (P.5 14),X he;- / :.A ., i- f”‘2@& r&q ,-‘wi& r~g’&~‘,-‘~&~~~~?s .‘f;;r‘~ation, if ;& ,,;d f;;’ 

the stated purpose, does this mean preclinic~l/‘ioxid;;lbg~cal’batch n&d Gt 6e indl<dkd in batch 
tables?* 

i 

This reviewer understands and agrees wit5 the cdmmenter’s ‘cohcern and 
would suggest the following curative lai-@tiag& f@ ‘Ci’r%% r%8~“: ‘lZ%%i .’ “” 

“Batch analysis data should l .%pi;o%M for -ali‘ Gat&& u&i” i’ii“%&dies’ &n&t&d to aSSeSS clinical ifficacy and-iifety, t;ioavafla~12&“y, jY~eqiit;Jnc< ~~~~dlprimar~.s~~bil~~~~; _1 ’ 

_*_, I 
_, ., _,/_’ 

., 
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A REVIEWOF Fo~AL.C~&KW&!J~$ To ?I&LICD~CI&T 02D4526 

“11 Section VII-P (P.5.4); Lines 1288- 1309: An illustrative. example of a batch analysis table would be I.., .^ ‘-.I; : ” ,_._” .“B ..-. LI.. .** “d” _ I. .- .._. cb” le” “.. _“I i* _,.” 
beneficial. ‘iThe illustrative examples of a composition statement (Table 1), a batch formula (Table-” - 
2), and a specification sheet (Table 3) provided in the ‘respe&ive sections of ‘the *guidance are 
informative. A similar illustrative example of a batch analysis table in section P.5.4 could be useful.” _ .., ,. .~jj” -. I ,(,*, _ , “‘ .,- . ._^_ 

This reviewer again supports the commenter’s suggestion. ” ’ 

12. Section VII D (P.5.4), Lines 1328-1339: Collated batch analyses datashould‘beprovid~d inP.5.6 as ” 
part of the justification for determining proposed acceptance criteria for the drug product. 

This r$qyq ,Suppdrts the commenter’s suggestiori and believes that ihis comme~ter’s suggestion -‘i.“‘tj;etf~i’ ‘ftian. ihe c”iji-“i6ctti;le”“-text dhanoGi:. tti.t this 

reviewer proposed in previous reviews where “this ‘sectiori of ‘the’ text ‘was. 
discussed.. 

13. Section VII-F (P.5.6), Line 1457: The definition for the Sunset test protocol should be provided in 
the Glossary. 

This reviewer again supports the commenter’s suggesti‘kt. I- ‘I .*, aI,.‘, ^_,._ .I 

14. Section VII-F (P.5.6); Line 1480: The definition for the Interim acceptance criteria should be 
provided in the Glossary. _;_I ._ ,.I..: __: ,i ‘-1 . ., _’ 1 

This reviewer again supports the commentei’s suggestion. ’ 



Note: The original INT’RODUCTURY coti’m&is ‘are quoted iti d con&$%l faiit ‘-’ _ 
(h-ptm), the qu6tes dii%~tI”ly‘f’rdm %e draft ‘&ii&ti~k‘~r~~ quoted iri a‘ s$-iz&!A font ‘x 

: 
.._ _, 

(Lydian) and this reviewers comments are in a pubXSh&?s i’dnt (News’&di?~~7$f~j to 
make it easier for the reader lb di%erenfi$S fh~“““‘~~~~~~&Y in’%~,~ii%%i~ l%xJ~:> ” 
passages that follow. In the tables, this r&ieG+r’s cbr(t@$$ a[~! made’ aj?“‘%&- ‘%e 
commenter’s comments.] 

,_., 

The commenter’s- introdtictory remaiks begi’i ‘by stafiri& 
’ r 
” 

“Bristol-Myers Squibb is a diversified worldwide health and’ l&so&l care company with lkndipal ’ 
businesses in pharmaceuticals, &&mer medi&nes, nutritionals and medical devices. -.We are a leader in i-;.\d,, f -~t2, ,li M. “Lib: I,~ ,_,, , 
the research and development of innovative therapies ‘for’ dard8&$&-, metabolic and infectious 

, 

diseases, neurological disorders, and oncology. In 2002 alone, Bristol$lyers Sqmbb’ dedicated $2.2 “ ’ 
billion for pharmaceutical research and development activities. Thi boiqhnf has more than 5,000 
scientists and doctors committed1 to discover .and develop best in class therapeutic and’preventive agents 
that extend and enhance human life. &r krent‘pipeline coml%&‘of approximately 5b compounds 
under active development. 

For these reasons, we are very interested in and well qualified to ‘comment on’ this I%X Ikofiosal to , , .~. . ,~ 
provide further clarification and information on’ the chemistry,’ ‘manufacturing; i and controls (CMC) 
content for original new drug applications (NDAs) and abbreviated new drug applidations (AND&). ” __ ’ our responses our structured ii the context ;rA&e’ Cd;;;mon*r~~~C:~~c~~~n~ (cTai”r;&;~ /. . i I . . - 

5 ,, .- ._ , j I.,. ‘*w --‘i:.,. ___ .‘( 
‘: We commend the ‘h.S. FDA for allowing‘ us the op&r&ty to lzkvided~our comments and we have ‘. I( ^, .., .“.i.l._s.b 

made specific comments on the attached table, that is’based bn’the’~‘CTDj‘“st&cture as l$ZenTed-in”&” . ̂ .’ 
draft guidance. ,, ‘.S c.- _‘ ,“, x_ * . ., ,. _ /‘ . /. “6 II 1 i -- 

BMS appreciates the opportunity to provide comment and respe&fully requests that ‘FDA give 
consideration to our recommendations. We would be pleased to provide.additional pertinent information 
as may be requested.“’ ” 

“_ ..” 



III. Description & Composit ion of the Drug Product 

A. Description of Dosage 
Form 

243- 
245 

- ., > . . I x 2. /_“b, _ ,__,, 
Official dosage form terminology used in the US differs from that used in the EU.’ The applicant 
should be permitted to use clear but non-standard terms so common filing content can be shared 
between US CTD and European CTD applications. Note: In the future, an initiative to 
harmonize dosage forms between the US and EU would eliminate this inconsistencies. 

L ,” . . . 
Until such time as the disharmonies in terminology alluded to by the 
commenters are rectified or accepted by the Agency, this reviewer would 
suggest that current issues be resolved as the draft guidance suggests in 
Footnote 9 (page 7)- in consultation with “tfii i~i;ro~ria~~~cheriii%y reti& 
team.” 

C. Composition 
Statement 

Footnote 10 

A. Components of the 
Drug Product 
2. Excipients. 

* Non-compendial- 
Non-novel excipients 
B. Drug Product 

D. Container Closure 
System 

276- 
296 

328 

358 

420 

429 

447 

503 

606 

There are differences between the US and ELI DMFs systems which make it cumbersome to 
prepare a global CTD’US DMFs cover active ingredients, excipients, intermediates, packaging, 
and processes, etc. whereas, European DMFs are only for active ingredients. Thus, many 
sections of the CTD must be customized because they refer id DMFs”that are not accepted in 
Europe or Japan, In the future, efforts to harmonize DMF filings should be pursued. 

Add (after the words “. , . size of the container”): “Similarly, the amount ofweight per unit weight ““,- 
should be on a per gram (g) basis regardless of the size of the container.” 1 

3 
The footnote should be clarified to list the three US official compendia, i e., USP, NF, and 
Homeopathic Pharmacopeia. 

Replace “Hydroxypropyl Methylcellulose” with “Hypromellose”, the official title in USP XXVI 

In general it is awkward that excipient discussions occur in various places throughout the CTD. It 
would be better to consolidate this information contained in the multiple excipients sections into 
one section. 

Add (following the sentence.. shelf life should also be discussed.): “Reference should be made to 
any relevant stability data presented in P.8 to demonstrate the level of functional excipients over 
the intended use-time remains within an acceptable range.” 

Suggest that the proposed sentence be changed to: 
_, . . 

“Reference should be made to any relevant stability data presented in P. S’t’o;‘demor%rate^il;k .‘. 
level of functional excipients remains within their predetermined acceptable ranges over 
the intended use-time.” 

For clarity, define ‘non-novel’, e.g., used in EU, listed in Inactive Ingredient &ride, etc. 

In the sentence, “A  summary of the development of an’in vitro& viva correlation and a cross- 
reference to the studies (with study numbers) should be provided.” 

, ,e,, I .” “, 

Add: “If available,” a summary of . . . . .should be provided. ^ 

Add (following the sentence.. . . provided as warranted.): Suitability tests for the container may 
include Deliverable Volume (USP 27555). if relevant.’ 

./ 
Because the proposed is intended to be used as guidance, this reviewer 
suggests that the commenter’s proposed text be changed to: 
“Where relevant, suitability tests for the container should include Deliverable Volume 
(USP <755>).” 

176 ,.. .; I 
,( ‘;y”‘ 
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646 

667- 
676 

676 

769 

Excerpts from Guidance with Commeqts 

Add (after “inherently antimicrobial”) “. . . 
self-preserving systems.” 

with justification for not adding a preservative for such 

Add (at the end of paragraph) “Appropriate use-time data should be included (or annronriate ,_ . /_ . IA 1 
reference to the Stability section (P.S) to demonstrate the preservative(s) remains within effective 
levels over the intended use time of the product.” 

Agreed but the text proposed should be corrected to: 
“Appropriate use-time data should be included (or appropriate reference to the Stability section . . _ , 
(P.8)) to demonstrate the preservative(s) remains within effective levels 0-e; the intended use 
time ofthe product,” to make it grammatically correct. 

_ . I,__.,^“, ,,,.,_ ‘.*‘ ., ._ .,.,,.- Ir ,^_. _ ,,‘,,_ ̂... 
A better distinction is needed between development compatibility studies and compatibility 
studies to support the labeling. This section should also discuss incorporating literature reference 
data. 
It is not precisely clear what the terms diluent and admixing mean in this section. It would be 
useful to add to the glossary the’foll~~n~“~e~s.~~~ ?larity: admixture, diluent, and flushing 
agent. 

Add (to the end of the sentence): ‘I.. . and referenced in this section (P.2.6):” 
:. 

Replace “Hydroxypropyl I%Iethylcellulose” with “Hypromellose”, the official title in LISP XXVI - 



Zeneral “Compendial-Non-novel Excipients: ivh en a compendial excipient is tested according to the 
monograph standard with no additional testing and the apw full testinq on 
each batch received, the excipient (e.g., Sodium Chloride, USP]‘can be listed under P.4 withno 
detailed information provided in P.4. I through P.4.4.“” 

.<I 

_,. 
Delete “and the applicant intends to perform full testing on each batch received,” from the 
sentence. 

This reviewer does NOT support this deletion and, as he will explain, finds 
that the supposed justifications for the deletion either do @t directly bear 
upon incoming component acceptance or; by their incompleteness, are 
misrepresentations of the applicableCG;MP:‘ .’ 

This implies that a sponsor cannot utilize vendor qualification in order to accept via COA without 
providing additional information in the’filiug. 

