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33 HOFFMAN AVENUE LAKE HIAWATHA, NJ 07034-1922 o
Tuesday, September 30 2003

Documents Management Branch [HFA-305]
Food and Drug Administration

5630 Fishers Lane

Room 1061

Rockville, MD 20852

Re: Draft Guidance For Industry on Drug Product: plgflgglstry, Manufacturmg, and

Controls Information [Docket No. 02D-0526, 68 Federal Register, 4219 January
28,2003]

To Public Docket: 02D-0526:

The additional comments being submitted are de51gned to address issues ra1sed by other
commenters’ formal comments that appear to be at odds with the law (Federai Food, Drug, and
Cosmetic Act, as amended [“FDC Act”]) and/or the current good manufactumng practice
(“CGMP?) regulations for drugs (21 CFR 210 through 21 ‘CFR 226).

Hopefully, these comments, contamed in the pages that follow, will help the Agency to
issue guidance that, unlike the present guldance and in a few instances, the proposed Draft
Guidance, fully complies with the FDA Act’s requirements for C GMP and the requisite adherence
thereto that is required of drug product manufacturers with respect to the requn'ement minimums
set forth in the applicable CGMP regulauons

Finally, these comments are des1gned where possible, to assist in speeding the overall
application review process.

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

Respectfully,
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introductory Comments

Having read the comments submitted by other commenters as well as those

submitted by F.A.M.E. SYSTEMS, this reviewer finds that some seem fo have'a

misunderstanding of the scope of current good manufacturing practice (CGMP [also
abbreviated by some as “ cGMP”]) as it applies to drugs and drug products ’

These commenters act as if CGMP is only an inspectional issue and not an
application submission issue.

Time and time, | read some proposed item is a CGMP issue that need not be
included in the Chemistry, Manufacturing and Controls (“CMC"y" section of an
application (Abbreviated New Drug Application [“ANDA”] and New Drug Apphcatron) A
[“NDA"]) because it is a CGMP issue that néed only be addressed dunng\ .
inspection.

Obviously, these commenters have forgotten CGMP is a requirement
explicitly incorporated into the United Statutes codified statutes (Federal Food
Drug, and Cosmetic Act [“FDC Act’], 21 U.S.C. Title 9).

These same commenters also seem to forget that it is improper for an

application evaluator to recommend any application that said reviewer does not

know conforms to the requirements of CGMP — because to do so could risk that
reviewer's recommending an application that produces adulterated drug product.

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

Given the requirement that each “new drug” application must provide proof

that the application complies with all regulatory requurements and the law,
including the CGMP requirements of the FDC Act as well as those Tegally’ bmdmg\
requirement minimums set forth in 21 Code of Federal Regulatlons (“CFR”) 210
and 21 CFR 211 (as well as the requirements set forth in the other” apphcable

sections of 21 CFR Title 9), the CMC section should be required t6 provide proof

(by statement supported by documented evidence) of compllance with all CGMP
requirement minimums as well as, if it does, those areas where the submrtter S

systems exceed the requirement minimums of the CGMP regulations governingdrug” ~

products and the manufacture, processing, packlng, and holdmg of drug products
including the concomitant packaging, labelmg, testlng and qualrty “control
operations (21 CFR Parts 210 through 226.).

Finally, were the United States Food and Drug Administration (“FDA”) to
continue to propose guidance that permits proof of less than the CGMP minimumis,
the Agency, and those publishing such, would be guilty of subverting the regulatory
process and, perhaps, subject to prosecution under the sections appertalmng‘ ‘
thereto in the FDC Act. .

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

Moreover, though firms continually point to the FDA as the controllmg

- authority over their activities, that Supreme Court decision found that no firm can

1
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validly use the FDA’s failure to enforce any clear regulatory requrrement as a
defense in any legal proceeding where the firm has not complied with any clear
regulatory requirement.

Because the CGMP regulations set forth clear requirement minimums, any
firm that submits an application that does not provide proof that thelr systems
comply with all of the requirement m/n/mums established therein rs knowingly

submitting a deficient submission.

Regardless of the guidance issued by the Agéncy, when it finds that a firm

has knowingly submitted a deficient application, the FDA ‘should ‘rejéct that

application for cause and only resume their review when the firm has corrected all
deficiencies, and submitted a non-deficient application that contains a certlﬁcatlon
that the application complies with all regulatorv requirement minimums.

In that regard, this reviewer would suggest that the FDA | requlre for each new
drug and abbreviated new drug application, the top management of the frrm to
sign, under penalty of law, a certification that the product and processes

a) Comply with all of the applicable reqwrement minimums set forth in 21 CFR
210 through 21 CFR 226 and

b) Each batch produced from the pivotal batch onward was and, if the application
is approved, will be produced in full comphance with the requirement
minimums of CGMP.

Such a requirement would: a) certainly be a strong incentive for firms to
comply and b) ease the FDA’s prosecution of any instance where the’ Agency finds
non-compliance.

[Note: Unless noted, the original comments will be quoted in a condensed font
regulations, and the FDC Act will be quoted in a stylized font (Lydian), the ciuofes from
any official compendaum will be in a Times New Roman font and this réeviewers
comments will be in a publishers font (News Gothic MT)." These font chances are
made to make it easier for the reader to differentiate the source of the vareous fext
passages in the review that follows.]

REVIEW AND ASSESSMENT OF INDIVIDUAL COMMENTS |

Unless a specific science-based, regulatlon based, or other lssue (for
example, a grammatical, spelling or word order error) is raised concernmg a glven
comment in this review of the formal comments to FDA Docket 02D -0526 that
were available electronically to this reviewer as of ‘9 September 2003, the

commentmg firm’s or individual’s comments are, in genera] not opposed by this =~

reviewer. ‘ '
Also, the review order chosen by this reviewer is do}sé)»opﬂdi\n}g (based on the
comment number (“C-nn”) assigned to the commenters by the Agency).
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PhRMA’s Submission Dated July 30, 20ﬁ3“1‘6" Docket ( 02D-0526“C-16” S

[Note: The original comments are quoted in a condensed font (Perpetua), the quotes
directly from the draft guidance are quoted in a stylized font (Lydian) and this reviewers
comments are in a publishers font (News Gothic MT) to make it easier for the reader
to differentiate the “speaker” in the various texi passages that follow.  When =~
addressing comments made in a tabular format, this reviewer will (to the extent
requlred) preserve the commenters’ format and, in generai approprzately place the
reviewer's remarks after those of the commenter.]

With respect to the mtroductory comments, please consider the following.

As the commenters say, “the Pharmaceutical Research and Manufacturers of Amerxca
(PhRMA) represents the country’s leading research-based pharmaceuttcal and btotechnology compames
This guldance suggests useful recommendattons for prov1d1ng the FDA information to support apphcattons for
new drug products However, we conclude that its usefulness can be enhanced through the s suggestlons and
revisions detailed in the attachment. These comments represent the collective view of the membership of
PhRMA. We believe the following general observations emphasize major points where the usefulness of the
guidance may be enhanced:”

“1.  The concepts of critical steps, critical in process controls and critical tests need clearer definition.
Because of the varied use and interpretation of the term “critical” throughout the ih&uétry, PhRMA

recommends that the FDA solicit industry input and general agreement on the approprtate

[P

application of this term through a public workshop before including it in a guidance document.”

Contrary to what PhRMA is proposing, the FDA does not need to holda
- public workshop to define the terms critical steps, critical in-process control
and critical test. \
This reviewer can easily define the adjective “critical”
precludes the need to define these specific phrases.
By statute (Federal Food, Drug, and Cosmetic Act as amended [21
U.S.C. Title 9]) and by legally bmdmg regulatmn (21 CFR 210 1), critical

in‘a mannerthat

means “required to be controlled in a manner that complies with, or pértainingto

any requ:rementspec:fled in, the drug CGMP as set forth in 21 CFR 210through
21 CFR 226.

This is the case, because, as 21 CFR 210.1 states (emphasis added)
“(a) The regulations set forth in this part and in parts 211 through 226 of this chapter contain the

minimum currentg ood manufacturing practrc e for methods to be used in, and the faclfmes or

controls to be used for, the manufacture, processing, packmg or holding of a drug to assure that
such drug meets the requirements of the act asto §_a_fet¥ and has the i dentlty __ng strength ‘and

meets the guahty and punty haractenstlg that it purportg or _s egresented to possess
(b) The failure to comply with any egulauo n set forth in this part and i inparts 211 through 2260of

this chapter in the manufacture, processing, pagkmg or holding of a  drug shall render such drug-
to be adulterated under section 501(a)(2)(B) of the act and such drug, as well as the p who
\ is responsible for the failure to comply s hall be subject to reguTatogy action”
failure to meet any of the minimums established adulterates the drug and
subjects the person responsible to criminal regulatory action.
Therefore, anything required by 21 CFR Parts” 210 fhrough 226 is
obvrously ‘critical’ to those that manufacture drugs ‘
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Any entity that falls ou’csrde of the clear requirements set forth in21 CFR
Parts 210 through 226 or any thing that is above the mrmmums
established therein is, therefore, a “non-critical” entity.

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

Because tablets are the most prevalent dosage form, this revrewer offers

tiva avamnla:
uve cz\alll}JlU

e Fllm coating a tablet is a critical step because its execution may
affect the critical properties of the drug product (21 CFR 211.110).

* Making certain that the correct color is applied is a critical control
because it affects the “identity” of the tablets - ’rhev are remnred to

match their description (for example light blue).

* However, comparing the tablets from different coating pans to
determine whether their color shades are close enough together that
the pan loads can be mixed or the shades are not and the pan loads
need to be kept segregated is a non- cntlcal control.

Moreover, to do as the commenters propose would be a waste of
precious Agency resources and needlessly delay the updating of the CMC
guidance to meet the CGMP minimums in all areas — something that the
current guidance fails to do.

“2. To demonstrate support of the ICH “}Srocessz;/ the guidance should be expandeawto reéoéhiie /
materials that have compendial designations from non-USA ICH participants. PhRMA‘récog’tﬁzes
that the Federal Food, Drug and Cosmetic Act only recogmzes the USP/NF as official compencha
However, provisions should be made to minimize extra testmg that is reqmred in this draft
guidance when using excipients that hold ICH participant compendia designation.  This will help
move our industry towards global consistency and the spirit of harmonization.

This comment is inappropriate, because: a) the compendia are in the
process of being harmonized; b) the CGMP requirements clearly spell out
what is required; and ¢) doing less than the CGMP regula’uons minimums
adulterates the drug products so produced (see Reviewer’s response to
Commenters’ 1).

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

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

Based on the comment made here PhRMA apparently does’ not see the' ‘
value of CGMP compliance.

i
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The CGMP regulations require the manufacturer not only to spell out
the tests that they will rou’unely perform but also establish by documented
evidence that said test comply with all applicable CGMP regulations.

Technically, the submission must have tests and specifications for
components that are sufficiently specific to ensure that each shipment of
each lot of each component (including excipients) is the “same” as those
for the lots used to produce the batches of drug product bemg submttted‘
in support of the application.

The preceding is especially important for “solid” formulations where the
physical properties (which are typlcally m|ssmg from “the official
compendia or, when listed, usually too broad to assure that subsequen’t ‘
lots are the “same” as the lots used to produce the batches ( upon which
the submission is based) of the components are critical to ehsuring the
uniformity of the drug product produced using the components and
processes submitted in the application.

In the CGMP regulations, the use of a supplier’s “Certificate of
Analysis,” (called “report of analysis” in the CGMP regulations) in lieu of
testing is predicated upon: ‘

a) The performance of “at least one specific identity test” on lot-shipment
representative samples — not a composite thereof — of such component

by the manufacturer. [Note: In such cases, the submitter would need to

develop, establish the validity of, and submit the specific identity festmg it
proposes to do along with the proofs that'establish that said rdentlty testing'i is
“truly i) lot-shipment representatlve and ||) component specmc wr‘th respect to

all parameters that can adversely affect said component’s performance inthe

formulation being submitted. After all, how can an FDA reviewer approve an
applrcatlon unless the testmg guarantees that all future batches are the
“same” as those used in the pivotal clinical or b:oequrvalence batch or
batches being submitted to support the application?]

b) “The manufacturer establishes the rehablllty of the suppher $ analyses through appropnate
validation of the supphers test results at appropnate intervals.”
[Note: in such instances, the submitter would need to submit the
supporting documentation that demonstrates that the submitter has
established the reliability of the supplier's test results (“validation of the
supplier's test results”) and proves that the submitter has established a
validation interval that is scientifically appropriate based on comparable
data results obtained from more frequent comparisons. In cases where the
supplier is a new source, initially representative samples from each
shipment of each lot should be tested and compared to the representative
sample data obtained by the supplier. In cases where the suppliér does not
take and test “lot representative samples from each lot, a manufacturer
should not attemp’c this approach. “In such cases, the applicant either
needs to induce the supplier to: a) generate batch 'ré’présent'afn)e test values
on each lot the manufacturer purchases and b) agree to only ship
consecutively ordered containers from the filling of each lot to the
manufacturer or not attempt to use the “report of analysis” approach. This
is the case for Condition “a)” BECAUSE there will be no scientifically sound

5
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basis for comparing non-lot-representative results obtained by the suppher o
to the CGMP-mandated lot-shipment representative results obtained by the
applicant. Condition “b)” must be satisfied to ensure that one can use the
results obtained to prove that the samples taken are “lot” representative
and that the lot is sufficiently uniform. When the drums are certified to be
and labeled in sequence, then the material in the bottom of drum “n”
should be the same as the material in the top of drum “n+1.” When there
are gaps in the sequence, each drum must be sampled more intensively
(typically, top, middle and bottom at a minimum). Moreover, the testing
lab cannot expect the results obtained for the sample from the bottom of
container “n” and the values obtained for the sample from the top of
container “m” to be the same. {Factually, tﬁ’e‘re‘i’hs”taﬁiies‘v‘vhéreah‘épp!i\cation

because, after approval, the component specifications permitied the use of
components whose physical parameters were nol the “same” as those used in the
submission batches and the suppliers, for whatever reasons, could no longer match
the specifications values found for one or more of the components used to make
the bio-equivalent batch.}] 1 °

Since suppliers’ reports of analysis typically do not provide a “report of

analysis” that furnishes all of the requisite information required for each
component (“conformity with all appropriate written specifications for purity, strength, and
quality”), the applicant must commit to performmg lot-representative
testing on each shipment of each lot for the tests that the suppller does
not report.

N1

For example, most suppliers’ “reports of analysns do not report a purity

“value (as the commenters should know, assay is synonymous with the
requisite “strength” requirement not with “purity” and the screntlfuc definition

of

“purity” is well understood for discrete chemical entities).

{the Most suppliers do not report “purity” (best reported on an “as is”

minimum weight-percent basis) of the active ingredients. The drug product
manufacturers must know the active ingredients’ purity in order to
appropriately comply with the “not less than 100 percent” requirement set forth in
2LCFR211.101{@)). Thus, the manufacturers need to generate this value. This'is
the case because, in general, the official compendia do not provide a

scientiﬁcany sound test procedure or appropr;a“ze Spec1frcatrons for a

“active” components, such vatues are critical to a generating a vahd CGMP-
compliant formulation).]

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

the docket.
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|
-

Section

Guidance
Line

Comment / Observation

Rationale / Justification

43

This guidance should replace FDA’s Guidance
entitled Organization of an ANDA (Feb. 1999).

This reviewer disagrees; this guidance
should replace the guidance that the
FDA stated in the introduction it was
to replace, namely, “Submitting
Documentation for the Manufacture of and
Controls for Drug Products (February 1987).”

The introduction states that the guidance addresses the content
of original ANDAs. Therefore, this guidance should supersede
the 1999 guidance on the same topic.

Contrary to the commenters’ remarks, the
“Introduction” (Lines 26-33) actually addresses
both ANDAs and NDAs, “This guidance provides
recommendations on the chemistry, manufacturing, and
controls (CMC) information for drug products that should be
submitted in original new drug applications (NDAs) and
abbreviated new drug applications (ANDAs). The guidance
addresses the content of original NDAs and ANDAs. The
guidance is structured to facilitate the preparation of
applications submitted in Common Technical Document
(CTD) format {see section Il.A and B). The recommendations |
apply to all NDAs and ANDAs, although more detailed
guidance on the content of an application may be available in
separate guidance documents for specific types of drug
products or dosage forms (see section II.C).

Based on the preceding facts, this comment
should be ignhored.

68-70

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

product subsections.

While this reviewer will leave it up to
the FDA as to whether or not to make
the changes proposed, this reviewer
thinks that this change would require
amending the requirements for Type 2
DMFs to incorporate by reference
compliance to this guidance when
submitting a Type || DMF for a drug
product.

The commenters provided no rationale.

Were the Agency to fmake the change
suggested, the DMF format guidance should be
changed by reference to require the same
information to be included as in this guidance.

This would be required to ensure a level
playing field.

However, this reviewer would recommend, if it
has not already done so, that the Agency elect
not to accept Type Il DMFs in lieu of a drug
product application as accepting DMFs is within
the FDA's discretionary authority..

70-73

It would be useful if FDA could formally estimate

when the updated drug substance Guidance would
be published.
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Section

Guidance
Line

Comment / Observation

Rationale / Justification

131

»

Please clarify that the reference to “placebos
means placebos used as “place holders” in a
calendar pack dosage form, not placebos used in
clinical trials. As this guidance is for original
NDAs and ANDAs, it should not apply to clinical
trial supplies.

This reviewer would suggest that it
would be simpler to change replace
“active” with “contraceptive” and
placebo” with “non-contraceptivé.”

None provided originally

Though this reviewer has some concern with
what the commenters have read into what is
provided as an example, this reviewer would
recommend changing that example from the
draft's “Simiiarly, separate P sections shouid be provided
for an oral contraceptive with active and placebo tablets,” to
the equivalent, “Similarly, separate P sections should be
provided for an oral contraceptive with contraceptive and
non-contraceptive tablets.” =

In addition to removing the cause of the
commenters’ concern, the text reflects the reality
that the “place holder” tablets in contraceptive
systems often contain components that that are
pharmacologically active but, in all cases, are
non-contraceptive.

1L.B.

161-162

Add clarification to confirm that the statement,
and corresponding rationale, for not providing
information for a P subsection should immediate
follow the relevant section/subsection number

11 D.

216

PhRMA recommends that information contained
in the DMFs be organized to follow the same
format and content guidances that apply to NDAs
and ANDAs. Existing DMFs do not need to be
reformatted into CTD format. In addition,
appropriate sections of the Quality Overall
Summary can be cross-referenced in a DMF.

If the commenters’ prior text change
were made to continue to allow the
submission of Type || DMFs for drug
products, the FDA should obviously
make the changes suggested for DMF
submissions.

For consistency. Clarification

See reviewer's prior observation ands
justification at Row ““68-70" regarding Type ||
DMFs.

1.D.

236

A brief, one or two-sentence summary describing
the dosage form and the container closure system
is normally sufficient

This reviewer mostly agrees with the
comment made but, notes that the
guidance requests a statement of the
overfill under the “Container Closure
System” heading.

Based on the preceding, this reviewer
would recommend retaining the
outline structure in the draft.

The A and B sub headings are misleading in this case because they
imply more detail than is actually reqtiired.

Given the introductory comment (Lines 243-245)
made, “A brief description of the dosage form and container
closure system and a statement of the composition of the drug
product should be provided,” this reviewer does not
see how the “A” and “B” subheadings are
misleading - all know that amount of detail
needed often has little, or nothing, to do with the
outline level of the request.
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]

Section

Guidance
Line

Comment / Observation

Rationale / Justification

iL.D.

241

Reword Footnote 8 to more clearly state the level
of granularity allowed vs. CTD format

This reviewer understands the
commenters’ concern, but thinks that
the concern expressed can be easily
addressed by moving the italicized
test to the end of the footnote and
prefacing it with the modifier, “In
addition:” ' o
“8 Headings that are not followed by alphanumeric
designations (i.e., non-CTD-Q headings) are included
in this document for ease of providing
recommendations on the information that should be
included under a CTD-Q heading (in this instance
Description and Composition of the Drug Product
(P.1). An application submitted in CTD-Q format
neednnot include these non-CTD-Q headings.

However, once a particular approach is adopted, the”

same approach should be used throughout the life of
the application.  /n addition,”ah applicant can
physically or electronically separate information
under a CTD-Q heading as it chooses.”

Clarification

Reviewing the text cited, “® Headings that are not
followed by alphanumeric designations (i.e., non-CTD-Q headings)
are included in this document for ease of providing
recommendations on the information that should be included under
a CTD-Q heading (in this instance Description and Composition of
the Drug Produict (P.1). An application submitted in CTD-Q
format need not include these non-CTD-Q headings. An applicant
can physically or electronically separate information under a CTD-
Q heading as it chooses. However, once a particular approach is
adopted, the same approach should be used throughout the life of
the application,” this reviewer finds the guidance is
clear.

a) Theincreased granularity in the guidance is
provided to assist the applicant in
structuring information under a, CTD
heading and,

b) While not required to be included, can be if
the applicant so chooses.