The commenters are almost correct; the text cited ONLY implies that a 
sponsor should not do so. 

This is in conflict with the General Notices in the USP, which state that application of every 
analytical procedure is not required for assuring that the batch meets the compendia1 
requirements. 

Contrary to what the commenters state, the USP text paraphrased here 
ONLY applies to the RELEASE ,of a batch by the firm that manufactures 
the ingredient -& to the firm who, tests incoming lots of it. I, .’ 
Additionally, 21 CFR 211 also allows the sponsor the ability to accept ‘via COA, provided 
qualification has occurred. 

I 

The commenter’s remark is, at best Simplistic. 21 CFR 211.84(d)(2) 
states (emphases added): “Each component shall be tested for conformity with all 
appropriate written specifications for purity, strength, and quality. In lieu of such testing by 
the manufacturer, a report of analysis may be~acce$%l’from the sup@& of-a component, 
provided that at feast one specific identity test is conducted on such; c&@onent by the 
manufacturer, and provided that the manufdcturw estabh2he.s the @abikty of the supplier’s “i I _ 
ana/yses through appropriate validation of the supplier’s test results at appropriate 
intervals.” 

Though ignored by the commenters and misrepresented by many as 
“one identity test” ‘or, almost correctly, ‘“one appropriate identity test,” 
the requirement is “at least one specific identity test is conducted. on such component 
by the manufacturer“ on representative samples (21 CCR Til.lGd(b)(l));J‘t%m 
each shipment of each lot (21 CFR 211.84(b)). 

Thus, the requirement does m perm8’the sponsor to “accept via COA, 
provided qualification has occurred” as the commenters state; much more needs 
to be done. 

it is unreasonable to require the pharmaceutical manufacturer to commit to fully test every 
excipient lot at this point in the filing. 

Since this document is guidance, it cannot establish any requirement 
and, as written, it does not. ., , “.I 

The current text simply and rightly stat&the co’nditiZk under’which 
the sponsor can list the compendia1 references tb the ingredient testing 
it is proposing without any Xdditionaiinforktbn. ” 

For all of the pveceding~‘reaso)7s,‘~a~o~s,“ttie‘ proposed deletion ‘is, at best, 

,,. ., *  -4 ,,.‘_ ..;,, .“,_/. ‘ ,,” ___ . . I 

< 
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T a b l e  o f C o n te n ts L i n e  
#s  :> y ; Excerpts  f rom G u idance  wi th C o m m e n ts 

A . Speci f icat ions 1022.  ^.  
1024: ,” 

Delete:  “In  add i t ion  to l ist ing a l l  the tests for a n  excipient ,  the speci f icat ion shou ld  ident i fy the 

&  
,< .” tests that the d rug  product  manufac tu rer  G i l l  rout ine ly  pe r fo r% a n d  the test resul ts that wi l l  b e  

Foot-  ^., 
accepted  f rom the exc ip ient  manufac tu rer’s cert i f icate of ana lys is  (COA) .  *‘. 

Note: -.G  For  the reasons  that this rev iewer  t ias p resen ted~  in’ the prev ious  
2 7  rev iews w h e r e  the commente rs  sugges ted  chang ing  this sect ion as  wel l  as  

those p resen ted  in  response  to the suggests  of this ‘cbmmenter ,  this 
rev iewer  opposes  this de le t ion  a n d  thinks’that sponsors  w h o  chose  not  to 
p rov ide  the in format ion reques ted  m a y  not  b e  opera t ing  the i r -comp&nt  
accep tance  systems in  comp l iance’with the app l i cab le  C G fvlP regulat ions.  

Rep lace  the sen tence  above  wi th the fo l lowing sentence,  a n d  m o v e  footnote u 2 7 n  to the e n d  of the 
second  sentence:  ‘T h e  speci f icat ions forexcip ients should l is t  the ful l  test ing requ i rements ,” i.e., 
“A t a  m i n i m u m ,  the d rug  product  manufac tu rer  mus t  pe r fo rm a n  appropr ia te  ident i f icat ion test 
(21  C F R  2  11.84(d) ( l ) )  27 .n  

This rev iewer  knows  that the sentence,  “A t a  m in imum;  the d r u g  produc t  
m a n u facturer must  per fo rm a n  appropr ia te  ident i f icat ion test (2  I C F R  2  I, I .84(d)(I)) ,” d o e s  
N O T  accurate ly  ref lect wha t  the C G M ~ P  ‘regu la t ions  ~req i i i re  a n d -  wou ld  
p ropose ,  g iven  the lack of u ,nders fand in@  of ttiis tiiat h e ’ has  seen,. that , ̂ ^ ,~ ,  ‘” . . x .< ;. that sen tence  b e  rep laced  wi’rh  the follc% ii-rg sen tence  to: ‘1 )  accurate ly  

. ref lect this C G M P  requ i reme’nt a n d  2 )  m a k e ’the te~t‘consistenf‘ wi th the 
add i t iona l  test ing reques ted  in  the fo l lowing sentence:  “A t a  m in imum,  the x . . , a  .,‘. 
d r u g  produc t  m a n u fa&urer  must’per fo rm at least  d r ie  sp~~i f ic”idikitify test‘ ( 2 1 ? % R  
2  1 1 .84 (d ) (2 ) )  w h e n  the m a n u facturer elects to use  in format ion f rom the 
supp l ie r’s C O A  in  l ieu of test ing.” “[Notei  ,f’th& ipp, i t .n~“$dfs ‘to ‘)“& p o ”&  fhe 

o ther  permi t ted course  of  act ion, full test ing, f t iere iS  n o ‘~ i i e&3  to dife' i l~ 6 F R  
2 1 1 .84(d)( l ) . ]  "  . ' 

A d d  ( insert  the fo l lowing c lause  to the beg inn ing  of footnote “2 7 ”): “For  the tests accented  by  the 
manufac tu rer  o n  V e n d o r  C O A , the d rug  product  manufac tu rer  mus t  estab l ish the rel iabi l i ty..  .I’ 

T h e  p r o p o s e d  c h a n g e  canno t  b e  suppor ted .  
This  is the case  because  Xconf l icts wi th’ the requ i rements  of the 

C G M P  wh ich  requ i res  that the m a n u facturer must  establ ish the re l iab i’lity 
of the supp l ie r’s ana lyses  - not  just s o m e  that the m a n u facturer chooses  
to val idate.  

If a  m a n u facturer wants  to adop t  this a p p r o a c h  then  that 
m a n u facturer must  comply  wi th what  the c lear  l a n g u a g e  of the app l i cab le  
C G M P  regu la t ions  requ i re ,  

.i!_ 

Dele te  ( the fo l lowing two sentences  in  footnote u27.“): “T h e  rel iabi l i ty of the ana lyses  n e e d  not  b e  
es tab l ished at the tim e  the app l ica t ion is submit ted.  However ,  the spec i f i c&on shou ld  ind icate 
the tests that wi l l  b e  pe r fo rmed  once  the rel iabi l i ty of the supp l ie r’s resul ts has  b e e n  es tab l ished”in  
acco rdance  wi th current  g o o d  manufac tu r ing  pract ices.* 

This rev iewer  d o e s  not  agree ;  but  wou ld  r e c o m m e n d  changes  to the last 
sen tence  to bet ter  a l ign  the ‘teit’ ‘in “ttie draft’~ $ th~“ the spedi t i‘c 
requ i rements  of the C G M P : “However ,  the speci f icat ion shou ld ind i& te  the test o r  
tests u s e d  to establ ish the specif ic idGti ty of the e ik ip ient  a n d  the 
o ther  tests that wil l  b e  pe r fo rmed  o n c e  the rel iabi l i ty of the suppl ie i’s aWa lyses  has  b e e n  
es tab l ished in  acco rdance’with. current  R o o d  m a n u factuiG $  pract ices.” ’ 
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rab le  of CcqtenJs 
L ine  

gs  Excerpts  f rom G u idance  wi th C o e m e n $ s  

L  Speci f icat ions 1 0 2 2 -  It isn’t a lways  k n o w n  at  the‘ t ip6 bf  @ b m is$?f l  wh i ch  t@ s ~ 8 ’t’t ‘@ % ? ~ ~ ~ ~ t~ ~ e ~ _ w ~ l l  
1 0 2 4  even tua l l y  accep t  v e n d o r  C O A  resul ts  for, ve rsus  those  tests”wh /ch  wil l  b e  rou t ine ly  
&  p e r f o r m e d  by  the  manu fac tu re r .  A t t he  t ime of. N L J A  submiss ion  ihe,  d r u g  p roduc t  
Foot-  manu fac tu re r  m a y  h a v e  l imi ted e x p e r i e n c e  wi th  s o m e  of  t he  exc ip ients ;  th1.s is espec ia l l y  ” .*L*-_ 1 ) 1  ‘, I 
Note t rue  w h e n  n e w  exc ip ients  o r  n e w  s b p p h e r s  a r e  t. ise8. T h e  imi j l&% e n t% o n  of  a  r e d u d e d  
2 7  test ing p r o g r a m  by  the  d r u g  p roduc t  mant i fac turer  w o u l d  l ikely’ occu r  we l l‘ af ter  
cont. 1  submiss ion  of  t he  NDA.  Th is  r e q u i r e m e n t  a n d  the  last s e n t e n c e  of  fc jo tnote 2 7  s h o u l d  

b e  de le ted .  

Whi le  the p reced ing  makes  interest ing read ing ,  it i gnores  two 
real i t ies: .I’ ” 

T h e  first -real i ty is that a  m a n u facturer regu la ted  by  C G M P  must  
deve lop ,  establ ish (21  C F R  ,? 1 1 .1 6 0 ( b )  [bo ld ing  added ] )  “scientif ical ly 
s o u n d  a n d  appropr ia te  “speci f icat ions,  s tandards ,  samp l i ng  p lans ,  $ n d  test p r & e d u r e s  
d e s i g n e d  to a s s u r e  t ha taomponen ts ,  d r l ig  p roduc t  Eon ta inek ,  c losures,  h i -p rocess  mater ia ls ,  
labe l ing ,  a n d  d r u g  p roduc ts” c&forn i  t0  % ~ p r @ G i & e ~ & n d a r d s  of i ident i ty,  S t rength ,  qual i ty ,  
a n d  pur i ty” B E F O R E ’ the first ba tch  ‘is m a n u factured for, re lease  for 
distr ibut ion. 

T o  h a v e  such,  the m a n u facture must ,know what  h is speci f icat ions a n d  
test ing p rocedures  are.  

T h e  second  real i ty is so  common ly  k n o w n  that this rev iewer  is 
surpr ised the commente rs  see,med. to  not  k n o w  it. That  real i ty is that 
there  is N O  proh ib i t ion in  -‘the C G M P  for incorpora t ing  cont ingent  
speci f icat ions (commonly t  h e s e  a re  exp ressed  in  terms of “h ierarch ica l  
p lans”) into their  f i l ings. 