Thus, the guidance permits but does not
require increased granularity.

P.1

243-245

We suggest that unified terminology should be a’
potential topic for discussion at ICH level

While this reviewer agrees in principle
with this suggestion, in practice, this
reviewer understands that, by

proceeding, the FDA takes the lead in.

establishing a basis set upon which
the ICH guidance can build. *

Thus, this reviewer suggests that the
commenters’ remark be ignored vis-a-
vis expediting the issuance of this
much needed guidance update.

We note that the requirement for CDER Data Standards

‘| Manual terminology contributes toward regional divergence.

Factually, no FDA guidance can establish a
requirement — that is why it is guidance; it
simply proposes one suggested pathway to
comply with the underlying regulatory
requirements (in this case filing and CGMP).

Second it is better to use a recognized
standard terminology rather than to proceed
without one.

Since nothing prohibits other regions from
using this reference, specifying its use does not
necessarily contribute to regional divergence.

HLC.
(P.1)

265

269

Change to:

“In some instances, the composition of distinct
subformulations (e.g., cores, coating) of the drug
product may be listed separately in the
composition statement.”

“In these cases, the composition of the immediate
release and extended release portions of the drug
product may be listed separately.”

This reviewer cannot agree with the
changes proposed because the
guidance as written, does not specify
separate tables (just list separately),
and the examples do not show the

These changes are suggested to provide flexibility for the
presentation. In some instances it may be more illustrative to
include both sub formulations in the same table. This should be
left to the discretion of the applicant in particular if substance is
proportioned between the parts of the sub formulation.

Since this guidance presents suggestions and
not requirements, there is no need and the
commenters present no “text supported”
rationale to justify the change suggested.

Moreover, the text proposed in the draft is
rational, does not specify the separate listings
must be in separate tables, and should, if
followed, facilitate the reviewer’s assessment of

information in separaté tables. =

the applicants’ submissions.
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R S e

Section

Guidance
Line

Comment / Observation

Rationale / Justification

P.1

283-285

Concern has been expressed regarding the need
to include tracer compounds information in P.1
and P.3. We would propose that tracer
information be discussed in P.2, but not included
in P.1 and P.3 to allow for consistency between
EU and US filings and insure information is not
disclosed.

This reviewer cannot agree with this
proposal and would suggest that
firms having such concerns generate
and file proprietary mixtures thereof
in a DMF submission.

Done in this matter, those tracer
mixtures become trade secret
proprietary information and these can
then be appropriately referenced by
the sponsor in P.1 and P.3 to satisfy
the applicable regulatory strictures
and still provide increased assurance
that that information will not be
advertently or inadvertently disclosed.

The commenters provided no rationale.

Because even the filing regulation requires the
listing of the components as they do (21 CFR
314.50(d)(1)(ii)(a)) and makes no provision for
the non-disclosure of such and, as the US
Supreme Court has ruled on more than one
occasion, no Agency administrator has the
authority to recommend or fo permit any
divergence from any clear regulatory
requirement, the Agency cannot legally comply
with this proposal.

Moreover, there already exists a mechanism
in the Agency for dealing with “trade secret”
information such as this.

Based on the preceding, this reviewer would
recommend that that alternative be explicitly
“recommended” for such in this guidance.

In this manner, both regulatory requirements
and the commenters’ concerns can be satisfied.

Then, the sponsor will have the choice of how

-} to proceed.

P.1

291-293

Separate tables of qualitative and quantitative’

compositions of mixtures should be optional. The 7
applicant may choose to include the 1nformatlon4

in the standard composition tables.

Since the text in the draft clearly
indicates that said separation is
optional, this reviewer does not

understand why this comment was |

made.

The commenters provided no rationale.

Factually, the text in question states

4 (emphasis added), “For ease of review, CDER and CBER
‘| prefer that the quantitative and qualitative composition of

mixtures be included in the application in a separate table.”

Since the guidance clearly indicates that the
text states a preference and not even a request,
this is reviewer is at a loss to justify the
commenters’ remarks.

P.1

304
(Footnote
10)

Efforts to accept compendia in addition to
USP/NF (for example, EP or JP) should bea

accelerated to provide global consistency

This reviewer finds that this comment’

is, at best, a misguided and, as such
should be ignored.

Clarification

Until the FDC Act is changed to recognize
other official compendia, the footnote should be
left as it is: “'° A compendial component is a component

[} that has a monograph in an official compendium as defined

in section 201 (j) of the Federal Food, Drug, and Cosmetic

Act @1 us.c.321().”

Reality should NOT be ignored.

Moreover, the language proposed s
particularly inappropriate because, as the
commenters should know bétter than any other,

4 the industry and not the FDA has more leverage

with Congress - the only “agency” that can
legally effect the change that this comment is
espousmg

10
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1

Section

Guidance
Line

Comment / Observation

Rationale / Justification

P.1

302

Define more clearly what “official compendium”
is, perhaps by example.

Since the pertinent
reference is provided in the draft

guidance, this reviewer is at a loss to

see what more needs to be done, but,
in the

text be added to Footnote 10,

statutory’

interests of serving this,
customer, suggests that the defining’

Clarification

The statute (FDC Act at 21 U.,S.C. 321(j))
defines the term ‘“official compendium” as
follows: “The term ‘official compendium’ means the official
United States Pharmacopoeia, official Homeopathic
Pharmacopoeia of the United States, offi cnal National
Formulary, or any supplement to any of them.””

P.1

304-315

Reference to Quality Standard should be optional
in P.1 since it is required in P.4.

The reviewer is again at a loss here.

because all guidance sets forth

optional requests and reference to

the “Quality Standard” used in the
testing is just as optional in P.1 as it
is in P.4.

The guidance text should therefore
remain as it is ’ f

The commenters provided no rationale.

Guidance requires nothing is only suggests.

Moreover, it would have been helpful had the
commenters proposed a solution that the
commenters felt would address the concerns
stated - perhaps a cross-referencing one.

Lacking any proposed solution, the
commenters’ remark is not logically supportable

1 on its face and, therefore, this comment should

be discounted.

P.1

307-309

Generally, the applicant’s code should not beg
listed

1 Since the commenters’ remark is a

generalization supported by the
guidance text in this instance, this
reviewer cannot disagree with the
statement.

However, this reviewer is again at a
foss to understand why the

commenters felt compelied to make

this comment to the guidance text
proposed in the “References to

Quality Standards” subsection of P.1."

The commenters provided no rationale.

Based on the paragraph (Lines 304-315)
containing the cited text, “For compendial
components, the appropriate official compendium should be
cited.'® Compendial components should comply with the
monograph standard included in the official compendium,
and citation of the official compendium confirms compliance
with this standard. The compendium should be cited even if
an in-house specification that provides for more testing than
that of the compendial monograph is used to evaluate the
component. For noncompendial components, the type of
standard used to evaluate the component should be listed
{e.g., in-house standard, Code of Federal Regulations (CFR)
citation, DMF holder’s standard). The applicant specific
numeric code (e.g., SPEC 31 1101.2b) of the spetification
used to evaluate the quality of the component should not be
listed in the composition statement. The actual specification
used for the drug substance should be providedin S.4.1. For
the excipients, the actual specification should be provided in
P41 or P46 and A3 as appropriate,” the
commenters must be complimenting the

11
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Guidance

Section | % Comment / Observation Rationale / Justification’
P.1 319-322 We presume that for a proprietary mixture it { The commenters provided no rationale.

would be sufficient to state the mixture’s function
and not to list the function of each component of
the mixture, as might be inferred. We seek
Confirmation of this point.

Though the confirmation you seek
should come from the Agency and not
this reviewer, the reviewer's short
answer is that it depends on the what
the “source” of that mixture — a) one
that the applicant controls or b) one
that is made by an independent
manufacturer that holds the
intellectual property rights for the
“proprietary mixture: in question.

The text in the adjacent column
presents the supporting justification
for this reviewer’'s answer.

To treat “applicant-controlled
proprietary mixtures” in a manner
other than stated would subvert the
regulatory process by permitting
firm’s  to identify in-process
materials, like premixes and mixes,
as a proprietary mixture and, thereby,
list the mixture’s name and function
without disclosing the components
from which it was fabricated even
though that information is in the
control of the applicant.

To the “we” who crafted this
seemingly innocuous question, this
reviewer doffs his hat.

Given the text cited® in the subsection being
commented on, it is clear to this reviewer that
the applicant should state the function of each
component that the applicant’s firm adds to the
formulation at any point in the manufacture
thereof.

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

In the first case, all that ohe need do is name
the mixture and state its function (e.g., Kolarcan
colorb lend N-1234, approved proprietary dye
mixture for use in film coating.

In the second case, the mixture, proprietary
(or not) is not a component but an applicant-
generated mixture of components.

In this later case, each should be named and
its function provided unless the firm treats such
as “trade secret” items and generates and
submits a suitable DMF for each one.

Then, the applicant may simply name the
mixture, provide a DMF-access authorization
letter, and list its overall function without
naming the components and/or providing their
function in the application. '

Thus, when the applicant prepares (or
contracts out the preparation) of a mixture of
components that it represents are proprietary
mixture, it is up to the applicant firms to choose
which path they wish to pursue.

* The function {i.e., role) of each comiponent in the formulation
should be stated. Components that are used in the manufacture
of the drug product and do not appear in the finished drug
product except at residual levels (e.g., some solvents) should be
identified as processing agents.

12
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Line

Guidance

Comment / Observation

Rationale / Justification

I.C,

* Amount

332-335

Cross references are given either to the CTD'

section number, or the FDA guidance hierarchy.
This makes it confusing and difficult to navigate
the guidance. For clarity, we suggest that one
style should be chosen.

Example: (lines 332-335): For excipients (e.g.,
coatings, lubricants) where a range has been
justified (see section [V, A.2), the target amount
should be listed in composition statement.

However the target and range should be included |

in the batch formula (P. 3.2).

In this case, Section IV.A.2 correlates with
P.2.1.2, and alternately P.3.2 correlates to
Section V.B.”

This reviewer thinks that this is an
excellent suggestion and, in the

interest of “harmonization,” suggests

that the CTD style be used
throughout with the referencing
modification in the guidance that this
reviewer has suggested or something
like it.

The commenters provided no rationale.

The use of a single self-consistent referencing
system in a document is better than two quasi-

‘Tindependent referencing systems especially

when one of them, the FDA’S outline structure is
itself a combination of outline and bulleted
referencing.

To address the issue of guidance granularity
below the level in the current CTD format, this
reviewer would suggest simpling affixing the
appropriate “.n” suffix to the next higher (least
recognized level’s) level’s reference tag (e.g., if
the lfowest level CTD defined level’s identifier is
“P.2.1.1”7 then the appropriate guidance sub-
level guidance sections, if any, could be
identified as P.2.1.1.i (where i ranges from 1 to
n).

To indicate that they are a guidance addition,
they could be set in a font whose height is not
more than 90 % of that of the recognized
identifier’'s font and a footnote with example
added in the introductory text. (using the
hypothetical P.2.1.1 example and presuming “n”
is 3, the subsections added in the guidance
would be identified as P.2.1.1.1, P.2.1.1.2, and
P.2.1.1.3.

i.C.

326

Revise as follows:

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

provided on a per unit basis. For liquid products

mount _of ompon 1d
] ]].] ] .S“‘..”

In general, this reviewer concurs with
the revision suggested but would, for
completeness, suggest the following:
“For gaseous products (e.g, anesthetic
gas mixtures), the amount ofe ach
component should be expressed in
volume per unit volume on a per liter
basis. Forliquid products (e.g., injection products
and oral liquids), the amount of each’ component”
should be expressed in weight per unit volume on a
per milliliter basis. For solid and semisolid
products (e.g., tablets, ointments and
suppositories) the amount of each
component should be expressed in
weight per unit mass on a per gram
basis.

.| The commenters provided no rationale.

For completeness and to ensure that the basis
requested for all types of drug products is
explicitly stated, this reviewer suggests adding
the additional text for gaseous, semisolid, and
solid products.

13
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Comment / Observation

Rationale / Justification

1l.c.

334

Revise as follows:

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

I Hlb H:VICWCI CUNLUrS.

The commenters provided no rationale.

I.c.

358

Table 1 Example Target Composmon
Statement

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

This reviewer disagrees, preferring
instead to suggest that a table note

“A” be added at the end of the title

as shown: Table |
Composition Statement A
That note should be placed just after

the end of the table and state: “A To
address  requirements in  other

Example Target

jurisdictions (e.g. Canada, EU, Japan

and China), the apphcant ‘may add

additional columns (e.g., one for’ the

formulated  percentage of ‘each
component in the drug-product unit). In
addition, separate tables should be
provided for each strength when it is
appropriate to do so0.”

Applicants may choose to add additional columns for example,
& composition for consistency with Canadian expectations. In
addition, separate tables may be provided for each formulation.

This reviewer thinks that rather than
introducing another column in this column that
is not needed by the Agency for its reviews
would ‘be counterproductive and overly
prescriptive.

By placing the suggested changes in a table
note placed as suggested, the commenters’
concerns are addressed without adding
significant additional complexity to the example
that some might feel compelled to include
though the Agency sees no need to request
such.

Because other jurisdictions do require such
additional information, the table note provides
the flexibility needed for “global consistency”
without unduly burdening US applicants.

Hi.C.
Example
Table

358-359

Please clarify that, if an official compendium
other than the USP or NF is also referenced in
the NDA/ANDA, such as the EP or JP, in order
to have a harmonized, global drug product, drug
substance, and/or excipients, changes to the
specifications and/or test methods on other
compendia can also be handled via an annual
report.

This reviewer cannot nor can the
FDA, bound by US statute, accept the
preceding request for clarification.

There is the possibility that the EP or JP change could require a
prior approval or CBE submission in the US if these additional
specifications and test methods are included in the NDA.

Given the reality that, by statute, the ONLY
official compendia are the USP, NF and the
Homeopathic Pharmacopeia of the United
States, no other compendium can be recognized
as official.

Therefore, a) the Agency correctly requests
such to be listed as “in-house” specifications
and tests; and b) the commenters have
correctly observed, if such ‘“in-house”

‘| specification or method is tied to the JP, JP-E, EP

(PhEur), BP or any other FDA-recognized source, a
change in the referenced compendium would
trigger the need of the NDA or ANDA holder to
file a CBE or, in rare cases, could require a prior
approval supplement.

However, if the applicant’s specification or
method is developed from such a source, but not
tied thereto, there would be no such need.

The preceding is true of methods or specs

" 14
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Wheo W et wdn o e DRI Y

Comment / Observatlon

Rationale / Jysﬁ!i&a_!lf?!? :

e

IIL.C(P.1)
V.B(P.3.2)

358 AND
769

D T SR - e
cell lose thl:

Replace‘ “Hydroxyprop§l ’ Mwmgl)
“Hypromellose.”

To comply with revised ofllci&l USP 2% game N f \ et

(P.2.1)

IVA.la

394

ey e e bl ¢ S 4 dok AR B

Revise to read as follows

oo 3501

“For example, if partrcle size is expected to
influence the bioavailability_dissolution rate
[note: consider including a statement regarding
Dose volume term> 250 ml (BC_S Category 2
and 4)], drug product testmg “should be
conducted to support the appropriateness of the
test and acceptance criteria for the drug substance
particle size distribution”

This reviewer not only dlsagrees w1th
adding the revision proposed but
would also propose the text be
revised to revised to read:

“For example, unless the apphcant has
established that particle size
distribution has no effect
bioavailability, drug-product umfo
and/or the stability of the active or
actives, drug product testing should be
conducted to support the appropriateness of
the test and acceptance criteria for the drug
substance particle size distribution.”

The commenters provided ng rationale.

This reviewer agrees that the effect on
bioavailability needs to  be considered,
especially for actives that have very low
solubility.

However, in addition to dissolution rate, the
effect of the particle size dlstrlbutlon on actlve
uniformity and stability must also be
considered.

The commenters revnsson does not do that.

In addition, the note, while instructive, Would
make the guidance document less flexible than
it should be — a) some may have other criteria
and b) future developments may indicate that
the criterion proposed is not valid.

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

1V.A.2

437

Sdsqiosdaivrofai

We suggest that, for clarlty, the term ﬁlnctwnal

excipient” should be defined in the Glossary See !

glossary comments for proposed deﬁmtlons

This reviewer disagrees.

Implicitly, “for c|ar|ty" Is “the” commenters‘
rationale.

Since all excipients in a formula serve some

' function, stating that the’ component is an

excipient in the formula also defines it as a
“functional excipient.” o

Therefore, there is no need to define the term
“functional excipient” because to do so in the
context of this guidance w0uld be equlvalent to
'| defining the term “exc1p|ent excipient.”

IV.A.2

437-445

Srha A it LTS BRER e &
Eliminate reference to US- recognxzef (o]
countries EU/JP

This reviewer cannot agree because
the FDA is charged with approving
drug applications for the United
States. and has " duty to

[ S ey

independently assess the safety of
any drug (by law any component ina

drug is a drug),” mcludmg any
excipient that it considers “novel.”

Btk i

Consideration should be ngen ’co é%pllng “the "use of
information on "food grade materials, when they are used in
the US for the first time jn an oral human drug product to limit
the scope of the ﬁlmg package rather than bemg compelled to
treat them in a similar way to a drug substance. The same point
also applies to Noncompendial-Noxi- ‘novel Excipients.

First, the commenters’ rationale contains
nothing whatsoever that thls gwewer can find
that addresses thegﬂr(proposal

Second, as observed, given the FDA's duty,
the draft is properly stated.

B
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Guidance
Line
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Comment / Observatlon

ER I A SCIPRF CT RV

Rationale / Justlflcatlon .

1V.A.2
Excipients
(P.2.1.2)

439457

AR e RS

We assume that | full CMC mformatlo
necessary for flavors or food addmves whxch are
not compendial.

This reviewer disagrees; full excipient
information should be provided for
flavors and food addttives used m
drug products.

" - NS 3R Tl SR L6 4
Clarification

Because flavors and food addltlves may be
harmful or adversely affect certain ‘portions of
the population, they should be handled as any
other non-compendial exmplent would be.

IV.A2
(P-2.1.2)

447-457

"'ﬂu& EE AR M(@. A‘W\ Xra
Noncompendlal Non-Novcl Exc1p1en€§ ¢

Define ‘non-novel,” e.g., used in EU, listed in
Inactive Ingredient Guide.

e U S

Definition needed for clanty

This reviewer agrees and recommends that the
term “novel excipient” be defined, as it is in the
text with an additional statement that, “Any
excipient thatisnota novel excnplent’ is'a ‘non-
novel excipient.””

We assert that it should be appropnate to
consider accepting agents defined in a
pharmacopeia other than ‘the U.S.P. as having
adequate data packages to support reduced
information in the filing.

This reviewer disagrees.

s at

The issue is not what should be the case but
rather what is the case.

Given the FDC Acts deflmtlon of “official
compendium” and the apphcable "CGMP
regulations’ clear Ianguage, the FDA, legally
bound by both, cannot do as the commenters
suggests. )

Moreover, that an item is listed in some
pharmacopeia does not ensure that a given'
supplier of that item manufactured, processed, .
packed, held, tested and released it under a

| GMP that ensures its safety’ ‘and fltness for use.

IV.A.2
(P.2.1.2)

468

Eliminate the vx;olj& “any” T

This reviewer disagrees and, to
ensure clarity of scope suggests that
Lines 470-472 be revised to read,
“Information should be provnded in th|s SECIIOI'I
of the application (P.2.1.2) when using any
excipient (e.g., docusate sodium, caffeme,
methionine), regardless of whether it i is
novel or not, or compendial orkgot
that has the potential to impart its own
pharmacological effect.

el fopgns

It implies that non- novel excxplents ‘are also mcludecI in flle
scope, which may be an unnecessary burden for apphcants

{Text relocated to the “Rationale” column “where it should

have been placed.}

To eliminate any ambiguity and to ensure that
all excipients that have the potential to impart
their own pharmacological effect are uniformly
addressed, this reviewer has proposed the
revised text.

Such information is important and should, if
requested, be furnished.

-
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IV.B.
(P2.2.1)

489

v Pt TR S AR
A brief summary descnbmg the rationale for tﬁe

development, of the drug product should be
provided. Adda footnote that the intentionisnot
to require a full development summary.

This reviewer does not agree with
either suggestion and recommends
that, except as indicated in following
reviewer recommendatlons the text
(Lines 487 through 489) should
remain as it is.