Thus,  not  know ing  the future, in  terms of wha t  the m a n u facturerwi!  I 
wan t  to d o  and /o r  wha t  wil l  b e  the - future qual i ty  of the’ m ’ater ia ls that 
supp l ie rs  m a y  prov ide,  the p ruden t  C G M P - r e g u l a t e d  m a n u facturer s imply  
deve lops  scientif ical ly s o u n d ’ a n d  appropr ia te  -cont ingent  p lans  that 
address  the cont ingenc ies  that m a y  ar ise. 

For  example ,  e v e n  if a  va l id ,~‘fCOA.ac~cep tance” p lan  is in  p lace  a n d  
be ing  used,  the f i rm n e e d s  to h a v e  a  prede te rm ined  p lan  to h a n d l e  such  
cont ingenc ies  as  changes  in  a )  suppl ier ,  ‘b)  compend ia i  requ i rements ,  
a n d  c) ‘in ternal  qual i ty  s tandards  as  wel l  as; ‘G o d  forbid,  fa i lure of the 
supp l ie r  to p rov ide  1 )  m a terial  o r  2 )  resul ts that con fo rm to their  
es tab l ished no rms  for acceptance.  

B a s e d  o n  the real i t ies presented,  hopefu l ly  the Agency ,  a n d  e v e n  the 
commente rs  w h o  h a v e  e s p o u s e d  this posi t ion,  wil l  rea l ize that the 
p reced ing  posi t ion is unsuppor tab le  a n d  adop t  a n d  submi t  scient i@ a//y 
s o u n d  a n d  approp r ia te ,  cont ingent  speci f icat ions,  s tanda ids ;‘samp / i ng‘p lans ,  
a n d  test p rocedu res .  

In any  case,  the commen te r’s f, jnal remarks  shou ld  b e  i gno red  a n d  the *, il ;//a: + :.i;y yy- ‘:r& 
p r o p o s e d  rev is ions”&  incorpora ted’ into the gu idance  for al l  of the 
reasons  stated. , ,,.- i I/d I, ‘S  _  ..~  I” *_ // I I ‘ *,p . . . . ,.,,-, ” v : _  >  _  (. ,c 

. ./ 
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testing in addition to an identity test would be 

Change “would” to “may” 

(21 CFR 211.22(c)). 
The only intent that’this revietier reads into Li;hat is “suggested is to 

remind the sponsor that assuring the safety and “efficacy of ‘cacti batch of 
drug product is the sponsor’s responsibility; and, as such, expecting the 
application to dddress ingredient “‘concerns”“~’ as7 a’ @rf ‘of’ that 
responsibility, theA gency is suggesting one way that%e sponsor can 
discharge that responsibility in the application. 

Based on the preceding, this reviewerwould. ,objecti to the change 

Delete or replace the example, i.e. “For example, diekylene glycol 
contaminat ion of polyols such as glycerin &d propylene glycol has  &used 
numerous fatalities.” 

This example of diethylene glycol does not seem entirely appropriate, as it rep~egentr an  extreme case of ‘things tone 
wrong.’ While it is acknowledged that the deiths were wag?, ‘&y %&‘;I& the‘r&;lt’ofd l&h bffkdomentol GMPs 
and unethical business practices. There are better ways to ens& ihe safety of excipients throug approp&&pph~at ioa 3.” 
of GMPs by both the excipient manufacturer and the drug product manufacturer, and the by establnhment of a reliable 
sup& chain. Also, USP 26 &s&s in General Not& Foreign Subr*ances and lm~urit ie~thai “Twfor thipreseace $  

foreign substances and impurities are provrded to limit r&i Zbstances to a&o&s that Ore &object ionable under 
*._, >_  

condzions in which the article is customarily employed ‘! The c&e cited by FDA‘̂ wds ai unusud case (i.e. under 
condit ions which the article is not customari$ employed) that could not have been onriciiated by a  drug product 
manufacturer or the compendia.  The compendral  monograph at thi t ime would not have ticovered the impurity. 
Compendia1 tests are not established to compensate for poor GMPs or unethical business practices. W e  
recommend that this example be excluded. 

Rhetoric aside, the reality is that the example -exactly supports the 
point that the Agency is raising, an applicant may need ‘to develob and 
implement additional tests when there is a known risk of a’safety hazard. 

In the example provided, the risk in ‘the ‘exam$eaiises because the 
processes used to manufacture glycerin and polyols produce mixtures 
that the manufacturers separate by distillation. 

Thus, there are risks for:product mix-up and product contamination 
that should not be ignored. 

In such cases, the sponsor needs to address ttie issue in a manner 
that ensures each container of each lot is safe. 

The example is on point, and should-be retained. ‘ __( ‘̂  /, 
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2. Specifications 

Line 
#s 

1034- 
1035 

103% 
1041 

Excerpts from Guidance with corn@ebajs 

Delete “.~..~fulI m&ogra$ &&I$~ willbe p&fckmed on each batkh of excipient.” 

Full monograph testing need not be performed on every batch. Acceptance of 
data from the vendor can be ~~clp~~ .$ Is~&,‘da&“, has been c$Gfj”e$~~j~. be 
comparable to the data generated internally. See comment for Lines 98 1 - 986. 

This reviewer is disappointed that the commenters wou.ld attempt to 
suggest that a portion of a sentence be Vreyoved .by stating facts that 
have tidth’i’ng to’ do with-the $$X$i?&i~“in ,its org’inal context. 

The text iti question (Lines 1’032 ‘-’ l”Q35) states (emphasis added), 
“Only a citation to the appropriate official cOt@k&ini tieed be proitd&dwiien the exdpient 
specification is identical to, tk. conipendi”aal mbno&$%‘ gild“ full mOiiogiiph t&ting will be 
performed on each batch of exqipient, ” addresses when it’is abpidpriate to ‘ONLY 
cite the appropriate offici,a!..compendium. 

The text does &X’ limit ‘a$ the commenter’s remaSks attempt to .?. N. ” *,.+ , (_ *.ILi,a )<Q,%,% 
convey, the sponsor to full monograph te&ng. ‘“’ - ‘“. j’“*~.“xx’ ’ *‘-’ ir’a** 

#.,( 

Based on the .rea$ons cited here, is well, a$, i:?,: response this 
commenter’s remarks t,q Lines, $81 -_ 986 and this _ r,F$ewe?s. prior 
comments in other revi,ew,s, this reviewer object to the deletion of this 
phrase from the suggested guidance. 

^, -t ^ - ._ I. 
“If the specificatioti’ for ati ekipi@k-is .Gfased on a compendium oihl?r than an official 
compendium, the excipient should still” conform’ to the mqnograph in an official compendium 
if there is such a monograph.” 

The terms “official compendium” and “conform to the monoaraDh” are kfusina and need - _ .,-/ _ . ” _“_ 
clar$icatjon . 

What compendia are not official,$h respect to this &id&&? 

The statute (FDC Act at 31 U.S..c, $31(j)) defines th” term “official 
compendium” as follows: “%FZ term “ofkjal compendium” means the official United 
States Pharmacopdeia, official Ho,meopathic Plkmacopoeia of the Unjted States, official 
National Formulary, or any supplement to any of them.” 

By statute, any other compendium is undefined and id, therefore, not 
official. 

Just as the USP,has no legal standing in Japan, the “JP-JPE have no 
legal standing in the United States. ’ . ‘. 

Thus, though the monograph’s there/n ma9 be scie.$ifically sound, 
they cannot be used without cqmplete validation. 
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cont. 1 

-” : :  .* .  ,> . I  ‘~1 I  1 ‘7 .k  /il ,  .‘!, : . : : . . ; ;  g. ,r” p”l;., 8‘ ’ : ,  .W” -i, .-;- ” -r .” :<A.&” iirx “,.. (. .__ ‘̂ ‘$ 

Excerpts from Guidance with Cornmerits 

Reference is made, in Footnote 10 (p. 8),‘in Footnote 21 (p. 20), and again in Footnote ‘26 (p, 
27) of the Draft Guidance to the official compendium as defined in’thd Federal Food, Drug, and 
Cosmetic Act. Perhaps the Footnotes c&Id simply state the titles for the three official 
compendia: USP, NF and Homeopathic Pharmacopeia. It would be helpfd if Lines 1038-K#lof 
the Draft Guidance stated more clearly the specific status of the Ph: Eur., BP, and JP-JPE. This is 
important for a few excipients that have monographs in one of these other compendia, but not in 
the USP, NF or Homeopathic Pharmacopeia. 

Simply stating the titles would be incorrect. 
Given the selective understanding demonstrated by this and other 

commenters, the Agency should quote the definition in all cases. 
With respect to Lines .I038 I 1041, this reviewer that the preferable 

course of action would be to add the following text to Footnote 28 located 
coincidently at the bottom of page 28: ‘. I- ’ 

“In the United States the current status, of other recognized c.oinpendYa, .‘inciu--&-,;~ ygA..&” ii&if6~ ‘V$, jh” ,.&+&.& B’p~~r.;acopeia 

,’ (BP), the Pharmacopeia -of Europe (PhEur),’ ‘the .” Japanese 
Pharmacopeia (JP) and the Japanese Pharmacopeia for ‘Excipients (JP- 
E), is that they have no‘ official status with respect to products 
regulated ^by the US Food and Drug Adin’inistration und,er the Fedteral 
Food,tiDrug and Cosmetic Act &s amended. Thus, the FDA can legally 
only recognize them as sources frqm which tests and, specifications 
may be developed and validated. Spot%& submitting‘applications to 
the FDA should do fike.w.ise..7’- _, ._ , 

Conforming to the “monograph” has a different meaning that c;onforming to the 
“compendia”, e . g . , meeting compendia means complying with GMPs and 
Compendial Notices. Also, it is recognized that the “official compendia” for the 
FDA &e the USP,’ NF and the HkkeobafI;ik ~Ph&zi&6pei~ ‘j&is is found in 
several documents on the FDA Webpage). 

Factually, conforming to the specifications in a monograph in an officie 
compendium has a different meaning than conforming to the 
compendium. 

If one asserts that one-is conforming to a monograph in an officia 
compendium then that is the same as asserting that one’is conforming tl 
the official compendium. ’ ’ *’ ’ ’ ‘. . 

In the case of the USP and the NF, simply using the compendia1 name 
is an assertion of conformance, to the compendium in’ general and it’ 
compendia1 monograph in specific. 

Those who believe otherwise are asked to read the -applicable Genera 
Notices portions of the USP and the NF. ^ 

,‘̂  I 
A more complete listing of “FDA-recognizedn.standard references would be useful. 

Because these “FDA-recognized” standard references ‘are subject to 
annual, or more frequent, change, a better option wou,ld be to put a 
footnote pointing to theweb address where the current listcan be found 
PROVIDED the Agency is in.a ‘poSitiiji7”~td”~~suie fhafthe’addiess will not 
change -““oth’erwi3e~ the footnote shou’fd simply cite3he official name of 
the list and suggest that those needing assistance in this regard contact 
the appropriate FDA office. 