The P.2.2 section is not 1ntended to prowde a comprehenswe
‘developmental hlstory ofall work done during development,
only the rationale for the development of the dosage products
proposed in the application.

Contrary to the commenters’ assertions, the
intent of section P.2 and hence ’chat of sectlon
P.2.2 is as the FDA's draft “M 4” gundance
outlines.

Clearly more than a “rationale” is indicated;
equally clearly, based on the commenters
remarks alone, more than a ratlona!e" is

needed. - e e

Iv.B.
(P2.2.1)

490-493

Reviseavsfollo:ws:‘ L
“For modified ... ad-etailed description of the
release mechanism._For novel delivery systems a
development summary of the new mechanism
should be included.”

For the reasons presented in the
justnftcatlon this reviewer opposes
this revision,

This reviewer suggests the fol!owmg
change be considered:
“For modified .

delivery systems system, a development
summary of the mew mechanism should be
included.

) . a detailed descrlpnon of the 3
release mechamsm For nevet the proposed

'l development of all

The commenters provided no rationale. =~

First of all, the text that the reviewer proposes
to revise, “For modified release drug products, a detailed
description of the release mechanism (e.g., erodible matrix
system, barrier erosion, diffusion) and a summary of the
development of the release mechanism should be included,
should address both non- novel and novel
mechanisms. )

Second, to ensure that the applicant tku“ly
understands the mechanlsm it states is
“properly understood,” the descrlptton “of said
release mechanism shouid _be spelled out in
detail. \

Third, the Agency should consider changing
I the request to request a summary of the
release mechanisms
proposed by applicants, notjust ‘the novel ones,

‘| should be provided again to ensure that the

Agency understands the approach to its

Sn gt L e o SIS L S e

Sl %’?—"i{? ﬁz;*

develdprheht that the applicant actually used.
Wwﬂd %;n (R i
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IV.B.1

495-499

\ bloequwalence, and

EE N o S TN I Y

Revise as follows:
“The differences between clinical formulatxons
used_in pivotal studies and the proposed
formulation described in P.1 (i.e., composition
statement) should be dlscussed

This reviewer agrees that the wordlng
needs revision but would recomme{nd
that the sentence m questlo'ﬁw be
revised to read: |

“The differences between ehmeal ’the
formulations used in pivotal studles (chmcal
primary
stability) and the proposed formulation
described in P.1 (i.e., composition statement)
should be discussed.”

Any significant changes between the proposed
commercial formulation and those formulatlons
used in clinical efficacy, bloequlvalence and
primary stability batches (i.e. pivotal batches)
should be clearly described and the rationale for,
the changes provided.

This reviewer objects to the inclusign:

of the word “significant” here because

this injects an unneeded subjective
element into an otherwise objectlve
request.

Moreover, provided the preceding
sentence is revised as this reviewer
proposes, this would propose
changing this followifig sentence to
read, “Any changes between the proposed
commercial formulation and those formulatlons
used in the aforementlo ed plvotal
bathes should be clearly described and a
rationale prowded for the changes.”

R ———

We recommend adding “
formulations and clinical batches since dma‘ggifgpgnyearly clinical
studies may not be appropriate.

First, this reviewer agrees that the
formulations used in all pivotal studies should
be included and that bioequivalence studies
should be included because they are the pivotal
studies in most ANDA apphcatlons

However, this reviewer thinks it should be left
up to the assigned FDA review team fo
determinewh ich clinical batches it needs to
include here. ’

S S e s Un Ty (R Bl R

What is “significant” depends on the
subjective viewpoint of the person and, a priori,
the viewpoint of the applicant and that of the
Agency application reviewers is d|fferent ‘

Moreover, the dsfferen,ces? concernlng
“significance” can and do slow down the review
process T

For that reason, this reviewer knows it would
be better not to insert “significant” into the text
at this point.

Moreover, since it would be better to
introduce the terminology in the first sentence,
as the reviewer proposes to do, and then change
the second sentence in the manner shown.

IV.B.1

(P.2.2.1)

503-505

i St 47 st
Modify sentence two as foilows ‘EW ¥
appropriate, a summary of the development of
anin vitro/in vivo correlation .,

et

While this reviewer thmks that a
modifying clause is needed here thrs
reviewer proposes the followmg
alternative, “Unless no such studies
are conducted, a summary of the
development of an in vitro/in vivo correlation

No rationale was provided by the commenters.

The inclusion of a modifying clause is only
needed when no such studies were conducted.

Since there is no need in such cases For the
non-specific, “where appropnate " the prefacing
phrase, “Unless no ...,” is more appropriate and
should be used.

T ey 10 45T NORE ¢ 4
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IV.B.1
(P-22.1)

511.512

ks vt dfssicy

Appropriate data to support scormg should be
included in the submission.

This reviewer disagrees and fmds that
the text here should remain, “Data to
support  scoring should _ include content
uniformity and dissolution studies comparing
split versus whole tablet.}2”

The commenters provided no rationale.

The commenters’ alternative, by failing to
specify what data are appropriate, is at odds
with the FDA’s clear guidance on this issue.

In addition, since the commenters provided
no rationale for the change, and it is less clear
and not aligned with the FDA’s specific
guidance, this unidentified change should be
rejected.

1V.B.2
(P.2.2.2)

lLC.

529-539

-and-

341-343

{ form that is added in excess. of the label clai

perlod is not appropnate

VO\rer‘agés should only be listed in the baéch
formula and not in the composition statement.

This reviewer does not agree with the
commenters’ statement.

The draft text should be. retamed WIth
appropriate modlf:catlon to read
(Lines 531-539), “An overage is a fi xed
amount of the drug substance in the dosage'

Any overages included in the formul
described in P.I  should be
Information should be provuded on the:

(1) Amount of overage,

(2) Reason for overage (e.g., a) comply
with 21" CFR_211.101(a)), by
compensate for expected andd ocumented
manufacturing losses, and c) ensure
proper dose delivery [an amalgam of
post-release issues assoclated
with reconstitution; dellverabje
“doses” for non-solids and
gaseous or powder dispersions,
and stability], and/or reduce the
number of drug-product assay
determinations for, each batch
needed to ensure tha :
requirement set forth 21 CFﬁ
211.101(a) was met), and

(3) A scientifically sound justification
for the amount of the overage.

The overage should be included in the amount

of drug substance listed in the composition

statement (P.1) and the representative batch
formula (P.3.2). In'general, use of an overage
of a drug substance to compensate for
degradation during manufacture or a product’s
shelf life, or to extend the expiration datmg

Distinction should be made betweeri:‘ ‘O:Qeragegto cc:mpc;rwxsatew
for manufacturing losses, overage to compensate for
degradation, and “overfill” to ensure proper dose delivery.

Inclusion of the associated definitions in the glossary would be

useful. Manufacturing overages are utilized to achieve the
target amount reflected in the composition statement and the,
label, and therefore should not be reflected in the composition
statement. It is unclear how, and for what reason, an overfill

would be reflected in a composition statement. We suggest
removing the example of “ensure proper dose delivery” from

ti 15"} this section.
|ust|f ied.

First, the commenters’ first two remarks,

-} while laudable, do not address the i issue ralsed

The commenters’ third remark does bears on
the issue of reflecting overages in ‘the
composition statement (Lines 341-343).

However, the fact is that the overages listed
are the theoretical targets and, when the active
is not 100 % pure or a salt of solvate, must be

reflected in the amount of substance to add over
and above the theoretical amo )

The commenters’ last two remarks are ‘again
off the mark.

Based on the factual realities of the nature of
the drug substance vis-a-vis the actlve, the
overages appertaining thereto should be

answer to the “how” portxon of the commenters’ “It is
unclear how, and for what reason, an overfill would be reflected ina
composition statement” s in_a footnote. Moreover, this
reviewer knows that the example of “ensure proper dose
delivery” should also be retained as this reviewer's
proposed text clearly egplains.]
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Guidance

Section | % Comment / Observation Rationale / Justification
Iv.C 580-588 In many (or most) cases, a qualitative description | This section is an example of mformatlon considered excessive
(P.2.3) should be sufficient to describe significant | for conventional dosage forms

differences in the manufacturing equipment
rather than a table. The focus should be on
critical operating principles or design (SUPAC
classification of equipment). Ifbatches of product
used in pivotal clinical studies are bicequivalent to
commercial scale batches then there should be no
need to provide information 'concerning
equipment used to produce “clinical” batches of
drug product.

This reviewer disagrees, does not
understand why the commenters’
remarks focused on only one-forth of
the items requested in the table, and,
with the modifications suggested,
thinks that the text should simply be
revised to read, “A table should be
provided that compares: ‘

a) the equipment used to produce clinical
batches that support efficacy in an NDA
application and/or batches that
support bioequivalence in an ANDA
and the primary stability batches to:

b) the equipment proposed for production
batches.

The information should be presented in a way

that facilitates comparison of the processes and

the corresponding batch analyses information

(P.5.4). The table should identify (1) the

identity (e.g., batch number code) and use of

the batches produced using the specified
equipment (e.g., bioequivalence study batch #

585 [234), (2) the manufacturing site, (3) the

batch size, and (4) any significant equipment

differences (e.g., different design, operating
principle, size).

Factually, tabular data is easier to review than
uncollated text passages.

Where the applicants places the focus (by the
way they structure the tables is up to them -
they can place the differences they think are
critical at the front of the tablular data
requested.

With respect to the commenters’ last
comment: Since few submit testing on a
sufficient number of batch representative units
from any batch much less from a commercial
one where the results from upwards of 300
representative units are needed to characterize
the batch in most cases, the commenters’
assertions about batch equwalence are, at best,
wishful thinking.

The commenters’ rationale, “This section is an
example of information considered excessive for conventional
dosage forms,” is an unsubstantiated statement
that does not address which information is
excessive, why it is it excessive, or even what are
the commenters’ “conventional dosage forms.”

Thus, regardless of the apparent differences or
lack thereof, the applicant should submit a table
that compares the equipment used in the key
submission batches specified to the equipment
proposed for the production batches.

Notwithstanding the permissions conveyed by
SUPAC, the applicant bears the burden of
proving what they are proposing to do is similar
enough to what has been done to ensure that
there is little or no risk of significant drug-
product uniformity changes between the
equipment and scale that has been used and the
equipment and scale that the applicant
proposes to use for full-scale production.
[Note: This reviewer (having some experience with
formulations ranging in scale from 0.75 cu. t.[0. 02
cu. m] to 175 cu. ft. [5 cu. m])hw
situations where a firm a) failed to recognize the
negative impacts of scale on materials and b) found
that simply scaling up the production process, while
“permitted by SUPAC,” produced drug-product
batches that failed to meet the drug product’s in-
process and/or release specification even when the
testmg of a few samples mdlcated that they d|d ]

Ty
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Section

Guidance
Line

Comment / Observation

Rationale / Justification

IV.D.
(P-2.4)

589 (entire
section)

596

D. Container Closure System (P.'2.4)

This section could be written more clearly.
Perhaps simply reference applicable guidance
already in existence.

This reviewer agrees with the
commenters’ first remark, butis at a
loss when it comes to the second
since a boxed reference to current
FDA guidance is contained at the end
of the section (Line 619).

Clarity’

The section in question does provide a
reference to the “applicable reference guidance already in
existence,” ’

The guidance provides that reference in a text
box as it consistently does throughout the
document ~perhaps this was overlooked..

A brief description of the container closure
system listed in P.7 should be provided. Any
special storage and transportation container
closure systems that may be nééessary for
proteins or other env1ronmenta11y sensmve drug
products should also be provxded

If the suggested text is solely to
replace the text in Lines 596 and
597, “A brief description of the container
closure systems listed in P.7 and the container
closure system wused for storage and
transportation of protein drug products should
be provided,” this reviewer supports it.
However, if it is intended to replace
more than that one sentence, the
reviewer does not agree.

Since no separate “rationale” is provided, this
reviewer will presume that it is “clarity.

However, by only’ referencmg the beginning
line number (“596") it is unclear what the scope
of the proposed change truly is.

This reviewer would suggest that, in the

future, the commenters should include the line ]

range whenever the proposal to change text
addresses text that extends beyond one line.

IV.D.

598

This guidance should consider topics covered in
the Guidance for Industry, container closure
Systems for packaging Human Drugs and
Biologics (May 1999) that are pertinent to the
specific drug.

Lacking any specifics as to what
specific topics the commenters
meant, this reviewer cannot evaluate
the value, if any, of what the
commenters have said.

Specifics including DEHP labeling requirements are better
placed in the guidance Container Clostire Systems for Packaging
Human Drugs and Biologics (May 1999)

Given the non-specificity of the comment and
the obtuseness of the rationale, this reviewer
cannot evaluate the value of the statements
made and must therefore discount them.

V.A
(P3.0)

689, 696,
710-713
and
footnote 19

CFN and FEI numbers, U.S. agent, and the name
and phone number (fax, email etc) of a contact
person for PAI are administrative information
already provided on the Form 356h. They do not
need to be included in the CTD section P.3.1
Manufacturer(s). This is not consistent with the
spirit of global harmonization.

This reviewer disagrees.

No supporting rationale provided other than'the
“already elsewhere” and the “ajd miseri cardium
refrain, “not consistent with " the _spirit of global
harmonization” in the comment.

For obvious reasons (of which this reviewer is
certain the commenters are well aware) this
request is appropriate for the purposes intended
- to speed PAI inspection prep, scheduling and
execution — a goal the commenters claims to

support.
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Guidance

Comment / Observation

Section |\ Rationale / Justification
V.A. 692 It is not clear why building nuri‘:nBé;rsyére being | No supporting rationale was provided.
*®.3.1) requested.

This reviewer disagrees As a some times aqditpr of multi-{fackility
foreign campuses, knowing the layout of such
multi-facility campuses is invaluable in
scheduling a time-efficient audit that minimizes
inter-building time losses.

Perhaps knowing this, the commenters will no
longer question the inclusion of this text, but
} instead support it. o A
V.A. 710-713 We strongly suggest that these lines be removed: | This is not relevant to the scientific content of the application.
Mfg. vt —“Fas May need to be reconsidered with the FDA quality initiative.
(®.3.1)

This reviewer rejects the commenters’
remarks because they are at odds
with one simple reality — UNTIL a
sponsor KNOWS (not thmks or
believes but, by on-s:te, second-
party or third-party audit using

competent CGMP-knowledgeable
auditors, knows) that all referenced
suites are truly ready for inspection,
the sponsor should NOT file that
application.

The commenters’ comment and rationale
ignore several realities.

The date of filing of an application is
completely and totally within the applicants’
control - if not ready for any facet of the review
of their application, they should not file it.

Second, if an sponsor commits to a dateon a
356h, then given the FDA’s policies, it is illegal
for a firm to submit the CMC section of an NDA
or ANDA filing before that date unless that
facility is truly ready for inspection (to do so
would be to make a false statement to an FDA
official acting on behalf of the United States).

Third, the commenters’ rémarks concerning
their “understanding " and “willingness to discuss ...”
do not bear on the issue of readiness at filing.

Moreover, the commenters’ next remark
overlooks the reality that an applicant is
permitted to file the CMC section of an
application 90 to 120 days before the filing date
for the rest of the application (21 CFR

314.50(d)(1)(iYLXIV)) so if the CMC section
were so filed, today's science- and systems-
based |SO-guided FDA inspectorate (committed
o scheduling mspec’nons based on the date that
the CMC section is™ filed) ™ ‘Could” well " be
requesting PAl inspections prior to the
applicant’s decision to file the rest of the
application (the application’s official filing date).

Next, since the commenters agree to be ready
for inspection for manufacturing supplements
and priority applications, they should get with
the program and be ready when they file.

If all were ready at filing, then the countless
FTEs the Agency wastes every year contacting
unready sites would be available for constructive

use.
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Section

Guidance
Line

Comment / Observation

Ratnonale / J ustlflcatlon

V.A.
(P.3.2)

719, 750-
761,Table
2

Reference to quality standards is already required
in P.4. It should be optional in P.3.2 Batch
Formula.

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

In  addition, the commenters’
comment is again at odds with the
industry’s stated goal of expediting
the review process.

If the quahty standards are prov1de& foh regard to contmulty
within the apphcatlon and the apphcant s control processes, this
information may be necessary. Optional reference to quahty‘
standards is particularly important because it reduces the
requirements for customization for individual regions.

Because different reviewers may be assigned
to review different parts of the CMC to speed the
process, it makes sense to again provide the

“reference standards” infarmation. - if the
industry truly wants an expednted review process
any valid “PERT" review of the appllcahon review
process will clearly find that Feviewing certain
sections of the CMC section in parallel is: a)
much more elapsed-time efficient, b) a better
utilization of resources and ¢), if properly done,
can improve review morale by better aligning the
talents and special interests of the review staff
with the tasks assigned (for example, the clerical
staff can be assigned to check for the presence
of every section and flag every apparent
discrepancy without having to Understand what
they are checking and, thus, reduce the
boredom factor for those whose principal job is
to evaluate the correctness and lmport of the
content).

[Note: When this reviewer directed laboratory
operations, he found that giving the staff what they
requested to help them do their job improved
productivity ~ he finds it odd indeed that the industry
would resist giving the Agehcy what little this
guidance asks for from the sea of information
generated in support of an application. This
productivity improvement was the case because the
staff knew exactly what they needed much better than
this reviewer did or could because they did the job
every day.]

V.A.
(P.3.2)

720

Replace “intended validation batch sizes” with
“intended commercial batch sizes”

This reviewer agrees,

For processes with multiple unit operations that are
subsequently combined, i.e., combination of multiple
granulations by subsequent blending or combination of coating
pan operations, the validation scale may not necessarily be the
same as the intended commercial scale.

The commenters’ detailed, clear rationale
seems valid.

However, this reviewer ‘would recommend

adding a footnote that clearly states the size and
number of validation batches [subject to the
constraint: the number of validation batches must
collectively be sufficient to produce NOT LESS THAN
three (3) intended commercial-scale batches unless
a written waiver is obtained fo the FDA’s “NLT 3

valla'atlon batches r pollcy]
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Section | Comment/Observatlon | Rationale / Justification

V. Mfg. | 759-761 Replace the word actual” We suggest that “Actual specification” is open to interpretation.

P. fe 1 lity standards be made optional a . ‘- T

(7:3) f;:i:;;znzg?r: Sy4$1a n\;;einger::ngfha?;l;; While, the deflmtlon of “actual specification

A is not expecting to see company docurments in this m:ai/“be unclear to the commenter, it is crystal

(P3.1) section. Summarization of standards however, | CI€aT 10 this reviewer. o o,
would be consistent with what is currently If the objection is based on interpretation,

B. provided to the European agencies. | then this reviewer would recommend that the

(P-3.2) term be added to the Glossary and defined as

) This reviewer disagrees, given the follows:

Refer- reality that the rest of the coznmen’g “Actual specification: The specification that the

ences to does not apply to the “actual]applicant actually uses for the drug substanceo r

Quality specification” issue, now understands | component for a given analytical test or examination.

Stds the importance of this request, and | For example, the compendial specification for the pH

recommends that the test be placed
m a separate bullet as follows:

» Specifications

The applicant specific numeric code (e.g.,
SPEC 101.2b) of the specification used to
evaluate the quality of the component should
not be listed in the composition statement.

The actual specification used for the drug
substance should be provided in $.4.1. For
the excipients, the actual specification should
be provided in P.4.l or P.4.6 and A.3 as

| applicant’s actual pH specification for that ingredient

appropriate.”

of an ingredient might be ‘4.0 to 7.2, but the

is ‘4.3106.9."”

The commenters’ second comment has little
to nothing to do with the isstie of specifications.

The commenters’ third comment addresses
the sentence before the test in question.

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

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

Section | Comment / Observation | Rationale / Justification
V.C.1 782-796 The flow diagram and description of the | No rationale was provided.
(P.3.3) manufacturing process should not include steps

that are considered to be general GMP' . . ‘ .
| manufacturing from incoming, through in-

‘| process, to release and distribution, the flow

This reviewer disagrees and notes
that ifthe comment were iaken iit‘eraiiy,w
the flow diagram and description of

the process would. contam no L
‘ .} should not be approved by the Agency as the

requirements, i.e., weighing of materials.

information.