._ ; 

. ~ L : ! 
~. .: I’ .“. ,. i _- 

_, ;. (. ., “.. )_ . . + _. 
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For example, replace the underlined clause from ~t&,fc$qwing statetient “Submission of 
validation informatiop in, t&e application is normally not needed for excipients. X&&&on 

circumstance for test(s) that are not covered in or performed as described in an official 
compendium. For example, additional testing beyond th4 tionogr$h iG~&r&metits may be 
needed if a characteristic of the excipient or the excip&t %selfis critical to pkduct quality (e.g., 
adjunct, carrier) but the critical nature oft& exsipient &mot be or is not a$&ed ‘& pz-t df the 
drug product testing.” 

,..“. . . j - ,, 

This reviewer understands -that the S.commenters <want to limit /,. ,. 
validation to tests not in an official compendium. 

Moreover, this reviewer’s experience a~nd training has provided ample 
evidence that a) the validation ‘(as defined in’this guidance to include 
verification qf the ,m#.od under actual cor#tions of use for c,o”ppendial ,Wl/WS . .>w, ““. .<_ __. _ 1 .I. 
methods [Lines 1062 - 10661) is ‘needed and b) the &&y’s request is 
valid and places the emphasis where it should on asking the applicant tb 
submit proof that the validity of the firm’s process tiohtrols ‘for “ciitical 
control points” has been est##sh& “. . : _, 

The alternative suggested is much l&s d&irable be&$& it wduid,‘if 
adopted, result in the omission of important information f@r:some &$ical 
control points - definitely an anti.quality position. 

Therefore, this reviewer strenuously ‘oGjectS>to the ctiange proposed 
and strongly recommends, for the reason cited, that th”e draft text be 
retained without modification. 

In general the guidance would be m&e useful if an example justificatibn for an excipient 
specification is provided. 

This reviewer concurs and suggests, since the commenters have access 
to many to choose from, the commenters should subniit a b!it@ed “... _.~ _ . “‘.~ .I 2, _ / ,, 
version of the one thought to be most enlightening to the Agency to assist 
the Agency in adding what they are requesting. 

_,~ >‘/ ” ;r/ ” -i~*-(lii-,-r*” ,;” ‘2: _,._ i ,‘.“...v,~-,~...r ,jbB,, ,16\, : ‘_ ; 7, ,j I, c ill / j_ ‘, ,~,~~ i % --1:~;.:**,7;,&+, *‘A” 

1076 
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” 1 . . ,  

Excerpts from Gu idance with Comments 

Pharmaceutical companies often qualify vendor results for specific tests ,md accept material on 
COA, thus full monograph testing need not be performed by the drug product manufacturer on 
every excipient batch. Acceptance gf data from the vendor can be done if such data has been 
confirmed to be comparable to the data generated internally. 

The guidance offered.only requests that the testing be performed on 
certain-lots‘of the components and the results from the vendor’s  COA and 
those of the applicant be submitted so thatthe Agency can independently 
ver ify  (confirm) that all the tests on the CPA have been confirmedS by the 
applicant to be the “same” as the results obtained by the applicant’s  
laboratory analysis so that, if (as the com.menter’s  rema<kp.suggest) the 
sponsor submits a request to use the “accept COA” approach, the Agency 
reviewer can ascertain compliance without wasting valuable but limited 
inspection time having a compliance officer v is it the s ite and, by 
searching through the s ite’s  records, find the requested information. 

Moreover, because it is  guidance, the commenterss,can’choose to 
ignore it and thereby “request” the Agency to include it as an inspectional 
issue to be resolved. 

If the commenters are interested in expediting the apblication review 
process, then this is  one area.where providing the information requested 
could certainly expedite the process. 

Therefore, this reviewer,~+u!d again recommend that the draft 
language be incorporated “as is ” into the final guidance. 
In the sentence “Test rest&s should be expressed numerically or qualft’atively (e.g., c lear, 
colorless solution), as appropriate,” change “as appropriate” to “where prac&al”.‘belete “Use of 
terms such as conforms or meets specification is  discouraged.” 

It may be d@cuft to express all results numerically or qualitatively. For example, some identity t es t s  have 
sevtial acceptance criteria within one identity test. Id&y A in the KSP &&graph for Aluminum 

Monostearate specifies that fatty acids are liberated, theyfloat as an 015 layer oh the sulj&e oy the hquid, 
and the water layer responds to the testfor Aluminum. In these cases, the use of the terms conforms or meets 
specijcations should be acceptable. 

” ,._, I ,A 
If ttie proposed change were made“then the sentende’would mean: 

“Test results should be expressed numerically where practical or qualitatively (e.g., c lear, 
colorless solution), where practical.” 

Obv iously, the first instance would permit the applicant not to report 
the“‘$t&&al results obtained on the grounds ‘that‘to ‘do so is  not 
practical. 

I, 

Therefore, the “as appropriate” language”should be retained and the 
cornmenfer’s  pioljosal in this reg5rd ftiould’be rejected. * 

W ith respect to the deletion of the ‘second sentence, this reviewer 
would prefer stronger language than the guide offers. 

However, the language in the draft -appropriately balances the 
objection- that the commenters have r&ed because it does, as the 
commenters request, accept” the use of terms such asi “conforms” or 
“meets‘specificafion.” 

Based. on the preceding,’ this -reviewer recommends that the second 
sentence be retained as it is  and incorporated into the final draft. 

In such cases, the’Agency should consider adding a ‘request for the 
applicant to include the sf!&fication on the report in cases ‘\;nJh’ere such 
terms are used. 
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L i n e  
#s  

Excerpts  f rom G u idance  wi th c s m m e n $ , I 

Al l  potent ia l  ‘S R M s  (Spec i f ied  Risk Mater ia ls )  shou ld  b e  p resen ted  in  this. sect ion; inc lud ing  
supp l ie r  dec lara t ions for S R M s  ,that a re  . f ro-m vegetab le  or ig in.  (Note:’ Va r i ous  S R M s ,  e.g., 
m a g n e s i u m  stearate can  b e  sourced  f rom e i l&  an ima l  ,or vegetab le  sources) .  

A d d  a  cross re ference to any  T S E  (Transmiss ib le  Spong i f o rm  Encepha lopa th ies )  C E P s  (Cert i f icate 
of E u r o p e a n  P h a r m a c o p o e i a )  that m a y  b e  inc luded  in  the Reg iona l  Sec t ion  (3.2 .R. 3 )  

,;-dnct “_.>. .,I( ,“,., ” I .x,., i* n.i..:<r.?. “,;. 2 %  ,“/ 1  .~ ;I -d  i ,%  ly ;-* ; :-i /. 2  ‘I l i  .-,a. “*‘, ,‘-I :. ), _, >  IX ” J -g  ‘:.~ ~ ~ ~ ~ ,- ‘< ‘a. .;., ;z “< :“z? 

zoot-  
Vote  
$ 0  

Rep lace  “V 1 . B ” with “V IA ” in  the note’ u 3 0  S e e  sect ion V 1 . B  for, gu idance  o n  U S P  G e n e r a l  
Chapters  that a re  in terchangeable . .  .* 

T h e  in format ion o n  in te rchangeab le  chapters  is p rov ided  at the e n d  of r@ tion V IA  in  the 
Gu ide l ine ,  not  in  sect ion V1.B.  A l so  see  commen ts  o n  sect ion V 1 . A  l ine3  ,1$45 - l%$  w & e  
de le t ion  is r e c o m m e n d e d .  “. 

This rev iewer  ag rees  that the cite shou ld  b e  to “V I:,” ins tead of to the 
draft  test’s “V I .@ .” 

\ 

However ,  this rev iewer  cou ld  f ind no,  com,ment  that re fe$an:ced  the. l ine -_  (. 
r a n g e  ci ted - pe rhaps  it was  r e m o v e d  pr ior  to subm!ssron  a n d  the 
remova l  of this commen t  over looked.  4, - m  ,, ._^I .._,. <  _ ” I .,.. ., ,. , \( . !.., __,  ,_ 
“. . . a n d  the re f&en@ ?l‘ at ialyt&I ‘p r d c & & k  ‘is no t’ mddif i id.*.  .“‘; TKis,:  W & & l  
ind ica te  that  a n y  P r o c e d u r e s  c h a n g e  to a n  F D A  r e c o g n i z e d  rke thsd  w o u l d  r e q u i r e  
f i l ing. T h e  te rm “mod i f i ed” is no t  c lea r  a n d  cou ld  &ave~,d i f fe ren~, i+$rp i -e ta t ions .  
It w o u l d  b e  he lp fu l  to  p r o v i d e  speci f ic  e x a m p l e s  of  modi f icat ; io.ns,  that  w $ d  
r e q u i r e  f i l ing of  t he  m o d i f i e d c o m p e n d i a  p r o c e d ’G e I 

a,  

A s  a  P h .D. analyt ical  chemist  wi th m o r e  tha,n tyenty years  0 1  
exper ience  dea l i ng  wi th the issue of wha t  const i tutesa m~odi f ica t ion of, a  
p rocedu re  as  o p p o s e d  to pperat iona l .  ad jus tments  wi th in permi t ted 
ranges ,  the answer  is d e p e n d e n t  u p o n  whe the r  o r  not  the p rocedu re  has  
ad jus tment  r anges  that a re  wel , l -def ined. ,and val idated,.*,  ,_ 1  

For  examp le  most  A O A C  ln ternat ronal  re fe rence m e thods a re  *yeI,!. 
cont ro l led contro l led,  an-d .  fully val idated.  

Tt ie U S P  m o n o g r a p h  p rocedures  for H P L C  a re  at the o the r -end  of the 
spec t rum - they a re  not  wel l  de f ined  and ,  as  wrif fen, they canno t  b e  
car r ied  out  in  a  de te , r~ , i ,~~ t~~~ :~~~~~  ~ ~ ~ ~ ~ o ~ ;t,sig?i‘fi.~ ? ~ ~ ~  interpretat ion 
a n d  translat ion. , 

In be tween  a re  the analyt ical  p rocedures  that a re  _  .complete ly  
“de f ined”‘ in  one.o f  the ,up- to-date ha rmon i zed  Gene ra !  Chapte rs  - fair ly 
wel l  de f ined  procedura l l y  wi th speci f ied l imits o n  the ad jus tment  r a n g e  
a l l owed  for key parameters ,  

Ra ther  than  ask the F b A  for”gu idance ,  thisrev iet ier’wou ld  suggest  
that they form a  task force 6i th the L ISP,  a n d  the. o ther  ICi-i- rne rnbers  ,to 
u p g r a d e  the text of c o m p e n d i a 1  test m e thods to speci fy the equ ipmen t  to 
b e  u s e d  a n d  the dura t iona l  ,f!exQ l~ty a l l owed  for i ts& use  for e a c h  
opera t ion  that uses  equ/pment .  

A s  th ings s tand noti,  s ince di f ferent f i rms interpret  a n d  t ranslate 
m e tho;ls di,fferently, the app l icant  shou ld  b e  subm.i t t ing the wri t ten 
analyt ical  p rocedures  that they use;  ‘i f?o?‘n b  o ther  r eason  than  to ensu re  
the F D A  lab  wil l  use  the s a m e  procedure ;  

. . ,  * c  $4 . .  “3, :  

“.  , “ .  
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Excerpts from Guidance with Comments 

Revise the statkmdnt “Analytical validation information, including experihentai data, for the 
malytical procedures used for testing the drug product should be provided, unless they are 
established in an official compendium? 

.,( ,. ,I. ._/< 

According to USP 26 <1225> “.... users, of atalytical methods described in the USP and the NF 
are not required to validate accuracy and reliabilitjl of these methods, but merely verify their 
suitability under actual conditions ,c& use. n -“PGa$~asi;;g’ the CPR “211 .f94, “If ihe method 
employed is in the current revision of the USP, NF, ACYACs, Book of Methods, or in other 
recognized standard references, or is detailed in an approved new drug application and the 
referenced method is not modified, a statement indicating the method and reference will suffice.” 

First, this reviewer would request the commenters to carefully reread 
this reviewer’s comments to the commet$ers’ remarks. 

Second, USP 26 e1225> is. 3 guidance chapter and’ not a binding 
requirement. 

Third, the general CFR .reference tiited is “Sec. 211.394 Lqboritgry 
Records.” 

As such, it only addresses what constitutes the minimum degree of 
compliance with the requirement that the manufacturer m$r@in a reco,rd 
of the method that contains ‘3) the name qf.the,,meth,~d, a~@,b) the location 
of data that establish that the tn@h,ods used int@e te$ing of the sample meet proper 
standards of accuracy and reliability as applied to the product tested.” 

The only exemption that this 21. CFR 211.194(2)’ grants is, for 
unmodified compendia1 m&hods, the CGMP ~r@ulatidn$ permit the 
citation of the USP, NF or HP-US in lieu qf “b).” 

Even then, the regulation requi6 %ki’&abiliti of all testing methods used 
shall be verifi@ under actua,.cppdi$ons of use.” 

Moreover, 21 CFR 211,110(a) states: “To assure batch uniformity and I .,^ L, 
inte$ity of drug firoduc&, tiritteien @Scedures shall be established %d fo@wed” that describe 
th&n-pro&s cont+ols, &d iests, 

. -> \ “w*.-, ‘ , ;; _. 
or e~a,~ln,at!ons~o.b~ c,on$ucted &I appr@riaie samples of 

in-process materials. of e+zh batch., $I@ ~~NINI~~I” procedures shall be est,ablished to monitor 
the output and to validate the performance of those manufacturing pr&esses that may be 
responsible for causing variability in the characteristics of in-process miiterial and the drug 
product.” 

OI 

What manufacturing process is more in need of ‘monitoring and 
validating than the analytical ‘test proc&s? 

Isn’t validating the analytical testing procedure as critical, or ‘i&e, &tical thin many of 
the processing steps the procedure will be‘used to t<<i. th< required samples? 

You would think that applicants would not be objecting to providing the requested 
information when the CGMP reguirlations clearly require the applicant to have that 
information - yet they have and are.” 

,- 

Based on the preceding, this reviewer finds that the ‘CMC section of the application 
should provide the requested information because I) providitig’it &%ird’d”agSn &p&e the 
review by reducing ttie inspection workload and 2) the firms are require4 by CGMP to have 
validated the analytical procedures they use before ttiey use those p~+oce&t%s to test s&iples 
for any purpose covered by the CGMP r&ul&ioni: ’ ’ 

.- I,. ~ . . ..I ( _ .-- . ..- _ ‘ ,. _.a ,.,,_ ‘, /~., ,.j._ ,. _ 

187 , 



~A, ,, 

Table of Content? 

C. Validation of 
Analytical Procedures 

D. Batch Analyses 

2. 

Line 
#s 
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1278 

1288 
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Excerpts from Gu idaiide‘k ith C~&II@ II$S 
“Stability data (S7.3, .P&‘3j, %&ding data from st ress” studies, should be .used to support 
validation of the analytical procedures.” “’ W e propose, that the stability indicating nature of the 
method should be demonstrated,in.W $‘iijdependent investigation using forced’degradation studies, 
as described in ICH Q2B. The results of this investigation; including chromatograms, would be 
included in the validation report. Since a validated method is  required to initiate the stability 
studies presented in sections S.7.3 ,and*P.S,3, these studies cannot be used to validate the 
analytical methods. 

Apparently the comm,enters do ti understand .the “nature of I. 
validation. 

;, 

Validation is  a journey and not a destination, 
The initial development and qualification of a method.:as suitable,for 

its  intended use is  just the start of fhat~journey ^’ 
,” *, -  . _ /j d, ___ .,, 

Each use of the, method not ,only y ields test results but, it also ib :_ ” _ *, 
validates, or when the test procedure is  found toI.fail, invalidates the 
current “is  valid” state of the analytical procedure (usuaily this is  .“i ,- *..,, ” II ,. .-,* ...l._ 
crouched in terms like system suitability  or “control standards inside of 
their defined range”). 

Because the .stabiIity data is  a s ignificant body of data over an 
extended period of time supposedly‘frotYi”the testing of representative 
samplesf rom the same,,l.ots or batches, it is  of sufficient, breadth .and 
depth for the application re-i,~~r=rs~~~properly asses whether or, not the 
test procedures used are truly valid for their use as well<.as provide the 
reviewers with a good understanding-of the var iability ’~n the drug product 
being tested. 

Based on the preceding, one would think that the commenters would 
be eager to submit it because -its ‘s.ub*miss&n co!!d‘~~~~~~~~~~~~~~‘~~~e 
review. 

Based on all of the preceding facts, the commenter,:s remarksS,are 
invalid. 

This misguided and factually incorrect comment should.be ignored. 
The draft text discussed shou!.d . . be i,n@rporated into” the, final “.,^.., .“” “. _ 

guidance without any modification thereto. 
In general this paragraph is  very  broad: The section.also appears to be iedundant, requesting the 
same information- but in different formats. ,V)‘e vvould.noprally not include COAs in addition to I _l.l 
batch analysis tables. Also including information such as container c losure system, API-source 
batch, and excipient batches does not add any value and should not be include.d. 

As an investigator having’ in-depth experience in investigating 
production process for the root causes of.the differences between batches ‘-1;” *r-pq3,>* *~,~$.q~~“P”*crp ” *..$x ;‘*$,*“+*$p and the factors that. affect ,‘~;‘~.c~~~~~~~;“ts”:‘~~~+~~~~-Product batch values, 

I...j ” _/ . x  
the requested informationi s  c ”;~a~~~~d%%hining whether or not a -;,. .LI1-” -“, *” “bI1+d.,l .__,” .*#“.&. 
process and the controls on it are a) operating In complizince with CGMP _, lir,. . u. ,_,_ _l_l 
and b) capable of producing batches of drug product that are,, suffici‘ently 
defined and controlled~” to the-point that the data obtained’ predict that all 
of the units in the batch,would, if tested, pass. _,e‘ 

The request for. the- CO& -for-the batch is  obvious, it, informs the d. _.w”.., a”., ,_*., .&dp.,‘\... . . 
Agency how the applicant’s  quality unit is  interpreting the data resu-its 
and allows the Agency to easily confirm. that the’ “firri;:Js, or is  not, 
operating in compliance wifh’fhe’~pp‘licable-‘CGMP. 

Based, on the preceding, the request”?5 ri%Ytha’ri justified and most 
certainly should be jn the final CMC guidance.~ se” l-m._,* -“, -_* in -  “i;d*i*T”.aa”w-i s i wwia ~~~~~~~~~~?~~,~~S~~,~~.~~~~~~~ .*“A ;, ‘;‘.L,), ,rl\iiT,-,.* *-.p*(, , ,‘ r =i -p *+tq: :,*A ..+ I” “‘i,&*?>s G . _’ -*‘*-’ “” 

.‘ j : 
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1317 
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1330 

Excerpts from Guidance with Comments 

‘The batch analysis reports should include results from all tests performed bn the batch”. This 
lees not add value to the reports and would be buidensome, We would: not want to report 
:very single bit of data, especially those that may havk b&en generated for invetiigative purposes 
>ut do not necessarily contribute toward evaluation of the product quality, safety and 
lerformance. 

> 

Since the Agency is entitled to inspect all of the data in’question. 
The commenter’s rema,rks about every%f%b;f data’ K‘zi? odds with the 

pequest - the test measurernenjs aye ndt t%qtiested; tl% Standard values 
are not requested, the blank valljes ar&ndf. requested, the baseline data 
St-8 not requested, the calibration check data on the balances uSed to 
Neigh the samples are not requeited, etc. - all thaf-.‘the guidance 
requests are the result values (typically, these are less than 15 yO of all of 
the data collected). ‘-’ _’ -’ x ‘- 

_“” :. ̂  I I. 

Contrary to the commenter’s remark, “We would not want to report every 
jingle bit of data, especially those that may have been generated for inveitigative phiposes but do 
not necessarily contribute’ toward evaluation of the product ‘qtiafity, ‘safe+ and $e;form&ck,” 
the results requested do bear directly on ‘a) the validity of the testing 
performed and b) the Agency’s evaluation of the product quality, safety and 
performance. 

Thus, again, this reviewer recommends that th” dra!! text again be 
incorporated into the final guidat-6’. 
,‘A summary of any changes in the &alytical <roced;lrks ihhould be provided...” We would 
propose to include a table summarizing method changes in section 3 12 .P.S :2. Appropriate cross- 
references to this section would be included Then aiplidable:’ 

I. ,.. “.. ^. 

The commenter’s proposal only provides a fraction of the information 
requested by the Agency,‘ “A summary of, any changes in the analytical procedures 
should be provided if the analytical p&e&es (I) changed ov;?r the cou-e bf generakg the c‘,_i .( .* 3. ‘ 
batch analyses data and/or (2) are diff&iiii.from the anal~~al*t;;~~e~~~ncl~d~d iti P.5.2. 
The summary should identify when an analytiCal procedure changed, the’differenks between 
the analytical procedures, and the impact of the differekes with respec‘t t’o-the data being 
reported.” 

The commenter’s proposal makes no mention of providing: 1) the 
dates of the changes, 2) .tlie differevces between :.jhe~ analytical 
procedures, and, most importantly, 3) the impatit of thd differences on 
the data being reported. 

Recognizing that the value of-the informatiop- requested, the Agency’s 
need for the requested informatiori, ‘and the f5ct broviding it should 
expedite the review process, this reviewer again understands that the 
draft text-should be left as,&., *, .1 
“Presentation of results from all batchkslor a particular test in tabular and/& &akhical format is 
often helpful in justifying the acceptaince criteria.” Requiiing data f;om all batches, may not be 
appropriate since, including data from early batches where”development work was still ongoing 
Could cause-confuiion. The vatcbes required sh&ld’b& limited to ehe final commercial product as 
o@ied tb” request&g ~rebenta&i; of‘i’all” batches. 

This reviewer cannot understarid hoti the co/-r&enters can 
misconstrue an obviotisly bb‘Se^r\iafional~“co~~enf’ tli$t :ha$ehs to’ be 
valid into a request when the statement makes no-request whatsoever. 