Based on the reality of the need to
cover all CGMP-regulated areas, the

ot tdivn et 1o b it e st e b
it Operations
FUULHIIC TTianiulatuianing ui 1 \ Covered are addressed both

'1210.3(b)(12) and in the headings in 21 CFR

addressed by CGMP start with:

a) receipt of components;

b) sampling of components;

c) testing of components, ~ =

the passing components

| @) controlled issuance of a batch for *

manufacture (batch scheduling) .
f) allocation of the released
components assigned to the
scheduled batch;
g) start of production of a batch;
h) in-process control of the first
phase of manufacture by
1) charging the assigned
components into the assigned
vessel;
2) performing the processing
required
3) as the processing step is being
conducted (or at the end)
taking batch representative
samples
i) - k) testing and/or examination,
and release of the output of
first phase in the manufacture
of a batch to the next phase;

and end with unit operations:

ia) — ic) examination or testing of
the drug product samples,
results generation and review
and release of the batch
and

hld) transfer of the releasedv drug ‘

product batch from
manufacturing to warehousing
and/or dlstrlbutlon N

Since CGMP covers all aspects of

diagram needs to be expanded and, not as the
comiment indicates, contracted.

Whereas a) the CMC section of an application
must be CGMP compliant’ or the application

Agency would be approving the manufacture of
adulterated drugs (21 U.S.C. 351(aX2)(B) and
21 CFR 210.1) and b) the general areas to be
in 21 CFR

211, any CGMP compliant flow diagram must

| address all CGMP-controlled areas including

| weighing (e.g., 2I

d) results evaluation and release Of .. components) as a controlled unit- -operation (e.g.,

CFR 211.101 Chargein of
21 CFR 211.101(b)) within the whole of CGMP-
compliant generation and release of a CGMP-
compliant drug product.

Moreover, the requested diagram (which may

-] be composed of a series of “sub” diagrams) and
| description of the manufacturing process should
- address  all
- operations.

regulated manufacturing unit

Since that is the case, all CGMP-regulated unit

| operations should be appropriately included in

said diagram or set of “sub” diagrams.




Guidance

Section

Line

Comment / Observation

Rationale / Justificationy

v.C.

784

Revise as follows:

“A flow diagram should be provxded glvmg the
steps of the process

This reviewer disagrees with the
revisions proposed and suggests the
following (Lines 784 ~ 797),

“A flow diagram should be provided giving the
steps of the process and showmg where
materials enter and exit the process. The
entire manufacturing process should be
depicted (e.g., weighing receiving of
incoming components through finished
product release to released drug product
holding and distribution).” “The flow
diagram can be supplemented with information’
presented in tabular form, if approprlate The
flow diagram should include:

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

o the material or
processed

e the point in the step where the

materials being’

exits the step, the point where
the material exits the step”

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

® the type of equipment used (equipment’
model number is not needed)

-} Clarifies what should be included in the flow diagram.

Factually, the changes proposed CHANGE

* 1 what the commenter(s) think should be included

in the flow diagram just as the last comment
attempted to do.

ln addition, the text parégraph beginning at
states, “A flow diagram should be provided giving the
steps of the process and showing where materials enter the
process. The entire manufacturing process should be
depicted (e.g., weighing of components through finished
product release). The flow diagram can be supplemented
with information presented in tabular form, if appropriate.
The flow diagram should include:

® 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

® the material being processed

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

o the type of equipment used (equlpment model number is
not needed)”

The modifications proposed limit the scope of
the manufacturing process to only those steps
that the commenter(s) deem to be appropriate
to include even though CGMP requires complete
coverage of every regulated step.

The process diagram should cover the

] process as CGMP defines it and neither as the
i FDA nor the commenters commenting here.
material enters the step and, if it .

(See Row “782-797.”)

For all of the preceding reasons, the revisions
proposed by the commenter(s) should be
rejected and those proposed by this reviewer
implemented to align the scopeé of the guidance
language with the scope required by CGMP.

v.C.

787

Revise as follows:

“The section of the flow diagram w _lns:h_dciall&ﬂ)e
ggm;].mmuﬁaﬁunngor_cgmp_oundmg hould
This reviewer dlsagrees and proposes

(see Row 784) to leave that senténce
unchanged.

Clarifies in what section of the diagram this information should”
be included.

Under the guise of “clarification,” the
commenter(s) remarks again attempt to change
and limit the text in a manner that reduces its
scope to exclude much of what CGMP requires
to be covered. '
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concerning critical steps.

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

For critical steps an operating range and an
outcome has been demonstrated outside whicha
batch cannot continue.

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

the commentary.

A ReVIEW oF FORMAL COMMENTS To PuBLIC DockeT 02D-
Section Sl"nl Sance Comment / Observation Rationale / Justification
Vv.C. 790 We propose that FDA consider the following | No rationale was provided. -

Factually, the commenters’ first statement is
not correct. o

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

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

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

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

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

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

By statute (Federal Food, Drug, and Cosmetic
Act as amended [21 U.S.C. Title 9]) and by
legally binding regulation’ (21 CFR 210.1),
critical means “required to be controlled in a
manner that compl/es with, or pertaining to any
requirement specified in, the drug CGMP as set forth
in 21 CFR Parts 210through 226.”

This is the case, because, as 21 CFR 210.1
states (emphasis added):

“(a) The regulations set forth in this part and in parts 21 | through
226 of this chapter contain the minimum current good
manufacturing practice for methods to be used in, and the
facilities or controls to be used for, the manufacture, processing,
packing, or holding of a drug to assure that such drug meets the
ggu:rements of the act as to safety,’ and has the jdentity and
strength and meets the quality and purity characteristics that it
purports or is represented to possess.

(b) The failure to com ply with any eg_l_xlaug set forth in this part
and in parts 211 through 226 of this chapter in the
manufacture, processing, packing, or holding of a drug shall
render such drug to be adulterated Undersectoon 501 (a)(2)(B) of
the act and such drug, as well as the ge_r;gg_ n who is w

for the failure to comply.s hall be subject to regulatory action’
failure to meet any of the minimums

established adulterates the drug and subjects
the person responsible to criminal regulatory
actlon ,
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from previous

page)

discounted.

A step is NOT critical if it can be adjusted,

and/or stopped for ad)ustment based on results
of in-process tésting without any implication on
the quality of the part processed material or
finished product.

By definition, the commenters thlrd
concernmg critical steps statement IS not
valid.

A critical step is not associated with a
business/producer  risk; Eritieal—steps—in
frctus cenll ;

This reviewer disagrees with the
preceding because it is patently false.

they are company defined.

This reviewer dlsagrees

Based on the justlflcatlons provided,
the preceding commentary should be

Section Si:::gance Comment / Observation Rationale / Justification
v.C. 790 (Comment/Observation, Continued) (Reviewer’s justification, Continued)
(Cont.) {Continued )

Therefore, anything required by 21 CFR Parts 210
through 226 is obviously “critical” to those that
manufacture drugs.

Any entity that falls outside of the clear
requirements set forth in 21 CFR 210 through 21 CFR
226 or any thing that is above the minimums
established therein is, therefore, a “non-critical
entity (e.g., test, step, phase, control).”

Contrary to the commentary provided, almost
all critical steps havea rlpar business /nrnducer
risk assocrated with them.

This is the case because”

1. The scientifically sound and appropriate
setting of the limits on all specifications
requires the use of statistics.
The statistics used are based on the those
that have variable risk and confidence levels
that, in today’s world, the applicant is
allowed, within limits, to arbitrarily set
(typically, for variable tests, if sufficient
batch-representative samples are tested, the
risk levels are set soméwhere in the range
from 1 % to >10 % and the confidence levels
chosen are “90 %" or "95 %" the risk and
confidence levels. [Note When non-batch-
representative samples are tested or too few
batch-representative samples are tested as some
seem to do without establishing the scientific
soundness of the choices they make (for: a)
representativeness for the distribution of the samples
sampled; b) the number of samples tested, and/or ¢)
the validity of the specifications established for testing a
few units vis-a-vis the post-release lifetime expectations
imposed on all in-commerce articles by the FDA (for
NDAs) and/or the USP (for ANDAs) the real risk levels
are generally difficult to estimate but, based on
distribution-free statistics and the small number
of discrete samples tested in-process and at
release, the confidence levels are less than 25 %]
3. Moreover, the decision model typically used
is based on an estimate of the producer’s
risk (that an “accépted batch will
subsequently be found to fail).

2.

The critical entities are defined by CGMP; the

«| company only defines the nature of the steps

and establishes controls and specifications it
proposes to use as required by CGMP.
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Section

Guidance
Line

Comment / Observatibn

| Rationale / Justification

v.C.1

790-796

A more precise definition of a noncontinuous
process is needed,

This reviewer does not agree with the
preceding remark and recommends
that the “noncontinuous” be replaced
with the “discontinuous,” which,
unlike noncontinuous appears in the
dictionary and its definition fits the
type of process being addressed.

In-process material that is held must be validated
for a time period in excess of the designated “hold
time” in the appropriate container/closure
system. h '

This reviewer can agrees with this
comment if, by “appropriate,” the
commenters mean “predefined.”

With all of the preceding in mind, this
reviewer suggests that Lmes 790 -
793 be revised to: ( \
e cach  manufacturing  step with
identification of the critical steps and any
manufacturing step where, once the step is
completed, the material m|ght be held for
an extended period of time (i, 3
discontinuous process) before the next
processing step is performed

No rationale was prov:ded

Given that CGMP requirés the holding of in-
process batches (21 CFR 211.110(c) In-process
materials shall be tested for identity, strength, quality, and
purity as appropriate, and approved or rejected by the
quality control unit, during the production process, e.g., at
commencement or completion of significant phases or affer
storage for long periods. [emphasis added) until
approved for further processing by the quality
control unit (QCU), most processes are non-
continuous. ’

What seems to be meant is, therefore, “might
be held an extended penod of time prior to the
next step.”

Thus, the word “noncontinuous” should be
replaced with the word “discontinuous.”

v.C.1

796

Type of equipment used should be replaéedA;&dfﬂ
operating principles and design as defined in
SUPAC Equipment.

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

Instead of replacing the text, the text

should be revised as follows:

o the type of equipment used (equipment
model number is not needed) and its
operating principles and design (as
per the current official SUPAC
Equipment section)”

No rationale was provided
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Section

Line

Guidance -

Comment / Observation
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Rationale / Justification

v.C.2

809

| Eliminate the need to prowde workmg capacxty of

the equipment,

This reviewer disagrees and would
suggest augmenting the text to
provide all of the information needed
to judge the importance of materlal
scale factors as follows:
“Equipment should, at least, be identified by
type (e.g., tumble blender, in line homogemzer)
and, where relevant, working capacity
(volumetrlc and mass). For tumble
blenders and other equipment where
working volume is relevant, the
percentage of the working volume
and that of the weight at the start of
each step as well as at the end of
each step using that eqt.upment "

We do not believe there are situations when working capacity
would be relevant.

Having worked with blenders with volumetric
working capacities of from 0.02 to 5 m?, this
reviewer knows that working capacity is relevant
and that, in addition, the percentage of the
working volume used at the start of any
operation and that found at the end as well as
the starting mass (weight) and the weight at the
end of the step are all relevant factors.

Moreover, contrary to the flexibility permitted
by SUPAC in setting batch size, the practical
reality for blenders is that they have fairly
narrow effective working ranges. For example,
the effective working ranges for tumble blenders
are, in almost all cases, close to the 50 % of the
blender’s nameplate working capacity.

v.C.2

824

Add the following sentefice ‘at the begmmng of
the paragraph:

“If ruminant derived materials are used or
manipulated in the same manufacturing
equipment as the new product, a statement
should be provided regarding control measures
(such as sourcing, manuficturing processing
conditions, and the nature of the tissues) used to
minimize the risk of TSE.

This reviewer thinks the commenters’

suggestion is a good one but would
suggest rewsmg the wordmg shghtly
as follows, “...should be prcwded regardmg
the control measures (such as sourcing,
manufacturing processing conditions, and the
nature of the tissues) used to minimize the risk of

TSE contamination.

Provides for explanation of exception.

The modifications suggested: a) improve the
grammatical correctness and b) correct the “risk
of” statement to reflect the risk being controlled,
“TSE contamination.”
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Section E‘::ance Comment / Observation | Rationale / Justification
V.C.2 832-882 The guidance attempts to establish the policy that Defining all in-process material tests as critical process controls

all in-process tests are critical in-process tests.”

We strongly disagree that all in-process tests are
critical in-process tests. We propose that the
policy discussion proceed inan approprlate forum
in order not to interfere with the timeline for
completion of the document defining the content
and format of the CTD. This definition cannot be
incorporated as a requirement until it has been
suitably addressed.

This  reviewer  disagrees (see
reviewer's response to commenters’.
General Observation 1) and the
justification provided here.

and leading to an accept/ reject decision is too restrictive. Some
in-process material tests may be used to make manufactunng
process ad]ustments not to make a decision to accept or reject
the material or drug product. For example, an in-process LOD
test may be performed for the manufacture of a drug substance,
and the next step is determined on the LOD test result.
Inclusion of all process tests (line 850, 867) is excessive and
unnecessary.

The comment section objects to the reality
that, under CGMP, if a test or examination is
“non-critical,” then that test is a test that is not
conducted routinely.

The commenters’ rationale is illogical and the
examples support the criticality of the test under

| CGMP - for example, at some point the LOD

meets the criteria established for the drug
substance and the material is accepted; until
the LOD is acceptable, the material is “rejected”
and drying continued

The preceding is the case because it is
process critical that the drug substance be dried
until it is within the specification established or
the drug substance must be kept (rejected) from
being transferred from the current step into the
next.

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

It too is critical because a) it must be adjusted
and b) the adjustment must be to within some
predetermined range before processing can
continue.

In the solution example, if the pH is not
critical,t he process will not have an in-process
control (pH adjustment) and a check of the pH
for informational and trending purposes would
be an example of a non-critical test, unless it is
a control required to be done on every batch for
some other purpose (or it is a PQIT, if only done
periodically).

Therefore, contrary to the commenters’
argument, all in-process controls and
examinations for which there are established
criteria for acceptance that the material or drug
product must meet before it can proceed to the
next phase are critical (CGMP-compliance
mandated) process controls and these should be

treated as such.

31




A REVIEW or FORMAL Co

aﬂn@h:‘

MMENTS To PUBLIC D¢

Section

Line #

Comment / nge,rmétipn

'| Rationale / Justification

v.C.2

843

We recommend including examples of process
tests

This reviewer does not object to this,

and would suggest that clear

examples are needed that cannot also

be confused with or,” in some

circumstances also be an in- -process

test.

The followmg three clear examples

come to mind:

1. Monitoring of the cleanliness of a
vessel after cleaning has been

compieted to insure that it is clean"

enough for use in the production
of another batch of material. ,

2. The clearance test for a packaging
line to insure that all items from
the previous packaging operation
before allowing the next batch to
be packaged to be brought from
its staging area onto the line for
the start of packaging.

3. The acceptance testing for an
incoming component. :

To help distinguish process tests from ih-process tests.

The fundamental difference between in-
process and process tests are that the former
are conducted during the processing step and
the later are conducted before or after a process
step (phase) has been completed.

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

To aid in understanding what is critical with
respect to in-process (and process) testing (and
examination), this reviewer suggests that the
commenters carefully read all of 21 CFR
211.110 starting with the title “Sampling and testing
of in-process materials and drug products” until they
truly understand this section

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

Finally, they should carefully read 21 CFR 211
Subpart | as if its title, Laboratory Controls, were
simply, “Controls.”

v.C.2

849-852

Revise to read as follows: -

“Steps in the process should have the appropnate
controls identified. Associated numeric va]ues
can be presented as an expected range. All
critical process controls should be included in the
description of the manufacturing process (MPR or
narrative).

This reviewer disagrees; the text
should not be changed to omit “, or
otherwise,” (non-critical and PQIT
process controls). \
The text should remain:

“Steps in the process should have' the
appropriate process controls identified.
Associated numeric values can be presented as
an expected range. All process controls, critical
or otherwise, should be included in the
description of the manufacturing process (MPR
or narrative).”

“All process controls” are considered: too inclusive. Frequently
theteare processing controls that have no effect on the quality
attributes of the product. These may be in place to monitor
process yields or efficiencies. They may be added or deleted
during routine production and should not require regulatory
action to change.

If a test or examination control, in-process or
otherwise or manual, semi-automated, or fully
automated, is required to be conducted during
the production of each batch and it is required
to meet some quantitative range or limit or
some qualitative state, then that control falls
under CGMP and it should be included in the
description of the process.

These include yield and yield % (21 CFR
211.103). [Collectively, the critical in-process
and process “each batch” controls for the
process.] [Note: Provided they are based on sound
statistical science, a firm may establish and submit a
hierarchical control plan (that spells out the conditions
and controls for the switching among contingent
levels of inspection (sampling and testing) to
minimize the need for regulatory action.]

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

32

controls need to reported.
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Section

Line

Comment / Observation

| Rationale / Justification

V.C.2

852

Add the following after the }aeriod:

“Process steps and associated contrals specified in
the narrative that may have a major or moderate
on the quality of the drug product are classified as
critical.  Other process steps and controls
specified in the narrative are decmed to have
minor or no 1mpact to product quallty

This reviewer cannot agree with the
addition proposed because it wolates
several CGMP requirements. ’

Changes to process control parameters would be
submitted according to the Changes to an
Approved NDA or ANDA (November 1999) or
Comparability Protocols (February  2003)
guidances.” ‘

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

Provides clarification to industry on definition of critical vs.
non-critical parameters and gives guidance on approaches to
evaluate change at time of authoring original submission.

The CGMP requirements define what is
critical and the Agency should refrain from
proposing guidance that is at odds with CGMP
because a) they have no legal authority to do so
and b) proposing guidance that is at odds with
the clear requirements of any CGMP regulation
is a subversion of the regulatory process.

The guidance is supposed to address all of the
issues associated with preparing and filing the
CMC section of an application.

The text addition proposed by the
commenters has no bearlng on the topic of the
guidance.

Moreover, the second gwdance cited
(Comparability Protocols [February 2003])
exists only in draft and, as such, should not be
cited in any other guldance because |t may
never become final.’

V.C.2

867-875

Revise to read as follows:

“All critical process control and cntlcal 1n-process
material tests (as defined above) should be
specifically identified in the flow diagram and in
the description of the manufacturing process m
this section of the application (P.3.3) and in
P.3.4. A summary of where information on drug
product quality control should be located in
applications submitted in CTD-Q format is
provided in Figure 1.”

This reviewer disagrees; the draft text
should be slightly modified
(highlighting the changes): "All in-process
material tests and any of the operating
parameters, environmental conditions, and
process tests that ensure each critical
manufacturing step is properly controlled
should be specifically identified as critical in the
flow diagram and in the description of the
manufacturing process in this section of the
application (P.3.3)and in P.3.4. All in-process
material tests are considered critical process
controls by definition because they directly
assess the quality attributes of an in- -process
material and ultimately lead to a decision to
accept or reject the in-process material or drug
product. A summary (of where the
information on drug product quality controls
should be located in applications submitted in

No rationale was prowded.i

First, the changes are at odds with CGMP.

Second, the changes omit non-critical in-
process controls, operating parameters,
environmental conditions, process tests and the
key phrase “that ensure each critical
manufacturing step is properly controlled.”

Omits the working consideration of all in-
process material tests as critical process
controls by definition.

On the positive side, the change from “... in the
flow diagram and description ..." to “... in the flow
diagram and in the descriptiori ...” improves the
readability and the grammatical correctness of
the text. )

The reviewer’s proposed_change to place the
text, “of where information on drug product quality
controls should be located in applications submitted in CTD-
Q format,” in parenthesis, “()” and insert “the”
before “information” are proposed to increase text
readability.

CTD Q format) is provxded in Flgure 1.
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Guidance™

Comment / Observation

Section | % 0 “| Rationale / Justification
V.C.3 887-912 | Although narrative deﬁniﬁ(y)ns‘ are” gmiAve,He’fory Clarity
reprocessing and reworking, the glossary should
contain definitions of these terms
This reviewer agrees that these ,terms,j Properly, the justification should be “for
should be included in the Glossary. | consistency.”
v.D 920-930 We suggest addmgaprovxsxon here for apphcants No rationale was provided.
(P.3.4) to include a justification, for providing interim’

acceptance criteria for in- process controls.

Whileth is reviewer knows that the
current Ianguage effectively “all .
acceptance criteria,” encompasses aH

subcategories, this reviewer wouIc_L

propose the following additions if and
only if the Agency thinks that the
commenters’ concerns should ~ be
addressed

Since text covers all acceptance criteria, there
is no need to include any subclass thereof.

However, to address the commenters’
concerns, the text could be modlfled to address
the less than common subclass “interim
acceptance criteria” could be addressed by
adding a modifying phrase, “including interim
acceptance criteria.”