However, provided the reqt of the text in the paragraph is kept as it, this 
reviewer does not oppose the remova! df tl$$ introductory ,sentence. I .I -7-y ,/,/ e”. , _ ,._ , 1 __,x_ ,, ,i 1 ,,.., _I* ‘ <.y,,.-‘̂  9, ..,.,lii ,^ 

_ 

. . 
,. 
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Table:yf Co@enk #s Excerpts from Gu i4anc.c with “CpFgcqtp ‘” (,. ,~ , 
5. Characterization of why is  this section in this guidance? Brie-Gould refer to Q3C for appropriate guidance and we 
.mpurities suggest that is  what this guidance should refer to. 
Residual Solvents 

D. Batch Analyses 

All that the text provided here does is  s imply remind the applicant0 f 
what is  expected of the applicant; it requests nothing.. 

1384 In addition, the guidince docume.t$the Vcqm,m.enters mention wes 
provided in a highlighted box (Line 1335) at the beginning % “S&%I%~“ 

Based on your comment,“‘thi‘~ r&i&?& would suggest that ‘the phrase 
“(See Q3C)” after the heading to give: 

“0 ReSidual Sojyenjs (See Q k ) ” 
Refer to comments, references andrationale given for lines 1092-1094 

.,,, ,il.._< \ .L”, 1 I 

1308 
1309 

Refer to this reviewer’s  comments to the commenter’s  remarks for Lines ‘ ?,, _;, 
1092’- 1094. 

,. ,‘. .,*.;-.< ,-. I_ ;y < “1 . ,-,a= ./_. 4s :;“.‘z, ; .?I’ -2.. ,, .z ‘“: 

.-^, ^_ .“. ,,h _._. ” 

This reviewer believes that the draft text, “The results from long-term, _. ‘-  ..~“. “_ Cr  ̂.“. 
acce lerated and, when performed, intermediate studies ’ Gqd$$z~~,$ primary stability 
batches should-be provided. Stability study reports should also be inclyded,” would: a) 
provide the Agency reviewer with’a better understanding of the stability of 
the drug product and b), be&use the sta,b,ility study reports are pre- 
existing documents, would relieve‘the applicant from having to generate 

,” I “a discussion of the data” -  the -alje~rnat[ve pronosed by the commenter. 
Clarify if and when (original submission, updates)it%‘acdptable to -submit data in a summary 

1569 format (means of individual values), where appropriate, or if individual vaIues with a mean-are 
required in the reports. 

1597- Clarification needed for difference betseen compatibility studies to be reported in P.2 :‘6 .and 8.3. 
1599 

1601- Clarify what supporting stability data should be included in P.8 and what data can be provided in 

1613 P.2. 
j -* , .Ci” “., .‘.. 

/‘, 
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T a b l e  o f C o n te n ts L i n e  
#s  

1607 -  
1 6 1 0  

1618 -  
1 6 1 9  

:_  * ,  .’ ‘. ?  _ ,  > .  .  /  W I  /  , . ,  I  _ _ ~ , ~  \‘“,.“. ,  ,>  , , ;_  1  -l,.) j  4 ,  c  

:-  

, ,  . . )  ,  ,  :.” , ,  i . . ,_  ,^,/1‘, , .  ” 2  ,_  j 
.  .  -  , (  .a  , .__  . ,  I *~-  .>. ,  ._.‘ ,  

Excerpts  f rom G u idance  wi th C o m m e n ts -’ 

Zenera t ion  of stabi l i ty to suppor t  ho ld ing  in -process  mater ia ls  is a  G ’M P  re la jed  issue a n d  shou ld  
,e r e m o v e d  as  a n  expectat ion for the fo rmal  stabi l i ty s tudy be ing  conduc ted  o n  the f in ished 
Iosage fo rm in  the p roposed  marke t  package(s) .  

.~  )/ 
,-. 

Cont rary  to the posi t ion stated by  the commenter ,  in  ‘add i t ion  to the 
d r u g  produc t  (“finished d o s a g e  fo rm”), the A g e n c y  is cha rged  iyith eva lua t ing  
Nhe the r  o r  not  the p roduc t ion  processes,  contro ls  a n d  d r u g  products  do,  
)r  d o  I&  comply  wi th C G M P . 

Apparen t l y  the commente rs  h a v e  over !ooked, fhe,  specif ic requ i rements  
:hat address  the issue the commente rs  raise. 

T h e  app l i cab le  sect ion is Sec.  2Jl;l l i J% y ) i ty ib&op?s 0 -n  
product ion.  

That  sect ion states (emphas is  added) :  “W h e n  app rop r ia te ,  t ime l imits for  t he  
:omp le t ion  of  e a c h  p h a s e  of  p roduc t i on  sha l l  b e  es tab l i shed  to a s s u r e  the’qual i ty  of  t he  d r u g  
xoduct .  Dev ia t ion  f rom es ta t$sh :<d  t@ e  l in& m a y ’b e  kzep tab le  if such  d e G & o n  d o e s  no t  
: omprom ise  the  qual i ty’ bf  t he  d r u g  p roduc t .  S u c h  dev ia t ion  sha l l  b e  just i f ied a n d  (. . . . . . . a .  1,1,  ., ^,. 
d o c u m e n t e d . ” 

..,:_ 

Thus,  wh i le  the app l icant  is requ i red  to establ ish tim e  l imits for the 
comple t ion  of e a c h  p h a s e  whe the r  that l imit is o n e  (1)  day,  o n e  (1)  week,  
o n e  (1)  m b n th o r  longer .  ” ” ” 

_.,_, ,“” 

T h e  A g e n c y  recogn iz ing  the b u r d e n  that supp ly ing  al l  of the requ i red  
studies wou ld  impose  has  judic iously L imi ted tl ieir reques t’to those w h e r e  
the ho ld  pe r iod  is 3 0  days  o r  longer .” 

T h e  rev iewer  f inds that this is a  reasonab le  reques t  a n d  o n e  that 
shou ld~  b e  hono red :  

Moreover ,  w e r e  it to b e  removed ,  e a c h  appl ica t ion wou ld  “b e  subject  to 
the j udgmen t  of the app l ica t ion rev iewers  as  to what  the time-de lay  start 
po in t  shou ld  b e  for reques t ing  such  studies - thought  that the industry 
was  al l  for un i fo rm reviews.  

Thus,  the rev iewer  aga in  f inds that keep ing  the’ draft  text is bo th  
reasonab le  a n d  appropr ia te .  
Sugges t  reword ing  “T h e  in fo rmanon  shou ld  b e  used..  . ’ to “T h e  stress in forn ianon;  as  wel l  as  
in format ion f rom the fo rmal  a n d  suppor t ing  stabi l i ty studies, m a y  b e  used..  .” 

First of all, the correct  l ine r a n g e  for the text p rov ided  is L ines  1 6 1 9  - 
1622 .  

Second ,  this rev iewer  d isagrees  wi th the commen te r’s p roposa l  b a s e d  
o n  the substant ia ted re levant .  @ format ion’prov ided  in  the pr ior  comments  
o n  the resul ts ob ta ined  f rom stabil i ty test ing. 

In addi t ion,  the commen te r’s ‘inser t ion of the w o r d  “m a y ” in  p lace  of 
the “shou ld” is inappropr ia te’ in  a  gu idance  documen t  w h e n  the gu idance  
is i n tended  to elicit the reques ted  in format ion as  is. the c&here .  

T h e  use  of the w o r d “Jmay” is on ly  appropr ia te  in  gu idance  w h e n  m o r e  
than  o n e  al ternat ive is be ing  of fered to m e e t a n  A g e n c y ’iequest  -  that is 
not  the case  here .  

For  example ,  the app l icant  m a y  fill ou t  a n d  submi t  F o r m  F D A  n n n n  o r  
submi t  the fo l lowing informat ion:  ,.. 

“\i i~‘._j., . ..,_ G /,, )  li**,*I\*Is .I .,. “. I< ““” ., I lY, %  ,I.; ., :.. . ,b y&a,  ““). *“C*ir r re a:*,i;*..~ “:ii --,,.“&  

i . 1; __,,  

: ,. 
,, ‘.’ .I, . -  / / ;, ^  

1 9 1  ’ 
’ 



i. 
_I . . I-:. -’ 

- , ,/ II :‘, %/_ ‘. i:. *__ <” ,.,c , r: _,,/ ,._ j _/. ,,~,_ . : >‘ _; ,,_ I ., I‘ ^. . . , ,_, ,_ , . /3 ̂  ‘ ,. ‘J--e . . . . . :. 1111 -_,, “St,-, ,. 
rable of Co@ents Line 

#s Excerpts from  Guidance with CQrnw,@,s 

YI. Regional Ixif&$na%iin 
“f,,. ., ,.. j.<-_“jx ,_i” ___,__< .^.. II ‘. 5, .“” a., 1 .-* dl ,,dil :;~-,,,,>~j” .I a.., .>hi;>, __(A L*; ..ul .“.bri;.*,.> ~u‘l& r&w> a’\$ ~&&S<..,. <LA* ir “:;““Ll~. 

“. “. ~, ;, 
” - 

,#__ ,> ._/_ 
1. Executed Batch Refer to coniments, references and rat&ale $veh for lines 1’642- f094 
lecords 1819- 
!. Information on 1821 Refer to this reviewer’s com,r@?j@ tqth~?~cot?lrnf$@r’s ~?T?$s for” &K?s 

Zomponents 1092 - 1094, 
*.*,.^,*, 

KIII. Literature R&f&&@&, .: 1 . __, ._, 
IaLC”,‘. /^_*.,=.I> :c;GI .l i i_,,sd c+,Aab^;w* _ s. ,&sr”dL “ri.cwi~#+,~B. .&.:I _,/e i/xl%:. 54 l” *:i i ci:&,<“, A?.&” > 2, .!:-~~.r:, ‘4W,.!9 

, .~ 
4ttachment i 1893 Add to beginning of the sentence: ‘FrYi u&t of use packages, a test for., . .” 

This reviewer knows that it is important for the semisplids that the 
manufacturer determine, the.u,ciformity regardless of the pa.ckaging. 

This is the case because thi?..r$@z.y,ec has. been involved in several d. (” ” ..L, I a\“. .,.- ,e, ,$_ aa ‘“i” r-3 
prod!,& investigations -, _, involving hydrocortisone creams an,d J-IpIe 
antibiotic ointments, 

‘./ ,,, 

The problem in all but one casewa~ si$ifjcant non-;niformity across 
the batch in the filled t&es. 

Obviously, this information should be submitted. 
The draft text should ba.,‘“r&jped, if nothing else! because the 

commenters have failed to present any rationale, much less a substantive 
scientifically sound rationale, for the change the commenters have 
proposed. 

Foot- The twb fobtudtes “28 For exainple, &e National Fort&larj;“@Fj should be &ted rather than NF 
notes ZO”, and “32 For example, the USP should be cited ca@er than USP‘??‘tare c&r&t~~ ,_ : 
28 &  However, they are not consistent wi$ 21 CFR,?f+.70(d)(l) and another FDA Guidance, i.k., 
32 “Changes to au Approved NDA or ANDA”. Perhaps the CFR should be reyised .aud other @A , -_ , 

Guidance. ?” 