For completeness,

the other less than

1 common subclass “hierarchical inspection and

In this section of the application, all critical
process controls (see section V.C.2} and their
associated numeric ranges, limits, or
acceptance criteria, including interim
acceptance criteria and hierarchical
inspection and acceptance criteria
schemes, should be identified and justified
and a brief description of the test provided.
Any experimental data to support the
justification should be included in this section
(P.3.4) as well. For critical operating
parameters and environmental controls,
numeric ranges, limits, or acceptahce criteria
typically can be based on the experience gamed
during the development of the manufacturmg
process.  (See section V. £ for ‘possible
exceptions when process validation information
is warranted.) Critical process control values
from relevant batches (i.e., those for which
batch analyses have been provided in P.5.4)
should be provided as part of the ]ustlf cation.
Additional information should be provnded in
this section (P.3.4) under  the following
circumstances.” .

acceptance criteria” should also be included.




Guidance

Section | /L Comment / Observation | Rationale / Justification

L rak -3
vV.D 927 Remove the parenthetical material beginnirrig at; Relevant batches to establish critical process controls do not
(P.3.4) the end of this line. | ordinary equate to all batches listed in 5.4, only a limited pool

This reviewer disagrees for
reasons stated.

the

'} from P.5.4 would be used to establish critical process control

values.

What is being requested is for the applicant to

- -} share the critical process contro! values found

from the batches cited as a justification for

.| those control criteria chosen. .

This is being requested to facilitate the

| application reviewers’ ascertaining the degree
| that the criteria established are scientifically
/| sound and appropriate.

The commenters’ rationale confuses “using
relevant batches to _establish acceptance
criteria” with, what is requested here, “providing
historical acceptance-related data to support the

-} application’s justification of the acceptance

‘ rlterl Qroposeg_y’the pphcan
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Guidance

Section |’ Comment / Observation , Rationale / Justification
V.D 947-950 The new guidance states: . "‘when the ézime* A specification limit depends on the:precisioﬁ associated with
(P.3.4) analytical procedure is used for both the in- | the reported test result.

process and the finished product test, the’
acceptance criterion for the in-process test should’ ¥
be identical or tighter than the ‘accep{ancé;
criterion in the finished product specification.”

We recommend that this section be reworded as
follows; “when the same analytical procedure is
used for both the in-process sand the finished
product test, the in-process test should be held to
a tighter standard in the sense that the probability
of acceptance of the finished product test is at’
least as great as that for the in- process test for.
true levels of the measured characteristic “that,
bear on the quality of the drug product.”

This reviewer disagrees with the
commenters’ proposed changers as
they effectively say nothing, but does
agree that the text should” be
modified to make it agree with reallty
as follows:

“When the same analytical procedure is used
for both the in-process test and the finished
product test, the acceptance criterion
for each scientifically sound batch-
representative-sample-based in-
process test should be approprlately
tighter than the acceptance criterion in the
finished product batch-acceptance specification
unless the process steps subsequent
to said in-process test cannot
adversely affect the uniformity of the
finished product. In such cases, the
acceptance criterion for the in-
process test can be identical to the
acceptance ctiterion for the finished
product specification “when the
subsequent steps do not affect batch,
uniformity. When subsequent’ in-
process steps are known to improve
batch uniformity, the acceptance
criterion for the current phase
should be appropriately wider than
the acceptance criterion in the
finished product specification.”

With some analytical procedures thé precision will depend on
sample size or the number of samples used to obtain’ the
reportable result.

Sound science and the CGMP. regulations
require the setting of batch acceptance
specifications (and not sample acceptance
specifications) based on the testing of sufficient
batch-representative samples that the result
values obtained can validly be used to estimate
the uniformity of the batch for the variable (e.g.,
active content, active availability, pH, clarity)

'] being evaluated (not the range of sample values

found for the samples tested).

The requirements for establishing scientifically
sound and appropriate sampling of appropriately
sized (with respect to amount and number)
batch-representative samples from in-process
materials and the drug product, testing of batch-
representative numbers of unit-dose (or smaller
samples), and batch acceptance specifications
(not sample specifications) that include
statistical quality control (SQC) criteria (21 CFR
211.165(d)). ‘

This is the case because CGMP controls are
required for the batch NOT for just the tested
batch-representative samples thereof.

Properly addressing the issues of scientifically
sound and appropriate sampling size, the
sampling plan, and the number of batch-
representative samples tested is left to the
individual firm.

If the preceding is properly done, sufficient
batch-representative samples will be tested in a
manner that minimizes or gvercomes the effect
of precision associated with any individual test
result.

Assuring that the preceding direct and
indirect CGMP requiremients are met is the
responsibility of the sponsor.

In many cases, we suspect that the sample sizes will not be the
same for the in process and finished product test and therefore it
is inappropriate to state that that the in- process limit should
always be tlghter “without some quahf‘ cation.

This reviewer agrees; but only about the need
for “some qualiﬁcation." .

This reviewer’s revisions provide the qualifiers
that he knows are needed.
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Guidance
Line

Comment / Observatlon

Rationale / Justification

v.D
(P.3.4)
(Cont.)

947-950
(Continued)

(Reviewer’s justification, Continued)

We feel that the word ‘criterion’ needs to be better explained.

“any established rule (specification) by which an
accept/reject decision can be made.”
This reviewer offers the preceding definition

| for inclusion in the Glossary to satisfy the

commenters’ stated need.

V.D
(P3.4)

949

The acceptance criterion for the in-process test

should be identical to or tighter than ‘the’

acceptance criterion in the finished product’

specification or a justification for why it isn’t
should be provided.

This reviewer agrees provided the text‘

P T D A T 3

. justification for why it isn't ..." IS
changed to “.. justification for why 1t
should not be the same or tighter ...

No rationale was provided.

E.
Process
Valid.
And or
Evaluat'n

e @3y

956-963

The sentence “Submlss;on of other_‘ rr;anufacturmg
process validation information in the application
is not necessary for most drug products should
begin this paragraph, rather than initiating the
paragraph with details on critical steps and 1 tests.”

Please provide examples of where valldatlon
documentation other than sterilization validation|
is necessary for submission, as this information is
not typically submitted.

This reviewer disagrees and suggests
the following;

“Validation information relating to _ the
adequacy and efficacy of any sterlhzatlon
process (e.g., drug product, packagmg
components) should be submitted in this section
of the application. When apphcable, valldatlon
information should be provided for processes
used to control adventitious agents. Where
appropriate, the  description,
documentation, and results of the validation
and/or evaluation studies should be provided
for critical steps or critical tests used in the
manufacturmg process. However, submission of
other manufacturing process ~validation
information in the application is not necessary
for most drug products.2> When provided,
this information should be included in A.2.

.| validation

This paragraph currehtly starts out imﬁlyfng that proces§
validation should be provided, but then later states that it is only
required for specific situations. When starting to read this
paragraph in its current form, it can be initially misleading.

The commenters’ rationale misstates what the
paragraph states.

This is the case because the text states
conditions that: a) do require the submission of
documentation  (sterilization
processes); b) may reduire the submission of
validation information (adventitious agents) or ¢)
may require the submission of validation and/or
evaluation information (critical steps and critical
tests).
manufacturing process vahdatlon |nformat|on is
not necessary and, via Footnote 25, “*All  manu-
facturing processes should be validated. "However, in most
cases, the validation information is reviewed during facility
audits under current good manufacturing practices (CGMP)
regulations (21 CFR part 21 1),” réminds all that a) all
manufacturing processes must be validated and
b) the Agency currently chooses to review these
validations during its on-site inspectional audits.

As to the commenters’ request for prior
examples, one of the lessons of history is that,
based on the problems found, regulatory Agencies
change their expectations of the industry that
they regulate.




Wa s e n Da o

el

DA X Y

Guidance

Section | Comment / Observation | Rationale / Justification
VI(P.4) |981-986 | Revise as follows: I Thefirst Sfb"ﬁjo“s’é"él’r‘é\i‘féibﬁ; “standard” to “tests

Compendial-Non-novel Excipients:

{ Whena compendial excipient is tested accordmg‘

to the monograph standard with no additional,
testing and-the-apphicant-intends-te-perform-full
tesfmg——en—eaeh—ba’eeh—reeﬂved the excipient,
(e.g., Sodium Chloridé, USPj can be listed under
P.4 with no detailed information’ provided mf
P.4.1 through P 4.4. In any other circumstance,’
information should be included in P.4.1 through
P.4.4 of the application. The P.4.1 to P.4.4
information for each individual excipient should’
be grouped together in the apphcatlon

This reviewer disagrees and suggests
that the draft text be incorporated
into the guidance with the rev1510ns
proposed by this reviewer.

This reviewer's rebuftals to theh
commenters’ remarks and ratronale,
statements can be found on this and,
the next three (3) pages.

Thus, the guidance text should
remain:

“e Compendial-Non-novel Excipients:”®

When a compendial excipient is tested
according to the monograph tests and
specifications with no ‘additional testing
and the applicant intends to perform full testing
on each batch received, the excipient (eg,
Sodium Chloride, USP) can be listed under P.4
with no detailed information providedin P.4.1
through P.4.4 other than the
verification. .of _the procedure’s
fitness in P.4.3. o
. In any other circumstance, information
should be included in P.4.1 through P.4.4 of
the application. The P4.I to P44
information for each individual excipient should
be grouped together in the application.”

and specifications,” is designed to spell out
what is being requested because the term,
“monograph standard,” is a) not defined and b) not
generally understood in the industry.’

The second, a proposed addition, is designed
to align the reporting request to include the
required verification for compendial test
procedures.

This section implies that if the applicant does not perform full

-| testing on each batch of compendial excipient received, then the
|| detailed information must be provided in sections P.4.1 through

P.4.4. PhRMA does not believe that it is necessary to supply
information ‘on Specifications (P.4.1), Procedures (P.4.2),
Validation of Procedures (P.4.3) or Justification of
Specifications (P.4.4) for a compendial excipient simply because
the manufacturer may accept some of the vendor’s results via

COA.

Contrary to the commenters’ remarks, the
current text simply and rightly states the
conditions under which the sponsor can list the

~{ compendial references to the ingredient testing

it is proposing without  certain additional
information. '

Deleting the second condition would subvert
the intent of this text — to insure that Agency
reviewers will get detailed information in P.4.1
through P.4.4 whenever the applicant does not
perform full testing — regardless of what testing
the supplier may or the sponsor may perform.

Thus, the commenters’ first observation is not
correct.

All that one can be properly infer from the text is
that some additional information will be needed
- not that “all” will be needed.

Moreover, whatever that information is, the
extra information required is information that
the firm is required to have to comply with 21
CFR 211 (the drug product CGMP).

It also implies that a sponsor cannot utilize vendor qualification
in order to accept via COA without providing additional
detailed information in sections P.4.1 through P.4.4 of the
filing,

Again, contrary to the commenters’
statement, all that one should infer from the text
cited is that properly some additional information
will be needed in P.4.1 through P.4.4.




Guidance

Section | Comment / Observation _ | Rationale / Justification
VI(P.4) |981-986 o Rationale /_Justification, contin'ued P
(Cont.) (Continued)

which state that apphcatlon of every analyucal procedure is not

AAAAAAAA 8 T e ~
lCLiullCu tor assuring that the batch meets compend.al

8 requlrements

Contrary to the commenters’ assertion, there

.1 is no such conflict.

This is the case because the text cited is for

‘{ the manufacturer releasmg the compendlal

Apmntn i mmd am Al mian b marmaibe Hha cnrmnana

component ana, since it permits e CoOmpor ent
maker not to do any compendial tests and,
provided it is manufactured under some GMP,

'| release the component as a USP component.

In this instance, the commenters have: a)
taken what the USP General Notices say out of

‘fcontext and b) misquoted it. In context, the

USP, discussing tests for the RELEASE of a
compendial item into commerce by the
manufacturer thereof, states:
“However, it is not to be mferred that the application of
every analytical procedure in the monograph to samples
from every production batch is necessarily a prerequisite
for assuring cornphance with Pharmacopeial standards
before the batch is released for distribution.” Data
derived from process validation studies and from in-
process controls may provide greater assurance that
a batch meets a particular monograph requlrement
than analytical data derived from an exammatlon of
finished units drawn from thatb atch L
Thus, this reviewer fails to see how the USP’
guidance to the compendlal item’s manufacturer
applies in this instance other than to point out
that the excipient manufacturer may not be
performing any compendial tests.
Little wonder the Agency is concerned.
Component supplier “A,” operating under
theirow n GMP, can establjsh that its controls
and in-process tests ensure that the company’s
excipient product does comply with the USP and
then release each batch as Component XYZ,
USP without doing one USP test on that batch.
To get USP testing on batches, this reviewer
often had to include USP testing as a
requirement in the purchase agreement and pay
the additional costs because many ingredient
suppliers do NOT routinely test each batch
specifically for USP compliance — they use their
own in-house controls which, for 1ISO suppliers,
are superior for controlling the quality of the

pharmaceutical-grade components they sell.
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Comment / Observation

Rationale / Justification

Section Line
VI (P.4) |981-986 Rationale 7 Justification (continued) = =
(Cont.) (Continued)

Additionally, 21 CFR 211 Subpart E also allows the sponsor the
ability to accept via COA, provided qualification has occurred.

The commenters’ statement is not correct.
Factually, by omlttlng the reqwrement for “a
least one specific identity test” (NOT an Identlflcatlon
test but a specific identity test), the
commenters misconstrue 21 CFR 211 SubpartE
in a manner that is critical to the understanding

| of what is required.

Correctly, 21 CFR 211.84(dX2) states

. (emphases added):

“... Inlieu of such testing by the manufacturer, a report of
analysis may be accepted from the supplier of a component,
provided that at least one specific identity test is conducted
on such component by the manufacturer, and provided that
the manufacturer establishes the reliability of the supplier's
analyses through appropriate validation of the supplier’s
test results at appropriate intervals.”
The reason that the phrase “specific identity” is
crucial is that most of the USP monograph’s

| IDENTIFICATION. tests are, as written, neither
| specific nor identity tests (in analytical testing, a

specific test has to differentiate the material
being tested from all other similar and. dissimilar

| materials — a requirement that few tests meet

and a requirement that the USP

‘| IDENTIFICATION tests rarely meet).

In human terms, a specific identity test is like a
test of your DNA; it identifies you from among

| all others except you, your identical twins, and

your clones,
Identification tests simply confirm one of your
attributes - that you are male or female, or have

‘ blue or bmwn eyes ora blood type of O or AB
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Guidance

Rationale / Justification

Section | % Comment / Observation
VI (P.4) |981-986 Rationale /_Justification (continued)
(Cont.) (Continued)

It is un reasonable to require the pharmaceutical manufacturer
to commit to fully test every exc1p1ent lot at this point in the
filing.

Nothing requires the sponsor to commit to

[¥allatd

full testing on every excipient lot at any point

| prior to, in the filing, or thereafter.

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

I partition the testing between itself and the
| manufacturer of the excipient, or that it must do
| additional testing that is not in the

compendium, as often the case, then the

applicant needs to provide the requested
information (P.4.1 through P.4.4). )

By providing this information, the applicant

provides documented evidence of what it is
‘| doing and the values it is observing.

In doing so, the applicant assists the

application reviewers in determining whether or
| not the materials being used are adequately

controlled in a manner that is CGMP compliant

‘} and ensures that the drug product will meet its
.| specifications.

The testing program “is covered approprlately by the
manufacturer’s GMP program.

First, this remark, if true, implies that such

| manufacturers are not operating incompliance

with CGMP and their applications should not be

{approved — a GMP program is not defined for a
| drug or drug product manufacturer.

Second, having a truly CGMP- compliant

| component-testing program does not preclude
'| the Agency from asking for proof thereof — after

all, by statute, all drug-product components are
themselves drugs.

-1 Qualified Supplier” and other progrorns \are eﬁti;ely consis'oent
| with regulations and not the subject of the NDA.

First, any data or information that is required
to demonstrate compliance with any aspect of

| CGMP can be requested By the Agency in an

application (ANDA and NDA).

Second, in this reviewer's extevn\siye
experience, many firms seem to have “Quality
Supplier” and related programs that do not test
at Jeast one speclflc identity testas required by
21 CFR 211.84(dX2) and therefore are NOT

entlrely consistent with regulanons
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Section

Guidance

Line

R N o gt

rComment / Observatlon

Rationale / Justification

VI (P.4)

986-987
989-990

The following statement needs clariﬁgéti:gg:: ‘ff'he
P 4.1 to P 4.4 information for each individual
excipient should be grouped together in _the
application.” It is unclear whether tojlst P41to
P 4.4 for each excipient separately or to group
each excipient into a single P 4.1 to P 4.4, The
applicant should be able to use either alternative.
It certainly should not be mandﬁi'or)f to create
separate P.4.1 — P.4.4 sections for each

Ll md dlam wmmiinnt Ao wuividbanm infamAe
tridt Uie reguest, do> whilloll, 1neiiis
to ask for information in the format'

‘Excipient 1 (P.4,US P partial ’cestmg)

P.4.1 Specifications
USP Specifications 1,35and 7
In-house, in lieu of USP, 2, 4, and 6
from supplier's COA
in-house, non-USP spec 8 and 9
P.4.2 Procedures.

In-house, in lieu of USP, 2, 4, and 6

from supplier, :

in-house non-USP procedure for8and 9
P.4.3 Validation

Verification of USP procedures 1, 3,

5 ,and 7 o

In-house validation of supplier’s

procedures 2,4, and 6 and vermca’non of

their results. = ’

In-house validations of procedures 8 & 9"
P.4.4 Justifications

In USP & not modified -1, 3, 5,and 7.

Copies of supplier's justification with

Confirmatory testing for 2, 4 and'6

Full justification packages for fests'8and 9

Excipient 2 (P4, SUP full testing)
SUP Test name with confirmatory report
establishing suitability for use in the
sponsor’s lab
P.4.1 ~-P4.4 —See SUP

Excipient 3 ...”

excipient, particularly compendxal excipients. o

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

USP Procedures 1,3,5,and7 '

No rationale provided.

Based on this reviewers reading, the intent of
the text is clear.

However, because this text is guidance and
not regulation, an applrcant is free to use
alternatives, provide the applicant’s alternative
satisfy the underlymg regulatory requirements.

While this reviewer finds that the commenters’
last remark out of place here this reviewer has
attempted to provide an implicit listing as to
what would seem to be needed in the “partial
USP” ‘and “full USP” cases as an aid to the
commenters and perhaps as the basis for a

| tabular example in the CMC guidance.

%
(P.4)

993-994

It should be “IV.A.2"instead of “IV.B. 2”

This reviewer concurs.

Incorrect section is referred

Vi
(P4)

1003

Please clarify why the patch should be dlfferent
from drug products

Apparently the reader that drafted
this comment did not carefully read
the text.

The text addresses “'nformatlon on

the components of ... the patch
itself.” T |

No rationale provided.

The commenters apparently misread the text.

Suggest diagramming sentence, as this
reviewer does, whenever an'a apparent disconnect
or error is found in text like: “For example, information
on the components of a transdeﬂna/ ‘patch drig delivery
system and the patch itself should be included in P.4.1
through P.4.4.”
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Guidance

Section | 0 ‘Comment / Observation Rationale / Justification:
VI.A 1008-1009 | The statement that “the exéipien’év &:ﬂf:ii‘f‘i)‘ehli‘sted Clarity
(P.4.1) under P.4 with no detailed information provided

in P.4.2 through P.4.4” on lines 983-984 conflicts
with the staternent in lines 1008 — 1009 that “a
specification for each excipient used in the
manufacture of the drug product should be
provided, regardless of whether ‘or not the

excipient appears in the finished drug product.”

Provided the revisions proposed by
this reviewer are incorporated into
the guidance text (see the start of
Row 981-986"), this reviewer fmdsx

4

no conflict. ;

ol
Moreover, even WIthout thlS
reviewer's proposed revisions, there’
is no real conflict between Lines 981
through 986, governing “Compend:al
Non-novel Excipients” and the text in’

Lines 1008 through 1009 addressing’

“Specmcatlons (P 4 1)

The commenters have apparently confused

the phrase “no detailed information” with the phrase
“no information.”

To meet the CMC guidance’s requests in
Lines 1008-1009 for a “compendial-non-novel”
excipient all that the applicant need do under
P.4.1 is to state, “Specifications: USP,” for that
excipient (although the guidance does not
prevent the applicant from doing more should
they so choose).
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Guidance

Section [ %" Comment / Observation Rationale / Justification

VLA 1022-1024 | Delete the requirement to identffy the tests that Reviewer’s Justification

(P4.1)  fand the drug product manufacturer will routinely | A} that is needed is to request the applicant
footnote | perform and the test results that will beaccepted | 4" 1o 1) specify which test or tests establish
27 from the excipient manufacturer’s certificate of y Sp S

- proposed  deletions .
‘I therefore propose the following “fext|

analysis (COA).