Since 21 CFR 314.70(d)(l) states, “(d) Changes described in the fF?ual 
report. An applicant shall not submit a sup&me& ‘id n&G’ ‘a$ ~ch&i@ m  the 
conditions in an approved app%&%, &leis ii&i$i$e requirkd &d&r paragraph (b) or ,* .~>. ., 
(c) of this section, but shali d&$$ %e $a$gk‘K’&e nkxt annual r&Fort %@ed under 
Sec. 3 14.8 1. Some examples of changes that can bk described in tb$ a@@ repoti are 
the following: (I) Any change made to comply with an official cfmpendium,” this 
reviewer fails to fi~ndaneed for the text het%iFi’fti be inodified. 0% a”.wG. e ~*“s.ee<~- .m”*. j, S‘ .>‘icI’ em .$,&,@: <:“,“J, ,&,*:ci ‘& .** * . 

If, for example, the’$“%%$*% component XYZW changed from “4.0 
to 7.0” to “4.6 to 5.9,” when the second supplement t’o USP 26 was 
published, all this regulation requires in the annual report is a statement 
such as: 

“Effective 15 May 2003, Company ABCDE has changed the pH 
specification for J(YZW.frcm ‘f.$*.Q,.tg 7.q’::to:“4:6,~o~,~~,B” tci cotiply with a ..I i,” I_, 
change in the USP.” 

Therefore, this reviewer did & find the c&flictth,&il the-cotimenters 
allude to in their cornme?!. 

As to the referenced guidance d&&me&, if it do& cor%in inappropriate 
referencing, then, the Agency should issue a techn:ical correction 
addendum to that guidance. 

,._ _,xl,..ll. _, ” .x *-, ii. L‘. -Ir, ,, -,.1 .,. _ ,‘ ,j L , ^._^< I 

. ,.” ..I 
_._I- ” -’ ,, .*,’ “. 

‘. ! 

192 
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Nate: The original INTRObUCTORV cotnmentS2 are, quoted in a cotidetised font 
(Pcrpctua), the quotes directly from the draft guidance are quoted in a styljzed font 
(Lydian) and this reviewers cqmments are-in:,a. publishers forit {News Gothi:c MT) to 
make it easier for the’,r&der to differe,~t!,~ze..,,the, _~speak&” in the various text 
passages that folIow. Jn, the,tab&, this reviewer’s comments are made a) after the 
commenter’s commegts.] 

The commenter’s intrpdu&& remarks b&in by &ting: ^ 
“Thank you for the opportunity to comment on the. draft .FD>A G&&nce;~~Drug Product Chemistry, 
Manufacturing, and Controls Information, This,“is an extensive document that clearly represents a .“,- ,_ _ _II L/;, _) ,,.s, ._ I_.i.*.tY”tiLi-.l”l +,, .l%_. 
considerable-investment of FDA resources and contains some*important~considerations for presenting the _^_> r . ,,Y,l ,“.A j/ a,* 8. I 4’ -I ~~~,‘~-,*-“-*-~,u~~~~.~~~~~.~~,~~., ..,&<%*~,,, 
drug product CMC sections ofan application. Commentsto t&S draft: G$&ice, made by-Procter S; 
Gamble.‘ Pharmaceuticals ,,>nc., Mason, Ohio, are presented in the following pages for Agency’s 
consideration.” 

’ 

The corqmqters .t&e, as several others @ye, “el&d t6 $esent the 
comments in tabu1tir.for.m. 

This review&i- is th&ef6r& ihseiting his ;e;ii’eti comments into: 8 tabular 
format to preserve the overall view that the cq,~menterS,have.,select$d. ,-1 “,, .I,‘. .“.. ‘“~ , /v ‘.. 

“‘, , : Xl “, s , .. \ i_ 
1 (” .i i ̂  ,. , ,, ,“i :__, Z,‘,‘. s_ ,ii ., ., ,- 

., _. . 



Guidance 
Line # 
General 
:omment 

,” ._j  *._“_a ._ I”  ̂

Proposed Revision 

ieplace ‘reference, to the [term CMC +Ith 
quality wherever possible. 

JVhile this reviewer supports 
consistency, this reviewer would 

67-70 

suggest changing the phrase “where 
possible’; with “where appropriate.” 
Eliminate reference to’ drug substance 
requirements. 

This reviewer cannot, and does @ 
agree. 

249, 334, 
342 

It is suggested that the- ICH numbering 
convention be adopted throughout the 
referenced lines (e.g., in line 249, change 
lV.B. 1 to P.2.2.1). 

Agreed. 
3 11 and 358 Delete-DMF holder’s,st,andard. .- i i, 

The proposed change should ti 
be made. 

320-322 Delete the sentence. that starts’ ‘Component! 
should be identified as processing agents”. 

328-329 
This reviewer cannot agree. 
Referenceto the metric system is’ good ant 
should be maintained. 

362-680 Delete the pharmaceut+ developmen 
section in this FDA’ guidance and refer’ tc 
ICH’s in case ICH issues one. 

This reviewer disagrees. 

Consistency with ICH . 
., x ,,. _ j -. 

Consistency with GGP. 

This is a drug- product guidance. Drug substance requirements should be 
addressed in the drug substance guidance. 

Contrary to the statement, this guidance is NOT a 
“drug product guidance” it is a -guidance to the CMC 
(or “Quality”) controls that drug m‘anufactures must 
meet for their application to provide’the’evidence that 
their proposed “QuaIity”‘“systems ‘and drug product 
conform to the requirements of CGMP (both statutory 
and regulatory). Thus, the commenter’s rationale is 
based on a flawed premise and sh:ould.-th,erefore “be 
ignored. 
Ease of use and improved clarity. 

I. .,, I.., ._ , .” . I . 

Consistency in referencing. 

Quality standards should be pertinent to accept&d criteria of the drug 
product manufacturer. ~&le the DMF holder’s standsid could be used ,m,m _\ _” 
as a starting point for setting internal specifications, it may not be 
appropriate to use the Dh$F holder’s specification as a drug product 
manufacturer’s regulatoj;Qpecification. 

The commenters have OBVIQUSCY misunderstood ‘ I) 
what the term “DMF standard” means in this case and, -__“-e- ,sr ysi’ .;.. _(.-,.i.,i. ._.. j,.e)la lr_i_ 
further, confused the term “standard wrth the .term 
“specification.” 

The term “DMF Standard” means. the. DMF ho!d.er’s 
reference standard substance -Nm the DMF holder’s 
specification. 
This is very prescriptive, It may be appropriate”‘to’5t8.e ““‘granulating 
agents - removed during processing, or solvent for ink,/ marker”. 

Consistency of naming and clarity of classification 
among applications. 

This section in the FDA‘$ideline is very detailed. My understanding is 
that there may be an initiative in’ICH to develop a harmonized guideline. 
FDA should not preempt that effort. 

The FDA is charged with assisting the industry to 
operate in compliance the requirements of the FDA Act 
and CGMP.‘ W.hat the ICH may,‘orm 2y not, do in the 
future isn_q_t certain. Though detailed, the guidance ,, 



Guidance 
Line # 
461 

495 

501 

549 

567-669 
),,, .,..” , ,_In 

Revise the first sentence to say “For drug 
products that are intended to be mixed with 
diluents prior to administration (e.g., 
constitutable suspensions, powders for 
injection) compatibility studies should be 
performed with commonly used d&tents even 
if they are not mentioned in the labeling”. 

i 
Agreed. 

,  _ ;  (4 ,-*+*“b, - * I ,  1c.  ,  

Proposed R&isioh 
‘, “,. “_ 1 a* I .a._ i, _,d 

Provide clarification on what is meant by 
tracers or markers. 

Based on the commenter:s 
rationale, agree and suggest that 
the Glossary option be used. 

Revise to say “A summary of formulations 
used ina 11 r$eyant clinical trials shodd“be^ 
provided”. 

This reviewer cannot agree. 

Revise to say ‘I.,. that linkrw cl&al‘ 
formulations to . . .“ 

This reviewer disagrees. 
/ ~ ,< /* ,^,” 

Replace “study numbers” by ‘appropriate 
cross reference” identifiers. 

This reviewer disagrees but in the 
interest of flexibility’ and to 
recognize that ti all use 
numbers, would suggest changing 
“study numbers” to “study 
identifiers” 

Rationale 
;, _, _,./, , ,* ,\“‘ _/_l,\*,“_~ “, .a I I\ i, _, _I _S(’ / “4. : +.;. : ; 

These concepts may not be familiar to everyone. They could be 
explained briefly here or in the glossary. 

By defining the terms‘in the Glossary,‘the message in 
the narrative is ndi: diluted by information that some 
would deem extraneous. 

” ,I ‘, , ..” ._.s ,)_ ;,,. i ,i;. .%S ” .&il,~\:, 
Early clinical formulations might have no relevance to the final 
commercial formulation or have been applied to an indication other than 
that for which approval is sought. The most per&rent information is the 
formulations critical to supporting the suitability of the intended 

. . commercial product for the Intended indication. 

The information requested is PERTlNENT to 
establishing how the formulation was developed and 
NEEDED- to’ provide the Agency with some evidence 
that the development process ’ supports that .” ,,.” _., 
applicant’s final foimulatlon. 

_ _ .I . . , 
B y  aSki’ng.for.“;iil;“‘~the’~genc~ et’iri;inate~ the risk 

that a decision by an applicant may fail to provide a 
formulation that, during the review process, the 
Agency finds should have been provided. 

,, ” ..,... ,” ._ ,.” :. “i,* .*,% hi “e, “c.‘ _*,_ .‘. 
For meaningful comparative in-vitro and in-vivo analysis, it is valuable to 
discuss phase III and proposed commercial formul&ons. .(,/ ^_( 

See this reviewer’s’comment to at Linb 49k. 
,, ,j .‘ ,. ; ‘ A__ . ./ <.*a* -7s. ‘ .>e* ,,*5 / ilxl,*‘“i,. ,,*i- ” i , “i .,C ~ 

As written, implies that there will be stability “reborts” with title pages, 
etc. in the Quality section, such as is done for the Clin+al sectiou. This 
is not necessarily the case. 

.< 
We do not present stability data as reports, 

and while study numbers are included in the stability information 
provided, they are not presented as a primary identifier (i.e., in the table 
title). Suggest that this bkl‘e-ft more open to allow for variation in 
approach. 

One of the valid goals of guidance is ,the 
normalization of practice to facilitate~consistency and 
facilitate the review process.” 

This text adheres to that goal. 
The use of the word “numbers” is’does not reflect 

the reality that most such identifiers a& aiph%%meric. 
I ,,“/ ““, _,% 4 :,I_ ‘., _ ,,,,~.~‘,d~*“.*‘-. I. _)) > ,, ,. /__I_ .,.., _ 

Clarity. 



,. ;” 

hidatice _ 
Line # 
596 

710-712 

756 
This reviewer cannot agree. 
Delete “DMF holder’s standard: I” , _, , , 

769 

This change should NOT be made 
(see Rp&~! 1 and 35:8”).“” _( “’ 1” “’ 
Delete and change tb ‘%-house standard”; 

DMF Holder Y Standard 
DMF Holder Y Standard _ .I 
DMF Holder Z Standard 

These changes should NOT be 
made. 