With the revision of the text proposed
to align it with the requirements of 21,
CFR 211.84(d)X2), this reviewer
knowsth at this footnote should be
included without the’ r‘n,mmpn’rprﬁ

and would

be adopted in the final CMC]]
gwdance
‘27 The drug product manufacturer must
establish the reliability of the supphers
analyses through appropriate validation of
the supplier’s test results at approprlate
intervals (21 CFR 211.84(d)(2)). The'
reliability of the analyses need not beX
established at the time the applicatioh is’
submitted.  However, the specification
should indicate the test or tests used.
to establish the specific identity of
the excipient and the other tests that.
will be performed once the reliability of the
supplier’s test results has been established
in ~ accordance with current good

manufacturing practices.”

the specific identity of the excipient as this must
be done in any instance where a manufacturer
elects to pursue the “accept COA” option for
component acceptance.

Further, the second change is to align the text

=4 of the footnote with that of the controlling CGMP
regulation.

It isn’t always known at the time of submission which tests the
manufacturer will eventually accept on the vendor COA versus
those performed by the manufactirer. At the time of
submission of an NDA, the drug product manufacturer may
have only limited experience with some excipients. This is
especially true when new excipients or new suppliers of the
excipients are used by the drug product manufacturer, and thus
having only limited history of reliability. The implementation
of areduced testing program by the drug product manufacturer
would likely occur well after the submission of the NDA.

1. The applicable CGMP requires the drug
product manufacturer fo have established
the firm’'s specifications, standards,
sampling plans, test procedures, and other
Jaboratory control mechanisms before
engaging in the manufacture of any drug
_product for introduction into commerce (21
CFR 211.160(a). Moreover, to be
incompliance with the requirements 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
CGMP. Since a firm 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
material, it is required for the manufacturer
to know, at the time of submission, which
tests it will perform. Therefore, a CGMP-
complaint application cannot be submitted
until the inspection plans that the firm
proposes to use have been: a) established
and b) approved by the applicant’s quality
control unit.




Section Si“‘:ga"ce Comment/Observatlon | Rationale / Justification
VLA 1022-1024 " N Rationale / Justification (continued)
(P4.1)  fand 12. Based on Point 1, while the manufacturer’s
(Cont.) footnote . .
27 experience may be limited, CGMP requires
(Continued) it to be sufficient to estabflqh “scientifically

sound and appropriate specnflcatlons, standards,
sampling plans, and test procedures designed to assure
that” each component conforms “to appropriate
standards of identity, strength, quality, and purity” (21
CFR 211.160(b)). To be CGMP compliant,
the applicant must have these before
submitting an application or the application
is violative (does not conform to the FDC
Act's expectations for CGMP).

3. Moreover, for the example given, the
manufacturer’'s  inspection plans would
simply be requlred to be material source
specific or hierarchical (have scientifically
sound a) defined criteria for various levels of
inspection and b) switching rules governing
the progression from level to level - not such
a big deal really. In fact, a quality proactive
company understands the utility of such plans
and would probably have such for all control
areas (incoming, in-process, release, 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 - in a single submission.

Reliability of vendor testmg isa GMP 1séué and the information
being requested is more appropnately handled under established
GMP programs. 21 CFR 211, 84(d)(2) states that “areport of
analysis may be accepted from the supplier of a component,
provided that at least one specific identity testis conducted on
such component, provided that the manufacturer establishes the
reliability of the supphers analysis through approprlate
validation of the supplier’s test results at approprlate intervals.”

First, since, as the commenters seem to
recognize, reliability of vendor testingis a 'CGMP
issue, the Agency has the mspectlonal authorlty
to address this issue as it sees fit,

Thus, the Agency’s request that this
information be submitted is a proper request.

Moreover, given today s-- FDA structure,
reviewing this lnformatlon in the application
rather than by audit is, “if the information is
provided, likely to shorten the review period

Based on the preceding, the text should be

retained. )
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| in-house

Section Ei"l::ance Comment / Observation Rationale / Justification

VLA 1022-1024 Rationale / Justification (continted)

(P.4.1) and As long as the standard the excipient will meet is submitted

(Cont.) | footnote (e.g., NF, USP), the delineation of who does what specific test
27 is unnecessary. It is the responsibility of the applicant, as
(Continued)

required by ¢cGMP’s, to verify the acceptability of the vendor
testing, and to determine what tests they may choose to conduct

4 in-house. As the current PAC Q&A guideline requires that a
# prior approval sNDA be submitted in order to’ ” delete testing”,
f the result of this submission requlrement would be many

unnecessary submissions not consistent with a risk-based

.| approach

This reviewer sees obvious reasons that the
application should delineate who does what, the

I Agency needs to know where to send its staff to

inspect and what they need to evaluate.
Providing the delineation requested does that.
Moreover, the commenters’ statement

concerning sNDAs (and by inference sSANDAs)

| has nothing to do with what is requested and

again points to the need for’ the Agency to know
where each test will be performed - to ensure

| that the required supplements are filed in cases

where the supplier deletes a test and the
manufacturer does not add that test.

Moreover, contrary to what the commenters
allege, identifying who does what is “consistent with
a risk-based approach."

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

Thus, if nothing else, noting the entity doing
the test (supplier’s in-house lab, manufacturer’s
lab, supplier's contract lab, or
manufacturer’s contract lab or, other _lab)
identifies the risk sources.

Based on all of the precedmg, the
commenters proposal should be rejected.




Section ﬁ“n'fa““ Comment / Observation Rationale / Justification
VLA footnote Move “? to the end of the followmg géﬁféﬁée, Clarification
(P4.1) 27 ie., “At a minimum, the drug product

manufacturer must perform an | appropriate
identification test (21 CFR 211.84(d)(1))*.”

This reviewer disagrees.
The footnote is properly placed.

. | perform at least one specmc identity’

test (21 CFR 211.84(d)(2).”

Add the clause “For the tests accepted by the
manufacturer on Vendor COA” to the beginning
of Footnote 27 preceding “The drug product
manufacturer must establish the reliability ....”

This reviewer disagrees &

Delete “However the specification should indica;e
the tests that will be perfdrmed once the
reliability of the supplier’s results has been
established ...” :

This reviewer again objects to the
proposed deletions for the reasons

Moving the footnote does nothmg to clarlfy the
guidance.

Failing to correct the guidance fails to state
the true minimum requirement.

This is the case because, based on 21 CFR

However, the text of the following | 211-84(d)X2), 21 CFR 211.84(d)(1) is only the

sentence should be changed to, “Ata.

minirmurn, the drug product manufacturer must; do when the manufacturer does fall testing.

first part of what the manufacturer is required to

In all other cases, the manufacturer is required
to comply with 21 CFR 211. 84(d)(2)
Moreover, the guidance’s “an appropriate

. identification test” is not the same as the CGMP

regulations’ true requirement for the minimum

| that a manufacturer can do_on representatlve

samples from each shipment of each lot, “at least

| one specific identity test.”

The reason that the words “specific” and
“identity” are crucial is that most of the USP
monograph’s IDENTIFICATION tests are, as

written, neither specific nor identity tests (in
analytical testing, a specific test has to

differentiate the material being tested from all
other similar and dissimilar materials - a

‘frequirement that few tests meet and a
requirement that the USP IDENTlFlCATION
| tests rarely meet).

This reviewer emphasizes the clear difference
between “identity” and “identification” by
paraphrasing the precedmg s:mple ilfustration.

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

An identification test simply confirms one of your
attributes — that you are male; or have brown eyes; or
have a blood type of AB.”

“Clarification”

The commenters’ clause is at odds with one of
the fundamental requirements of CGMP — the
drug product manufacturer is responsible for
the safety, quality, strength and purity of all the
components, thus the manufacturer should
establish that the suppher s COA results are
valid whether or not they are used.

Without finding the supplier's COA results to be
reliable, how could a firm choose that supplier of
the component and still assert that they are in
compliance with either CGMP or sound business
practice?

stated in the prewous dISC sion
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Section | Comment / Observation Rationale / Justification.
VLA 1038-1041 | We request a definition of the teﬁﬁ'%‘pfﬁéial No rationale was providéa"othe? than that
(P.4.1) compendial monograph.” implicit in the “Comment” column,

We propose some latitude should be prov1ded
going beyond the USP to cite other recogmzed

comperidia such as EP ‘and JP'[spell out at least
once the meaning of EP and JP).

Otherwise, if the material i, PhEur, we would
need to ensure that it meets NF or, another ofﬁcml
compendium. We question the value added for
the extra testing that it ‘will represent ’

This reviewer, seeing the value i,n
ensuring that the components used to
manufacture a drug product are
compendial, disagrees. =

.| once the meaning of ...

By statute (21 U.S.C. 321(]) the term “offlual
compendium is clearly defined.

Based on this, the term “official compendial
monograph” must be defined as “any currently
official monograph in an official compendium;”
and this reviewer recommends that this

A definition be added to the Glossary to clarity the
“term.

Should the Agency wish to “spell out at least
" then this reviewer would
suggest adding the followmg sentences after the
definition of compendial ménograph:

“No pharmacopeia, or portion thereof, other than

1 those that are recognized by the FDC Act as an

“official compendium” are, for the purposes of this
guidance, a compendium or, in the case of a portion
thereof, compendial.” Thus, all uses of the term

| compendium or compendial pertain to an official
'| compendium because these are defined by statute.”

The USP General Notices require compendial
drug products to be made from,  compendial
components.

Thus, ifa manufacturer wants to continue legally
selling the approved drug product in the United
States once there is an official USP monograph for
it, they must either:

a. Use compendial componentsinthe drug
product’s manufacturer or.

b. Label said drug product in a manner
that clearly indicates said drug product
is NOT USP

Therefore, unless the manufacturer finds: a)

‘| there is no value in labeling their drug product

“USP,” or b) the costs of doing so outweigh that

" "“}value, they should ensure that the components

they use are compendial.

Rather than wasting time carping about the
“value added for the extra testing . , this reviewer
knows that the commenters need only use
supplier’s who provide compend/al components
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Guidance

Section | Rationale / Justification

VLA 1038-1041 | “If the specification for an eicciéié}x:fiié based ona | Justification for reviewer’ s obsei‘vat;ons ,

(P4.1) 1038 — compendium other than an official compendium,
1041 the excipient should still conform  tothe| in FDA gw%nce, the use of the Word§
Footnotes | monograph in an official compendlum if there is | “compendium, compendia,” and “compendial
10,20 and | such 2 monograph.” should only be used and/or taken fo mean,
26 "official compendium,”’ “official compendla

The following terms, from the above statement,
are confusing and need clarification, ofﬁc:al
compendium’, and ‘conform to the monograph

This reviewer agrees, finds that thls
guidance inappropriately uses. the

instances in this draft (here and in
Line 1265) and would recommend,
the following revisions:

For Lines 1038 through1041 rev:se
text to:

“If the specification for an ‘excupjent is based on
a pharmacopeia or FDA-recognized
source other than an official compendium, the
excipient should still conform to the official,
monograph in an official compendium when
there is such a monograph.”

For Lines 1264 through 1265, revise
the text to: “English-language
translations of Analytical analytucal
procedures from any other published source
{e.g., another country’s

pharmacopeia, scientific journal) should be
provided.”

and “official compendial” so that the Agency’s
{ usage will comply with the FDC Act’s statutory
i definition of “official compendium.”

When this is done, much of the confusion

e | introduced by other use of these words is
word “compendium” in ‘only “two

removed.

Similarly, to remove any confusion, the word
“monograph” should be taken ONLY to mean
and encompass the definition of the term
“official monograph” and, unless obviously
)| redundant, the phrase “official monograph”
should be used in this guidance's text.

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

Were these suggestions to be adopted, the
guidance should be clear to all those
knowledgeable individuals deahng with any facet
of the CGMP and filing regulations appertaining
to the CMC section of an application (ANDA or
NDA). \

Rationale / Justification
What compendia are not official as it relates to this document?
Provide the word “compendia” is properly

used, the answer is NONE (see Reviewer's
previous remarks.

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 the Federal Food, Drug, and
Cosmetic Act. Perhaps the Footnates could simply state the
titles for the two official compendla ‘USP-NF and Homeopathic
Pharmacopeia.

First, though published together, the USP and
the NF are separate compehdia

Ignoring that point, this reviewer agrees and
has already recommended the appropriate
revision of Footnote 10 (see Row “302”) to:

10 The statute (FDC Act at 21 U.S.C, 321(j)) defines
the term “official compendium” as follows: “The term
‘official compendium’ means the official _United States
Pharmacopoeia, official Homeopathic Pharmacopoeia of the
United States, official National Formulary, or any supplement to
any of them.
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Section f;'n'ga“” Comment / Observation

VLA 1038-1041 o ition (Contmued)

(P41) 1038 — It would be helpful if Lines 1038- 1041 of the Draft Guidance

(Cont.) o4t stated more clearly the specific status of the Ph Eur., BP, and
Footnotes JP-JPE.[spell out these terms at least once] This is important
10,20 and for a few excipients that have monographs in one of the other
26 compendia but not in the USP-NF.
(Continued)

| of a drug product.

| reviewer’s previous remarks to this “row” and

'] Conforming to the “monograph” has a dxﬁ'eréntmeamngthan

"1 means complying with the General Chapters and apphcable

| this reviewer must disagree because the

| may reference their test procedures (but not
| their specifications) in reporting the history of
‘} the development of the test procedures used by

First, because of the statutory constraints
imposed by 21 U.S.C. Title 9, this reviewer
cannot agree with the reviewer's remark
concerning the “status” of the pharmacopenas
cited or that of any other such.

This is the case because Iegally they have no
regulatory status except that, to the extent
recognized by the FDA, a CGMP-regulated firm

that manufacturer, processor, packer or holder

This reviewer suggests that the commenters
carefully consider these _realities and the

the previous related “rows” 'ln the commenters
“SCORECARD” table.

conforming to the “compendia”, e.g., meetmg compendla

GMPs as well as meeting the requirements of the monograph.

At least with respect to the USP and the NF,

commenters’ statement, as written, is not true.

Factually asserting conformance to an official
monograph is asserting conformance to the
official compendium.

This reviewer would recommend that the
commenters carefully read the USP General
Notices.

What is true is that a firm’s assertion that a
component conforms to the spec:f/cat/ons inan
official monograph (as, in reality, many
suppliers’ COAs do) is not an assertion of
conformance to the official monograph.

Also, the legally recognized “official compendia” for the FDA
are the USP-NF and the Homeopahtic Pharmacopeia as per the
Federal Food, Drug, and Cosmetic Act.

As written, the commenters’ statement is not

quite correct (see Reviewer’s proposed
Footnote 10).
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Section

Guidance
Line

Comment / Observation

Rationale / Justification

VLA
(P4.1)

1044

Replace “EP” with “Ph.Eur.”

This reviewer disagrees and, instead,
proposes a more general revision of

the text in Lines 1043 through 1045:"
“Certain General Chaptersin the USP contain a-
. | statement that the text of the USP is
1 harmonized with the corresponding texts of the

Pharmaeepeeia\éﬂ) other pharmacopeias.
Likewise, this reviewer proposes to
change Lines 1062 though 1066

“When analytical 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 other
FDA-recognized pharmacopeias that
are interchangeable with a USP General
Chapter) are used, they should be verified to be
suitable under actual conditions of use.”
Finally, this reviewer proposes to
change Footnote 30 (Drft Gdnc o
page 35) to
30 See section VI.B V1.A for guidance on USP
General Chapters that are interchangeable
with EP—or—JR the gorr‘esponding‘
analytical procedures found in those
pharmacopeias harmomzed wnth
the USP or the NF.”>

Use official abbreviation

Alternatives are proposed for the three
instances found in the draft text.

These alternatives are proposed to reduce the
need for minor technical changes to thi:
guidance after it is issued that are caused by
changes initiated by agencies outside of the
jurisdiction of the FDA as is the case here.

Moreover, in the future other pharmacopela*
(besides the European Pharmacape/a [“EP,’

| currently abbreviated as “Ph.Eur”. or “Ph. Eur.”

or the Japanese Pharmacopeia [“JP"]) may b¢
harmonized with the USP and the NF or, as it
the case of the British Pharmacopeia (“BP”), bx
recognized by the FDA as a standard reference

Further, the changes proposed a) properh
address the underlying concern of the
commenters, referencing accuracy, without b
incurring the need of continual revisior

| precipitated by changes by agencies outside o

the FDA’s control.
Lastly, the correct citation to_harmonizec
chapters is VI. A. (See Lmes 1043 - 1046.)

VLA
(PA1)

1046

Replace “result obtained from U§P” ;vn'}g
“decision will be based on science.”

This reviewer cannot agree with the
change proposed because to do sQ
would be to be engaged in the
subversion of the regulatory process.

However, the text in Lines 1045 and
1046 needs to be modified slightly:
“However, where a difference appears, or in the
event of dispute, the result obtained from the
USP procedure in the USP, or, where
such exist, any other official
compendium is conclusive.

“If the USP is not used, ah e;xplarl;tior;
should be provided as to Why USP is not
used.”

| With respect to dispute resolution,

the standards, tests and specs in an

“offncnal compendlum" must be used'

Should be verification as to the currénfriess Qf USP o

Since the official compendia are recognizet
by statute as the sole legal arbitrator of al
dlsputes involving any drug or component of :
drug in commerce, any binding requirement:
(standards, tests and specifications) that thes:
compendia establish for a material are the sols
arbitrators in disputes.

Thus, all decisions are required to be basec
on the official compendia and the text shouls
gither remain as it is or be changed as thi
reviewer suggests.

Addltionally, product spé:ciﬁcﬁ quahty ma)r kreﬁrl‘tbx)jre
use of the “non-USP” grade of ‘material if it is more
suitable.

Iftrue and the product is an NDA product, submi
and work to add the grade to USP or NF.
Iftrue and ANDA product, work to change the USI
or NF before submrttmg CMC section.
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Guidance

Comment / Observation

Rationale / Justification

We request examples ofﬁotlme;#FDA rezdg;lléed
standard references.

If a “list” exists, we suggest adclmg a reference to
this list.

This reviewer  supports  the
commenters’ request for the FDA to

provide a reference to a “list” and
would suggest that the basis of the’
4 “list” be the pertinent parts of the

CDRH list mandated by FDAMA."

Further, in the
commonality across jurisdictions, the

recognized 1SO documénts, where

they exist shouid be listed first (with,

the corresponding American Natnonali
standards, where they exist, listed in

parentheses “( )" after the pnmary
reference. :

No rationale was provided.

Given the demonstrated apparent lack of
knowledge in the mdustry and the Agency

concerning the available rpfprpn_rp standard

el 1IGWT LT owalnige

sources for test procedure (scientific journals
and methods publications. that only publish
procedures after peer review and with formal

| mechanisms to ensure, that post-publication

criticisms are published and answered) as well

| as the available reference procedures for the
interests  of

sampling of discrete populations for testing for

variable properties), this reviewer would suggest

an annually updated “FDA recognized” list

divided in to categories that match those in 21

CFR 211.160(b):

Recognized Sources

1. Specifications [Post- release In-commerce
Basis Set (USP, NF and HP-US), and, for In-
process and Acceptance, Development

~ (reference statistics texts that address) and

In-Use Suitability Verlficatlon (reference
texts that address)],

‘| 2. Sources for Reference Standard Materials

[Primary (e.g., USP, NiST, ‘Aldrich, Baker,
Sigma) and Secondary (e.g., Aldrich, Baker,
Sigma, Fisher,]

3. “Population [Batch and Lof]’Representative
Sample” Sampling Plans Tfor Non-Discrete
Materials (reference texts that address), and.
for Discrete Entity (for 95 % confidence
level, 1SO standards and ISO-equivalent ANS
standards and, for other co‘nfldence levels.
reference statistical texts], and

.| 4. Testing Procedures [Quantitative, Semi

Quantitative  {Including” Limit}, anc
Qualitative (AOAC International Book o
Methods, USP, NF, and other recognizec
pharmacopeias and journals]).

Section Line
VLB 1053
(P.4.2) 1063-1064
YLB 1055
(P-4.2.B)

The document cites the AOACInternat:onal
Book of Methods as a FDA:recognized standard
reference. Microbiclogical methods may also be
found in APhA Standards, e.g., Standard Method
for the Examination of Water and Wastewater
and Standard Methods for the Examination of
Dairy Products and ASTM standard%, ie.,
Bacteriological challenge of sterxllzmg ﬁlters

While, in principle, this reviewer
agrees, the Agency’s ability to
unilaterally recognize such is limited.

Acceptable alternate rhicrobiologic:l\nrethgcl:s\;H;jf be used.

In cases where the procedures can be used fol
post-release purposes, the Agency needs the a
least one of the three (3) official compendia t
recognize it before the FDqua,n‘d,O $O.

Therefore, this reviewer would suggest tha
the industry set up a joint task force (FDA, USF
and industry) to address this area, and t
purpose the adding of general language to the
current language in the CMC draft guidance
enable the addition and deletion of such withou
the need to change the gmdance
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Guidance

Section |’ Comment / Observation Rationale / Justification
VI.C 1063 Revisc to read as follows We do not believe that “all” analytlcal};rocedures need to be
(P.4.3) Analytical procedures for exClp]ents should be validated. or venﬁed and that this should be required only “as

" validated or verified as approprlate

For cléarly stated reasons, :this 9

reviewer disagrees and recommends
that the text be modified to re ﬂect
the lesser level of validationygjlw gd
for compendial exmplents

“All analytical procedures for excipients should
be validated or, when they are
unmodified analytical procedures
from an FDA-recognuzed source,
should have their suitability for use

{ verified under the actual conditions,

of use.”

‘| could,
| changed to read “ All analytucal procedures for
| excipients should be valldated or

approprlate »" For’ example, compenchal methods are well
characterized and this need not be validated,

Unfortunately, the commenters’ beliefs
re\nr*lo llt‘l'!n !n H’\n \AIQ\JI of fﬁ(‘"’l lﬂ‘ mhnnalp
Second, in the drug CGMP, 21 CFR
211.194(a)(2) states: “... Thesuitability of all testing
methods used shall be vériﬁed under actual conditions of
use.”

Since this has been a CGMP requirement
since 1979, this reviewer has a hard time
“believing” that the commenters do not know
that this is a minimum requirement for all
analytical procedures. '

The text clearly indicates that, if used without

e

| modification, compendial methods and methods

from any other FDA-recognized source need only

1 be “verified to be suitable under actual condltlons of use.’

Given the CGMP requrrement “the Ianguage
if such were deemed necessary, be

, verified under
actual conditions of use.’

Thus, in the context of 21 CFR 211,194(a)(2),
having “verified” such an eXCIplent method “to be
suitable’ under actual conditions_of use” res
“validated” analytical procedure for thate p

Therefore, in context, there is no need to add
that phrase to the text as it is scientifically,
logically and regulatlonally ‘correct as written.

However, to satisfy the need for some
“flexibility” expressed by this and other
commenters, this reviewer reluctantly supports

S P SR 2 . ;e

addlng to the draft language
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Guidance

Section | 0 Comment / Observation Rationale / Justification
VI.C 1066-1072, § Clarify the statement to exclude the réi;uirém’ents Per USP 26 <1225>“.. . users of analytical methods described
(P-4.3) of submitting validation for compendial | in the USP and the NF are not requlred to validate a{ccuracy and
and excipients. For example, replace the followmg reliability of these methods, but merely verify their sultabxhty
statement: under actual conditions of use.
VILC 1273-1274 | validation information should be submittgd if All USP General Chapters beyond <1000> are
(P.5.3) For example,

there are special circumstances.
submission of validation mformatlon For an

excipient can be appropnate if a characteristic of .

the excipient or the excipient itself is critical to
product quality (e.g., adjunct, carrier) but the
critical nature of" the excipient cannot be or is not
assessed as part of the drug product testlng

with the following (reviewer inserted
original text and marked it o show
changes to show what and how text was
changed):

“Validation information should be submitted i
there-are for additional test(s) required by special
circumstanices that are not covered in or
performed as described in an  official

For example, submission—of

3

compendium.

vahdaﬁen—iﬂfermﬁen—f?er—m&—exapaem—ean—he
appropriete additional testing beyond  the
monograph requirements may be needed if a
characteristic of the excipient or the excipient
itself is critical to product quality (e.g., adlunct,
carrier) but the critical nature of the excipient
cannot be or is not assessed as part of the drug
product testing.” ‘

This reviewer disagrees and, for the
reasons presented on this page and
the foliowing page, knows that the
language in this draft gundance
should be retained.

non-binding guidance chapters
Per 21 CFR 21 1. 1944a)(2) “(a)——Laboratory—records—shal

o iy R

‘ bl '. ot I 4 (If
the method employed is in the current revision of the
United “States Pharmacopefa, "National Formulary,
Association of Official Analytical Chemists, Book of
Methods, A% or in other recognized standard
references, or is detailed in ali“approved new drug
application and the referenced method is not modified,
a statement mdlcatmg the method and reference w111
suffice)—

ﬁ I ' I ’. .- F‘ ."

As almost all who read this section of 21 CFR
211.194 do, the commenters have removed a
parenthetical remark referring to the “the location
of data that establish that the methods used in the testing of
the sample meet proper standards of accuracy and reliability
as applied to the product tested” and made it into
something that it is not, an “exemption” from
the requirement to validate all methods used, at
some level.

Obviously, unless a firm developed an “FDA-
recognized method,” that firm cannot reference
(point to) the location of the data - iti s out of
their control. ?

Thus, the regulation, recognizing that reality,
permits simply citing the method and the
reference to it in such cases PROVIDED the
method is used without modification.” ™~

Moreover, fo insure that all methods are
validated to some degree, the regulation
continues with, “The suitability of all testing methods
used shall be verified under actual conditions of use.”

Thus, all testing methods (analytical test
procedures and other test methods) must have
their suitability verified under actualco nditions
of use.

Factually, a) successfully performing the
preceding validates the method and b), since
actual conditions change, this verification must
be done each time the test migthod is used.
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02D-0526

Guidance

Section | Comment / Observation Rationale / Justlflcatlon

(Cont.) (Continued) | comment / Observation N (Continued) Rationale ification (Continued)

VI.C 1066-1072, .

(P.4.3) Revise the statement: Analytcal validation Readmg the commenters suggested changes
and information, including experimental data, for the | this reviewer understands that the commenters

analytical procedures used for testing the drug | want to: a) not report any validation of test

VILC 1273-1974 | Product should be provided” to read: Analytical [ methods and b) limit validation to tests not in an

P validation  information for non-compendial official compendium.

\Fe3.3) methods, 1ncIucﬁng expenmental data, for the However, the CGMP regulations do not

analytical procedures used for testing the drug
product should be provided.

This reviewer disagrees and, for the
reasons presented on this page and
the preceding page, knows that the
language in this draft guldance
should be retained.

In conclusion, this reviewer’s
experience and training has provided
ample evidence that a) the validation
(as defined in this guidance to
include verification of the method
under actual conditions of use for
compendial methods [Lines 1062 -
1066)) is needed and b) the Agency’s
requests [Lines 1062 - 1066, and
1273-1274] ‘are valid and place the
emphasis where it should on asking
the applicant to submit proof that the
validity of the firm’s process controls
for “critical control points” has been
established - a predicate for risk-
based decision making (the risks
must be identified).

permit “b)” and to the extent that all test
procedures are required to be established
(proven) and scrent/f/cally sound (21 CFR
211.160), all CGMP-compliant firms regulated’
by 21 CFR Parts 210 through 226 will know that
test procedures must be validated and have’
done so.

Moreover, 21 CFR 211.110(a) states: “To
assure batch uniformity and integrity of drug products,
written procedures shall be established and followed that
describe the in-process controls, and tests, or examinations to
be conducted on appropriate samples of in- -process  materials
of each batch. Such control procedures shall be established
to monitor the output and to vahdate the performance of
those manufacturing processes that may be responsible for
causing variability in the characterlstlcs of in- -process material
and the drug product.”

What manufacturing process is more in need
of monitoring and validating than the analytical
test process?

Isn’t validating the analytical testing
procedure as critical, or more, critical than
many of the processmg steps the procedure will
be used to test the required samples7

You would think that applicants would not be
objecting to providing the requested information
when the CGMP regulations clearly require the
applicant to have that mformatlon ~ yet they
have and are.

The alternatives suggested in both the first
and second instances are much less desirable
because they would, if adopted,

a) Result in the omissibn of important
information for some critical control points —
definitely an anti-quality position,
Necessitate the Agencys expansion of its
“PAI" activities, and

Continue to delay approvals when significant
deficiencies are found in one of the
applicant’s sites’ compliance with CGMP
because the test methods used are found to
be: i) not properly validated or ii), in some

b)
c)
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Section Liunl;ianc Comment / Observation '| Rationale / Justification
VI.C 1079-1081, | Add at the end of the sentence the following: Clarification
(P4.3) “if additional testing is performed because it 1s Since this documentis gu|dance and since the

critical to the product performance or
manufacturing process,”
This  reviewer disagrees and,

.} recommends leaving th drafttextas"
o en gihe that is counter to CGMP which requires

it is,

“For compendial excipients, justification of ihje&
p P! J

acceptance criteria for tests beyond tﬁdg"e; and appropriate speCIf/caf/ons for all'materials

included in the monographs is recommended

(e.g., particle size, flow properties, impurities).”
This recommendation is made for the
reasons provided and the reality that
any firm that does additional testing
does so because of some requirement
that directly or indirectly can affect
product performance: ‘or the
manufacturing process.
No firm that this reviewer has
encountered does, as the proposed
addition implies, additional tests just
to increase the test burden on thelr
“incoming components" tabs

statement made is a recommendation in

% guidance, this reviewer sees no need to reduce
| the clarity of the statenient by adding verbiage

that restricts a non-binding recommendation
regulated firms to establish scientifically sounc

(21 CFR 211.160).

This reviewer is at a loss how af irm can
establish (prove) that a specification is
scientifically sound and approprlate for any
component intended for a specific use unless
that firm provides a science-based Justlﬁcatlon
of the specifications set by {he regulated firm.

Based on this reviewer's decades of
experience in this regard, mosta | component
suppliers of excipients do, can or, for a price,
are willing to provide any grade‘ of excipient
(within the envelope of what can be manufacturea
in their facilities) that a regulated firm may
require for a given drug-product manufacturing
process.

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

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

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

For non-significant vanables the firms may
elect to accept the compehdial specification
provided they justify (prove that choice has no
adverse impact on) the ‘specifications so
designated. [For example, the pH of a dry solid
excipient is of less concerh to a firm that
manufactures tablets by processes that do not involve
steps using liquids (“wet granulation”) than it is for a
firm that uses water- or alcohol- based granulation
and granulation drying steps, and much less than that

of a firm using that excipient to'make liquids.]
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Guidance

Comment / Observation f

Section | " Rationale / Justification
VL.C 1081-1082 | The justification of specifications for non-'| Clarification
(P4.3) compendial excxplents as recommended for drug

substance should not be reqmred for most non-'
compendial excipients. It is more appropnate for
novel excipients.

This reviewer knows that the
preceding statement is at odds not
only with the drug CGMP regulatlons
set forth in 21 CFR Parts 210’
through 226, but also with the
Federal Food, Drug, and Cosmetic
Act which defines the components of
adrug as a drug (21 U.S.C. 321(g)
“e)(1) The tenn drug means (A) artlcles
recognized in the ~official United " States
Pharmacopoeia, official Homoeopathic
Pharmacopoeia of the United States, or official
National Formulary, or any supplement to any of
them; and (B) articles intended for use in the
diagnosis, cure, mitigation, treatment, or prevention
of disease in man or other animals; and (C) articles
{other than food) intended to affect the structure or
any function of the body of man or other animals;
and (D) articles intended for use as'a component of
any article specified in clause (A), (B), or (). ..." at
21 U.S.C. 312(g)(1XD))." '

Apparently, the commenters have failed tc
read the sections of the drug CGMP regulations

'fgoverning the components especially those

| contained in 21 CFR 211.84 and 21 CFR
211.160(b)2).

Since 1979, the legal regulatlons governing
the manufacture of drug products have requirec
all components (active and inactive) to be
treated in the same manner.

Moreover, the text inLi nes 1081 - 1082
should be reviewed in their context (Lines 1078
~ 1087): “lustifications for the proposed excipient
specifications should be provided where appropriate. Fo
compendial excipients, justification of the acceptance criteric
for tests beyond those included in the monographs it
recommended (e.g., particle size, flow properties, impurities)
The specifications for noncompendial excipients should be
justified as recommended for the drug substance (guidance
will be prov:ded in the discussion of section $.4.5 of the
forthcoming drug substance guidance). The justificatior
should be based on relevant development data (P.2.1.2)
batch analyses (P.5.4, R.1.P), and any other refevant data
such as data from drug product stability studies (P.8). The
discussion in this section should unify, either by reference o1
in summary, data and mformatlon that are located in othe:
sections of the application.” 1

Reviewing this paragraph, the first thing this
reviewer notes is that such justifications are only
requested where it is ap'propr'l/ate to do sc
(“Justifications for the proposed exaptent speuﬁcatlom
should be provided where appropriate.”  [witr
underlining added for empha5|s]

For compendial eXCIplents, the guidance
SImply requests a “;ustlflcatlon of the acceptance

For noncormpendial excipients, the’ guldance
requests the “specifications for noncompendial excipient:
should be justified as recommended for the drug substance’
which is their proper treatment because by law
any component of a drug product, including any
excipient, is a drug.

Thus, though, by ‘law and regulation,
applicants are required to have the justifications
of the specifications for all components, the
guidance is only requesting that a limited set be
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Section | “MHC | Comment / Observation Rationale / Justification
Vi.D 1089-1094 | The CoA for the excipient(s) are prov1ded in the Reviewer's Justification
(P.4.4) Executed production record in the reglona]

section, therefore, there is no reason for the*

inclusion in P.4 4.

.| [Current Guidance Cross-Reference: 21’
CFR 211.84(d)(2) and ICH Q7A Section 7.31]" » edt " thai), as 1S oftet
{ case, “supplier” COAs from intermediaries.

This reviewer sees at least two good’
reasons for requesting that the COA
from the manufacturer of the
excipient and the drug product
manufacturer’s test results from the
same batch(es) used in the drug-
product batch(es) described in the
executed production record (R.1.P).

Thus, this reviewer knows that the
text should remain: “A certificate of
analysis (COA) from the manufacturer and the
test results for the same batch from the drug
product manufacturer should be provided for
the components described in P.4. The
information should be for the materials used to
produce the batch described in the executed
production record (R.[.P).”

Whatever tests the drug product manufacturer
performs for the same lot will also be available in
the production record, however, this may be
limited to ID testing.

The commenters’ remark points té a
continual misrepresentation of what
is required by 21 CFR 211.84(d)(2).

Factually, under CGMP, Sec.
211.84(d)(2) requires a firm to
perform at least “one specific identity”
test on representative samples from
each shipment of each lot of each
component (21 CFR 211.160(b)(1)
and 21 CFR 211.84(b)). '

As this reviewer has establlshed
specific identity tests: ,

a) Are not “ID” (Identification) tests
and ‘
Except in rare cases, are not any
of one, or, for that matter, all the
tests in the official compendlal
“excipient” monographs ‘under
“IDENTIFICATION" (or, for that
matter, in any pharmacopeia).

b)

First, as written, this guldance will help ensure
that the COAs submitted in‘an apphcatlon are
“ingredient ‘'manufacturer” COAs (what the
regulations require) rather than, as is often the

Second, appropriately placing information
that may be in other sections in P.4 (noi
necessarily in the commenters’ P.4.4) will speed
the application review process although, because
this document is guidance, the applicant is free tc
appropriately provide a reference in P.4 to the
appropriate portions of R.1.P. =

Rationale / Justification

The results used to accept the maferial, regardless of who
performed the testing, are avmlaBle in the executed production
record (R.1.P) ‘A’ such, we do not support submission of the
information in the noted section.

This statement is not a ratlonale, it is the
‘commenters’ position.

The request for both vendor COA results and drug product
manufacturers results for ¢ components used in lots provided in
the execution batch record(s) is an encroachment into the GMP
responsibility of the applicant to establish the reliability of the
supplier’s analysis. The applicant may choose to perform
comparative testing to establish vendor rehablhty for excipient
lots other than those presented in the productxon records and at
a3 time after submission or approvgl of‘th\e application.

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

This request is snmply a request that the
responsible party, the apphcant provide
excipient information from the manufacturer of
the excipient and the applying manufacturer of
the proposedd rug produc‘c pursuant to the
Agency’s responsibility to ensure that firm’s are
CGMP compliant before approving their
applications. h ‘

Further, what CGMP-compliant firm would
purchase components for the development of a
new drug-product manufacturing process from a
supplier without verifying that the component
meets both the commercial (in commerce) and

contractual specifications appertaining thereto?
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A REVIEW OF FORMAL COMMENTS Toﬁ

Section

Guidance
Line

Comment / Observation

Rationale / Justification

VL.D
(P.4.4)
(Cont.)

1089-1094
(Continued)

%
R
i

‘ Rationale / Justification (continued)

If it is necessary to determine whether appropriate quality
systems are in place for control of vendors, this could be done
during inspections.

Because the Agency needs evidence in the
application to establish that the filed | productlon
processes, including incoming component
receipt, handling, and release, and the drug
product controls meet all Vapplicabl‘e CGMP
requirements, the Agencys requestlng ‘this
information in an appllcatlon is just as
appropriate as requesting that same information
during an inspection.

Therefore, this reviewer does not understand
the import of the commenters’ remark.

Moreover, when the mformatlon requested is
provided, the Agency reviewer can ascertain
compliance without wasting valuable but limited
inspection time having a compllance officer visit
the site and, by searching through the site’s
records, find and gather the requested
information.

After all, the application reviewers, as any
other Agency personnel involved in the
application review and approval process do
have the responsibility to ‘ensure that an
application demonstrates that the applicants
compornents, processes controls, materials,
drug products, and regulated ‘systems are or, it
operated as presented, will be fully’ CGMP-
compliant.

VLD
(P44)

VLD
(P-5.4)

XILA.2
(R.1.P)

1092-1094,

1308-1309
and

1819-1821

In the statement, “Test results should be
expressed numerlcally or quahtatxvely (e'g.,
clear colorless solution), as appropriate,” change
“as appropriate” to “where practical.”

This reviewer disagrees; the draft text
should be retained.

It may be difficult to express all results numerically or
qualitatively.

If the proposed change were made then the
sentence would mean: “Test results should be expressed
numerically where practical or qualitatively (e.g., clear,
colorless solution), where practical.”

Obviously, the first instance would permit the
applicant not to report the analytical results
obtained on the grounds that to do so is not
practical,

Therefore, the “as appropnate language should
be retained and the commenter’s proposal in
this regard should be re;ected

(See next page for other commenters’ remarks and this
reviewer’s remarks appertaining thereto.)
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Section fi‘;‘:a““ Comment / Observation '| Rationale / Justification
VLD 1092-1094, | Comment/Observation {Continued) Rationale / Justification (continued)
(P.4.4) Delete the next sentence which states: ’ ; For example some identity tests have several acceptance criteria
VLD 1307-1309 “Use of terms such as conforms or meets withir-\ one identity test. Identi'tyAin the USP monogreph for
(P5.4) o specifications is discouraged.” : i‘\lummum Monostearate .specxﬁes t&ha\xt’ wben fatty acn?s ere
iberated, they float as an oily layer on the surface of the liquid,
_ § Use of terms such as “conforms” or meets and the water layer responds to the test for Aluminum.
XILA.2 1819- 1821 specifications” should be appropnate to use as']
(R.1.P) [Slight when it is clear what specification the test resu]t While the precedmg does represent the
(Cont.) | citing has been assessed against. = complexity of reportmg a smgle result for an
errors  for 1f IDENTIFICATION test for Aluminum’ Stearate,
the text in | This reviewer does not understand, { apparently seeks to deliberately mislead the
the do the commenters want to use|reader by casting the tést ited as an identity
(Continued) | terms like “conforms” and meets | test when, in fact, it is nothing of the sort.

specifications or don’t they”

If they do, all that needs to be done is
to retain the sentence they propose to
delete.

Moreover, taking the commenters’ at
their word that it should be clear what
specification the test result T’nas been assessed
against would suggest that text be
added to reflect their corcern. *

Thus, this reviewer would propose the
following revision:

“Use of terms such as conforms or meets
specifications is discouraged and, when
these terms are used, the report
containing them should mclude the
detailed specification ~that the
component ‘tested conforms to or
meets.”

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

To pass, all they need bé is, for example, a
mixture of the appropriate material and some
other material that is related or, if unrelated,
does not interfere with the test

For example, a 50:50 m:xture of Alummum
Monostearate and Stearic Ac;d would pass this |
test as would a 50:50 mlxture of this component
with Sodium Chloride (sa!t) o

Therefore, this is an “Identification” test, it
excludes materials that contain no or trace
levels of Aluminum and those that are not salts
of fatty acids that are oils at room temperature
but it does not identify the material tested as
being Aluminum Monostearate.

Moreover, the commenters’ “Identity A”
seems to be spemous because so this reviewer
thinks, the USP text is:

“Identification-

A: ... . ‘

The later .liberty with reality that the
commenters seem to have taken confirms this
reviewer's suspicion that the commenters have,
in this instance, knowingly submitted a
misleading comment.

In these cases, the use of the terms conforms or meets
specifications” should be acceptable

Apparently the commenters do not
understand the next sentence in the guidance
text (Lines 1093 - 1094: Lines 1308 - 1309;
and Lines 1819-1821), “Use of terms such as conforms
or meets specifications is discouraged.”