769 Change “&oposed” to “Ty$al”. 

Ielete “name address and A \__ ~,, phone number, of 
he U.S. agent for each foreign drug 
:stablishments.” 

This reviewer disagrees 

Delete UTo facilitate preaji@roval inspection 
related activities, it is recommended that the 
name, telephone number, fax number and e- 
mail address of a contact person be provided 
for each site listed in the application.” 

This reviewer disagrees. If any 
change is warranted then this 
reviewer suggests the Agency 
replace “Proposed” with either 
“Example” (a self-denoting word) 
or the generic phrase “<identifying 
label>” 

I- 
Personnel information is provided elsewhere in’, a r,egiStration (drug . . . 
ztablishment information.attachment to Form 356H). This form is G r . . . . ,%?., *.,.. .-i‘- ~, *, 
updated and submitted w+h every registration fifed. It should not.,be 
necessary to repeat this info.rmation within get body of the Quality 
module. Making personnel information part of the regulatory 
commitment is not appropriate, as it would result in personnel changes 
having regulatory implications. 

The commenters ignore the facts: a) upon 
subm,issjon the applicant is supposed to be ready for 
inspection, b) the applicant is already required to keep 
the referenced information. up to date, c), since the 1 I ., I, 
inspectorate gets a copy of the CMC “Quality” module, 
providing this would expedite the reviev\l -process, and 
d) the Agency -has no leverage that ensures the 
excipient manufacturers update these forms pther than 
annually; the applicants, as direct customers, do. 

Based on the preceding facts, ‘the Agency has 
properly included a request for the applicant to 
provide. the up-to-date,contact information-the,Agency 
needs for, PAI scheduling. 
Same’rationale as for line 696. I” “’ 

, i),,. ,.,> I 

product manufacturer. Whi&&e may use the Dh4F holder’s standard as 
a starting point for our internal specification, we would not consider it 
appropriate for the DMF holder to either dictate what should be our ,, _I* h_ ).d. ,‘Ac:,,j*.“.+~,*- 
regulatory commitment or be, responsible for changes to that regulatory 
commitment. To imply that for a material specification we would just 
refer to a material DI$F. is inappropriate. 

See the counter rationale provided in Row, “3Jl+d 
358.” 

As stated, the commenters are, proposing to force 
the applicant to develop reference-grade standards for 
all those standard materials that the supplier provides , -II -.c> 
- a needless and wasteful,duplication of effort. 

All commitments in m-application are “proposed” until the application is 
approved, so use of the word proposed is unnecessary in this single case. 

,#A,. 

Given that this is ;an- example, this reviewer thinks 
that the commenters are, at best, spl’itting hairs. * 1 _“_i 

If hairs are to be split, then “Example” or 
“<identifying label> is more appropriate as the use of 
“Typical” which implies the existence- of the- “Atypical.” 

Since the table js, an example, the.use of “Example” ‘.. > 
is the more I!nguistically appropriate. 
I \ .._,_ “8 .2~ t &c&s$ i-i &*>- <*$&~“. ,*t: $,-$ .~z..:<&&’ 1 ~::::~,~~~~~~,~~~~~~~~~, :‘, ,Tr;, “::L’, 2” 

, __ ., ” _T,^.” ..I..“, , -“,..‘,\ 0 ., _” , 

Rationale 

.;y 

1% :, i_ 

, _, / I _, 

~, . ! ,,“_,. _ 

1 



hidance 
Line # 
784-786 

785 

:  .‘ .  .  _, _; l..“ . :  

I  . I : .  

Proposed Revision 

Delete “(e.g. weighing of componenfs 
through finished product release.)” and change 
to “(e.g. product sampling)“. 

This reviewer agrees that this 
should be changed, but it should 
be changed to address the, entire 
process as defined by CGMP. 
Thus, the phrase should be “(e.g. 
weighing of components through finished 
product release.)” should be ‘changed 
to “(e.g. receipt of components 
through product release)” 

Revise to say ‘@Ihe entire mtiufacturing 
process should be depicted, including 
packaging,. . .“. 

Agreed but this reviewer, v~$d 
suggest that the “language in 21 
CFR 210.3(b)(12) should be 
adapted and used. 
Based on this, suggest changing 
the wording to conform to Sec. 
210.3(b)(12) and the realities 
discussed in thi,s reviewer’s 
remarks in comm.e”nter!s tabi,e row 
“784 - 786.” 

.^,. ,,~ i 
,  161 .,“/, < , .  _,.” _( 

“Rationale 1 

Betails like weighing and finished product release do not add value in 
nany cases and will add to the,,complexity of the diagram charging of 
:omponents through finished without providing useful information. The 
low diagram should focus on the manufacturing unit operations. 

Discounting the initial sentence *as. a mixture of 
Jnsubstantiated claims and jrrelevant facts, this 
reviewer agrees with the cpmmenter$ ~““&‘flow diagram 
should focus.on the manufacturing unit operations.” 

However, regardless pf the complexity, or the lack 
thereof, the routine manufacturing’ unit operations 
addressed by CGMP start with:, a) receipt of 
components; b) sampling of components; c) testing of 
components; d) release of components to production; 
e) allocation of components for a given batch; f) start 
of production of a batch; g) chargin,g of components 
for the first phase. of manufacture; h) in-process 
control of the first phase of matjufacture; i) - k) 
sampling, testing and/or examination, and release of 
the output of the first phase in ‘the”manufacture- of a 
batch to the next phase; and ends with unit operations: 
ia) - ic) the inspection (sampling and testing and/or 
examination), and release- of the finished packaged 
batch of drug product; and id) thk transfer of the 
released batch from manufacturing to warehousing or 
distribution. 

Therefore, the requested diagram (which may be 
composed of a series of “sub” .diagrams) should 
address all regulated manufacturing unit operations. 

Since that is the case, the preceding should be 
included in said diagram or set of “sub” diagrams. 

As presented it is not clear that the packaging pi%cess’needs a flqwchart 
as well. Inline 800, packaging is mentioned. i%r consistency it should 
be mentioned here as well. 

The text should .inc!ude ,aji._ the _ regulated unit 
operations that should be. addressed, not a few that 
the commenter’s firm qr the”,, Agency or, for that 
matter, this reviewer believes should, be mentioned. 



Guidance 
Line # 
824-830 

891-894 

. .^_._, 

Proposed Revision ,;_ ..i __^ * i 
Move this paragraph to ‘P. 3.1 Manufacture& 
or preferable the appendices. 

This reviewer does not agree. 

This iS a significant improvement in 
documenting that no do’iumentation ib 
required to be able to carry out reprocessing 
work. No change needed. 

.? 
./ 

/ 1” 

~1.,-;1..~ . ,“._, /,_. > /~,. /_ ;1 I”~ /_,,.+*,l (I ,. :,, j  ‘.,, I‘ ~*#_,=~.“,~ i”, ,, 

Rationale 
_ ,, ,, : ,. , ., .) -x 

This is not pa& of the manufacturing process &c&ion. ‘To have the 
requested statement here introduces US spekific information into a 
document that otherwise wotiid ~e~&al& fol: use in most geographic 
regions. Additional regional re$irementi should be addressed in 
Module 1 or the Appendices to Module 3. 

Apparently, the commenters forgot that the title of 
the heading under which fhis information’ is b6jgg d.~& *_, .“.$, > , \ I -r..* +,>- 
requested is “ties&&n ~of’!&~~%fkturmg Process and Process 
Controls. ” 

The requested information is a ‘tdescription of the 
process controls” that are required. 

This is the case because the dertification of the 
safety of the components a firm uses is an integral 
part of the controls mandated by the FDC Act. 

Moreover, becauseit is a safety’ control it is very 
appropriate. that the Agency request it here. 

,,“.,, 
The principle that, for most products, reprocessing need not be 
described in the application is import&t and shoGld be retained. 



AREVIJZW~FFORMALCO~ME~T$.%~ I~JBL@~ocKE~~~)-w~~ ; , ,“. .’ r Guidance 
Line # 
927-929 

I  z  A.,  I , ,  .  k? i<i.,*, I  ‘,*/‘ix /1 XlL & :A~.::  i, * ,  

Proposed Revision- 

Add a statement such as ~“Ahhough they arc 
considered critical process controls,‘ some 
tests on intermediate product may not need 
extensive justification if they are consistenl 
with current industry practice or compendia] 
standards, for example, hardness or assay of a 
core tablet prior to coating.” 

This reviewer not only opposes this 
addition but is also surprised to 
find that the commenters have 
apparent/y: 
a) Not carefully read Sec.BII.I IO 

Sampling and testing of in-process 
materials and drug products, or, 
having carefully rebd 2;. ** 

b) Failed to understand: 
i) The clear requirements of~2$ 

CFR 211‘ ‘for process 
controls or 

ii) What is needed for a firm’s 
process control to be both 
scientificMy sound and 
appropriate? 

Rationale 
, .,_-1 .I ; .F b/I “% <c:_.* r,.,d,.. ^ .,., 

FDA has chosen to define tests done on intermediate products as critica 
process controls, however, the acceptance criteria for some of these ir 
well estabhshed and needs little further justification. 

The commenter’s statement is false. 
Factually, the CGMP’regulations define the types oi 

control procedures (tests) to be considered for use on 
each batch and specifies, “‘Such con&l $&dures shall be 
established to nibnitor the output and to validate the performance 01 
those manufacturing processes that may be responsible for causing 
variability in the characteristics of in-process’material and the drug 
product.” 

Thus, whenever a firm finds that any of these are 
required to control .each batch they become critical 
controls. 

If they are not such, then they should eithern ot be 
being used by the firm pr their use $iould be justified 
in as PQIT. 

In addibon, the CGMP regulations require “each 
manufacturer to establish (justify that) that the 
controls they use are scientifical/y sound and appropriate (21 cFR.2yx;fgg6j~ -a ,YEi.. j . (, , 

As the Agency ‘“‘I&&&, factuafly it has been 
established that the~re’quisite controls are not those in 
the USP or NF because these ,are QNLY scier&fical/y 
sound and appropriafe for drug-product in commerce - 
not per se for in-pl’cr~8Ss’m~aterials.’ : 

“. 

In addition it has been,established that the sample 
numbers and/or used in many cases by the industry, 
ncluding most published examples, do I&, as Agency 
nanagement is aware, meet. then requirements of 21 
CFR 21336O{bj@j~and/or are, for other reasons, not 
scieq t?Iicah’~ sound! 

Based on the preceding it is, or should be, obvious 
;hat: ^ 4 
a) This added text shbuld be rejecfed and 
b) Each submission should provide a regulation- 

com;it/ianf, sck$@?~a?$ sokix$ and appropriate 
justification forany in-process conf;ol fhaf is required 
fo be used on each batch to enSure compliance with 
2,l (ZFR 211.11tL _ i- _), _ __ %, ~~ .,r”, id ,.:. I/ 
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