As guidance it does not suggest that these
terms should not be used but rather that their
use should be restricted to cases where the

PRI
B
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alternative is truly untenable.
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Section | o Comment / Observation ‘| Rationale / Justification
ez 1102-1104 | Revise to read as follows: | The commenters provided no rationale.
VLE “Furthermore, for excipients derived from g : ; : Ay i
’ o] The modifications suggested: a) improve the
(P4,5) ruminant materials, the apphcatxon shonld gg ) imp t

provide control measures (such as sourcmg,
manufacturing, processing conditions, and the
nature of the tissues) used to minimize the risk of
TSE.”

This reviewer cusagrees with tne
revision of the current text,
“Furthermore, for excipients derived from

i
ruminant materials, the application should state

whether the materials are from BSE countries as.
defined by the LS. Department of Agriculture
(9 CFR 94.11),” and would suggest, as
the commenters did in their “V.C.2,
824, that this sentence be added at
the beginning ~of this paragreph
(Lines 1100 -~ 1106) with the minor
modifications previously proposed by
this reviewer:

“If ruminant derived materials are used or
manipulated in  the same manufacturing
equipment as the new product, a statement
should be provided ;'egarding‘ the control
measures (such as sourcing, manufacturing

‘| (state) the true country of orlgln “for

grammatical correctness and b) correct the “risk
of” statement to reflect the rlsk being controlled,

4 “TSE contamination.”

However, recognizing the need for the certify
ese thlS
reviewer knows that this sentence shouid not be
replaced here.

Moreover,  the reviewer's proposal is
consistent with the commenters’ proposal in
V.C.2, 824.

Finally, to the extent possible, the guidance
provided should at least be consistent across a
given guidance document promuigated under
GGP by the FDA."

processing conditions, and the nature of the §

tissues) used to minimize the risk of’ TSE
contamination. Excipients of human or
animal origin should be identified. The genus,
species, country of origin, ‘source (e.g.,
pancreas), and manufacturer or supplier should
be clearly indicated.  Furthermore, for
excipients derived from ruminant materials, the
application should state whether the materials
are from BSE countries as defined by the (LS.
Department of Agriculture (9 CFR 94.11).
Guidance is available from FDA on 7he
Sourcing and Processing of Gelatin to Reduce
the Potential Risk Posed by Bovine Sponglfarm
Encephalopathy (BSE) 'in FDA-Regulated
Products for Human Use.”
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Guidance

Line

Comment / Observation

| Rationale / Justlflcatlon

o i

VLF.
(P.4.6)

1117-1126

-} commenters

We propose that compendial references for
excipients used by a new route of adrnmlstratlon
and food use information for oral human drug
products may be useful to ]ustxfy an mtermedxate
type of information.

“

This reviewer agrees that such may
be useful but also notes that they
may not be useful.

Thus, until and unless, thei
present a sound
proposal that spells out the details,’
provides sound science that supports’
it, and establishes that it complies’
with both the requirements and the
spirit of CGMP, this reviewer would
recommend that comments such’ as
this be ignored.

A

The commenters prowded no ratlonale

This reviewer notes that almost anythmg may
be useful - that is not a debatable or relevant
issue.

Untll the commenters present much more that
a “may be” statement, this reviewer would
recommend ignoring such comments as they
are, at best, tangential to this guidance
document and the issuance thereof.

Since guidance is, just that, guidance and not
regulation and the appllcant’s have ready access
to Agency to address’ any issues specn‘lc to a
particular application, therg is no compelling
reason to consider the pomts alluded to, but not
raised in a cogent manner, in thls comment

VL.F.
(P.A.6)

1121

Please move the entire paragraph starting with
“Additionally, full details of the manufacture ...”
to Sec. IV.A.2 under novel excipients.

This reviewer disagrees.
However, this revnewer does
recommend a revision to remove the
reference to guidance that does not
exist, as follows: “Additionally, full details
of manufacture, characterization, and controls,
with cross-references to supporting safety
(nonclinical and/or clinical) data, should be
provided. The information should provide the
same level of detail as that provided for a drug
substance, and according to the drug substance
format that is official at the tlme that
the apphcatlon is flled

guidanee). This detailed information should be
provided in A.3 unless the information “is
provided in an appropriately referenced DMF.”

Paragraph 1121 contains information more appropnate to be
referenced in the Pharmaceutical Development Section.

The information request is for the novel
excipient that the drug-product manufacturer
proposes to use and not for the development of
which excipient to use. i
 On that basis alone, the information
requested should be placed where it is.

Also the CTD specifically creates a section for

“novel” excipients under whtch mformatlon key
to such should be filed.

Though most novel excipients will be
chemicals and mixtures that exist and have
extensive background data, the Agency is
properly requesting that the applicant submit
the detailed information as to how the particular
source of the “novel” excipient manufactures it
because, unlike non-novel excipients, the Agency
does not, in general, have that information on
file to review.

Charged with ensuring publlc safety and with
the requiremient to treat exmplenfs as drugs, the
Agency should do no less than it is doing here.

In cases, where the apphcant has a different
view, the applicant may pursue that course of
action provided it is at’ least equwalent to the
guidance offered and, more /mportant complles
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with the requirement minimums of CGMP.
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Guidance
Line

Comment / Observation

Rationale / Justlflcatlon

VILA
(P-5.1)

Footnote
30 (p.32)

Change “VI.B” to “VI A”

The commenters are correct.

However, the use of the word
“Guideline”
best, unfortunate — the document is
being proposed as guidance and not
as this answer, implies, a gundellne

in their rationale is, af

The information on mterchangeable chapters is prowded at the

"1 end of section VI.A. in the Guideline, not in section VLB,

The exact citation in the draft text of this
guidance to the harmonized chapters would
be Vi. A. (Lines 1043 - 1046).

Vil.A
(P.5.1)

1147-1149

Although the request to include procedures use&
only to generate stablhty data in P.8.3 IS
consistent with the CTD 'Q Q&A it presents Y
potential for confusion because P.5.1and P.5.2

can also be appropriately viewed as the complete’
statement of all regulatory tests and methods.’

Section P.8.3 could refer back to P.5.1 and
P.5.2.

Methods exclusively used durmg stability testmg
that are not going to be used in the future
appropriately belong in P.8.3. )

Since what is proposed is consnstent

i

with the CTD format, this rewewer*

would suggest that the commenters
concerns be addressed by correcting
their.. misimpression that, among
other things, P.5.1 and P.5.2 could
be viewed as the complete statement

The commenters provided no supporting rationale.

Apparently, the purpose of this involved
commentary is to attempt to have the Agency
swallow the unsupported premise that “P.5.1 and
P.5.2 can also be appropriately viewed as the complete

statement of all regula{ory tests and methods.”

Hopefully, the Agency will recognize this
reality and address it as they see fit.

In the mean time, this reviewer will
recommend that this draft text be left as it is.

This the case because rothing in this text
prevents it from being described in both places
or, where appropriate (when its use is
contemplated as being ongomg) referencing the
appropriate portion of P.8.3 in P.5.1 or P.5.2.

e s— e i

VILA
(P.5.1)

1149

of all regulatory tests and methods.
Include definition for “sunset provision.” '

This reviewer agrees.

mspectlon plans

Commenters provided no rationale.

Terms that are used for which there are no
statutory, regulatory, or other recognized
Agency definition in related guudances should be

defined in the Glossary of thlS gurdance

Doing this should ensure “terms are defined

"and that the definitions presénted are consistent

with the applicable statutes and regu!a’uons
However, no CGMP:required control should be
allowed to be included in any sunset provision.
What should be encouraged is the scientifically
sound and appropriate Use of hierarchical
inspection plans with ~science-based level
switching criteria for the switching a“m”ong'the
scientifically sound levels” defined "in " said

R N T
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Guidance

Section |’ Comment / Observation ? Rationale / Justnﬂcat:on

VIl.A 1162 The inclusion of release criteria should be an | Release criteria are an mtcrnal cGMP issue and not an
(P.5.1) 1174 option not a US requirement. '} application  issue. The example cited’ (Assay) while
7| Table representative of a European application approach should be

For the reasons stated, this reviewer‘
not only disagrees and but also
recognizes that this information is
key to the application reviewers”
ability to determine that™
production process and the drug
product comply with CGMP.
This text should
incorporated without change into the
final CMC guidance.

[Note: Since 1979, if a firm’ has opera’ced

in compliance with CGMP (as the FDC Act |

requires), they have had two specn‘lcatxons

for their product,

1. A statistically based specnflcahon
that complies with all the apphcabie
requirements of 21 CFR 211.160, Sec.
211.165, Sec. 211.166, and 211.167
including the specific requ1rements set
forth in 21 CFR 211.160(b)(3) and 21
CFR 211.165(d), and

2. A USP-based post-release lifetime
specification for ~ articles | in
commerce.]

Thus, the guidance’s request is but
another request for the firm to
establish that its apphcations comply

‘with CGMP.

What is clear is that the FDA’s
guidance is requesting that a firm
provide proof of compliance with the

batch-release requirements of drug
CGMP.

As the commenters’ first rationale
comment clearly indicates, nothing
that a firm has not been required to

decades is being requested.

Upon reflection, the commenters
should have no problem with
providing the FDA with proof that
their applications comply with the
legal strictures governing their FDA-
approved or licensed operations and
drugs in whatever setting the FDA
requests it to be prowded

“the’

therefore be

considered an optional submission used for p purposes of a global
submission package and not a US requirement.

At least the commenters recognize that
release criteria are a CGMP issue.
However, all CGMP issues are also application

| review issues contrary to the commenters’

assertions.

Moreover, the allusion to the European
application approach is just a feéble’é’t’féfﬁpf to
distract the reader from what is requested and
what a minimally CGMP-compliant drug
manufacturer is supposed to do. ;

Again, this reviewer would recommend that
the commenter carefully read the CGMP
requirements for drug product release set forth
in 21 CFR 211.160, 165, and 167 and the’
General Notices section of the USP that clearly
states the USP’s “in commerce” samphng plans
are “not statistical samphng plans,” its lifetime
post-release specifications may, or may not, be
appropriate for release, and each firm should’
develop appropriate release specifications.

In doing so, the commenfer should focus on
the requirements of 21 CFR 211.165(d),
“Acceptance criteria for the samphng and testing conducted
by the quality control unit shall be ‘adequate to assure that
batches of drug products meet each appropnate specifi cation
and appropriate statistical quality control criteria as a
condition for their approval and release. The statlstlcai
quality control criteria shall include appropnate acceptance

levels and/or appropriate rejection levels.”

Since to comply with 21 CFR 211.165, one
must a valid statistical samplmg plan and the
USP’'s sampling plans are not statistical
sampling plans, the release specifications
cannot validly be based on’ any aspect of the
USP’s samp!mg plan. B

Thus, since 1979, the CGMP regulations have
required release spec1f|catlons that are
scientifically sound and based on, among other
things, statistical quallty control (SQC) and the
FDC Act has required, post-reléase compllance
1o the non-statistical USP's “article in commerce
complies when tested” requirements.
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Guidance

Line

Comment / Observation

‘| Rationale / Justification
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VIL.A

1173
(footnote)

Section VI.B does not contain the lnformatxonl
indicated in footnote 30, page 32 (g\ndance on
USP General Chapters that are mterchangeable
with EP or JP analytical procedures).

This reviewer agrees but notes that
this is just a “repackaging” of ‘the
comment made in a table row labeled
by the commenters in the “Guidance
Line” column as “Footnote 30 (p.32)." ‘

Moreover, in that instance,
rationale, “The information

the'

on

interchangeable chapters is provided at |

the end of section VI.A. in the Guideline,
not in section VI.B.” corrected fhe‘

¢} error, though their use of the word

“Guideline” was unfortunate. 1

Clarification.

The exact citation in the draft text of this

.1 guidance to the harmomzed chapters would be

VI. A. (See Lines 1043 - 1046.)

VILA
(P.5.1)

1174
(Table 3)

We trust that IPCs such as “core welght 'Was
provided for example purposes only, and not as
an indicator that tablet weight should be part of
product release testing.

Contrary to the commenter's
statement, detailed, CGMP-compliant
batch release should be provided
because they are crucial to
establishing the requisite CGMP
comphance of the drug product.

This reviewer suggests that fhe
commenters carefully read the
relevant comments and the pertment
alternate “Table 3" example posted
to this docket on 20 May 2003.

Non-functional tests such as dosage unit weight are of limited
value as accept/ reject criteria; tests such as assay or dissolution
provide more useful data.

Contrary to what the commenter states,
scientifically sound non-functional tests are of
great value as in-process controls (accept/reject
criteria) and most firms use them for tests such
as appearance, dimension, imperfections,
hardness, friability, dose weight or dose volume
deliverable volume, defects, and the like.

Technically in-process - core (IPC) ‘weight
testing on ‘a batch representatwe set of cores
should be an integral part of the critical controls
for release of the cores for further processing.

However, for most film coated tablet drug
products, the final tablet welghts should” be
included in the batch release controls.

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

As was the case for the IPCs, a batch
representative set is needed for each critical
variable that is evaluated to determine (based
on SQC) whether or not the batch (not just the
samples tested) is acceptab[e for release.

Further, the IPC example agam bnngs up the
question if the testing needs to be carried out in the
Quality Unit.

Since the CGMP regulations do not specify
WHERE any tests must be conducted, this
reviewer sees no such location issue.
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Section | T Comment / Observatlon
VILA 1174 Re:  Degradation Products, Unspemf‘ ed The commenters provided no rationale. ~~
(P.5.1) | (Table 3) Degradation Product, Individual Unspecified

Acceptance Criteria, a reference is needed to,
indicate that the acceptance criteria is’ the

RS e « -k
identification threshold per ICH Q3B-R. ,

While this reviewer agrees that a
“reference is needed to indicate the identification’
threshold,” this reviewer knows that this
should be established  on
safety/toxicity basis and not any'
prescriptive number.

P
A

Since there are many known chemicals and
elements that have ppm (< 0..01 %) and, in'a some
cases, ppb (< 0.0001 %) limits, it would not be
scientifically sound or ethical for the Agency, or
any other body charged with the responsibility
for protecting the health and safety of fhose who
consume drug products, to set, or purpose any
prescriptive “non-risk- based" limit for any
impurity.

In the late 1970s, the EPA recognized the
reality of the proceeding.

This reviewer would only hope that the FDA

"} follows a similar course and sets a safety-based

66

threshold with at least a “100 X" safety factor. |
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A.
Specificat’ns
P.5.1)

B.
Analytical
Procedures

(P5.2)

1176-1231

1250-1253

It would be useful for FDA to allow EP and )}5
analytical procedures to be referenced rather that
needing to provide a copy of the method.”

This reviewer cannot agree because
as discussed earlier, this matter is
not in their control, the FDC Act and
the FDA regulations define what can
be referenced.

Previously, this reviewer commented
to the “SCORECARD" ~table " row
containing “358-359” in the column
labeled “Guidance Line” as follows:
“This reviewer cannot nor can the FDA,
bound by US statute, *'actept” the
preceding request for clarification.”

P S

As stated earlicr, the issue of change ,conti-ol management needs
to be addressed for EP and JP' methods that may be referenced

"} inan NDA.

The commenters’ remark is not only off the
mark but also, provided the method provided is not
tied or linkedto the EP, JP or any other . recogn/zed
source, there is NO "change control issue” in the
application.

If the filed method is “XYZ-On3z,” then, except
for reporting any changes in the method in an
annual report, there is no need to file a

"I supplement BECAUSE the method, though

derived from some FDA.- recognized source
initially, has been vahdated and, prov:ded it

'| continues to meet its su;tab:/lty criteria, is valid.

Moreover, the reality is that, in most cases,

| the written procedures that the labs have ahd

follow are, for good reason, significantly
modified (and more detailed) from the written

4 procedure in the FDA-recognized source.

While these and other commenters have

/| focused on the burden that “in house” test

procedures impose, they have overlooked both:

a) The reality that most labs’ analytical
procedures are not really the same as the
reference procedures (thus, the commenters
are proverbially beating a dead horse), and,

b) Ifvalidated and valid, there is no need to file
any supplement, all chahges can simply be
reported in the firm’s “annual review” and do’
not need to be updated each time the FDA-
recognized source document’s analytlcal
procedure is changed, unless the change is
to correct a non-validity found in the ‘method
(thus, practically, the commenters are, again
proverblally, cutting off thelr own nose to
spite their face).”

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

“Given the reality that, by statlte, the ONLY official
compendia are the USP, NF ahd the Homeopathic
Pharmacopeia of the United States, no other
compendium can be recognlzed as official,

Therefore, a) the Agency correctly eguest such to
be listed as “in-house” spécifications and tests; and
b) the commenters have correctly observed, if such

“in-house” specification or method is t/edto the JP JP-

EP(PhEuO BForany other”f’DA “recognized source, a
change in the referenced compendlum would trigger
the need of the NDA or ANDA holder to file 'a CBE or,
in rare cases, could require a prior approval
supplement.

However, if the applicant’s specmcatlon or method
is developed from such a source but not tied thereto
there would be no such need.

The preceding is true of methods from any other
such FDA-recognized source. "
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Section E‘:fa““ Comment / Observation | Rationale / Justification
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Vil.A 1194 Insert “more” before “hkely | Grammar
(P.5.1)
This reviewer agrees.
VILA 1201 Delete the word “all” Clarity
(P.5.1)

This reviewer does not agree, because
the change does not clarify the
request it changes it.

Thus, this reviewer recortimiénds that
the text be retained “as is,” unless the
drafters,  upon reviewing these
comments, decide that there is no need
to ensure that “all” are provided, “If
sufficient data (e.g., data from multiple batches,”
all proposed manufacturing sites and processes)
are available, a PQIT proposal can be |nc]uded

in the ongmal application.

For the rationale for a deletion to be “clarity,”
the change must make clear what the persons
who drafted the text have said.

The proposed deletion cfoes not do what is
required.

Moreover, the deletion proposed changes the
meaning of the drafters’ text

Further, this reviewer resents those who
attempt to disguise their actions by dehberately
misidentifying the commenters’ real reason for
the change proposed.
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Comment / Observation
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Rationale / Justlflcatlon

VILA
(P.5.1)

1214,
1219-1221

Revise to read as follows:

..the PQIT will be performed on each
subsequent batch until sufficient data is generateé
to support the PQIT.”

This reviewer disagrees, but does
recommend mod|fymg the text to
address this reviewer's concerns and
those of other formal commenters:
“The commitment should state that: =
* the PQIT will be performed according to the
protocol approved in the application
* failure to meet the acceptance cnterla for the
PQIT will be handled” (e g mvesttgatlon,
batch rejection decision) in the same manner
as a failure of a test included in the drug
product specification and, after the
possible causes for the PQIT fallure
have been identified, appropriate’

corrective action has been m:tnateJ

and the quality control unit permlts
production to resume, the PQIT will be
performed on each subsequent batch until
the failure-is all data indicate that the’
corrective ‘actions taken have fruly
identified and resolved the root cause
or causes of the failure.
* any investigation wxll assess the effect on ali
batches
between the last batch tested with a passing
test result and the last batch that-failed
tested
if the result of the investigation confirms a
batch failure or is inconclusive, a changes-
being-effected supplement will be submitted
to include the test in the drug product
specifi catlon S

The commitments 1mp]y alarge GNKP 1mpact

Re: Rationale:

Because PQIT is eyon (in addition to) the
minimums required for CGMP compliance, a firm
wishing to implement a PQIT must make such a
commitment or the FDA should not use said
PQIT in judging whether or not to recommend

" application approval

Moreover, any truly "CGMP compliant
manufacturer wishing to use the PQIT approach

i| should have no objection to committing to do

what they propose to do.

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

Re: Comment:

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

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

Pending the outcome of that investigation,
| either production must be suspended or the
PQIT must become part of the quality controls
on each batch. o

If the results of the investigation find that the
root cause of the failure was process ‘instruction
ambiguity, operator or lab error and the testing
of the batch-representative reserves between the
last batch that passed PQIT and the problem
batch are batches that meet the PQIT, the PQIT
may revert to its periodic interval.

In all other cases, the PQIT should become a
part of the routine quality testing protocols and |
a changes-being-effected’ (CBE) supplement
should be filed. >

Re: Additional Change ' ~ ’ ‘

If the PQIT data passed at batch “n” minus 33
(“n-33"), where “n” is the problem batch, then
the additional batches that need to be checked
are the batches from “n-32"'to “n-1.”

if, in the interim, production is allowed by the
QCU to resume or continue, the PQIT and other
data for batches “n+1” and beyond will speak to
the validity/non- vahdlty of the process and
should be explicitly included in the mvestrgatnon

Also, the change addresses investigating

batches started but not yet “produced.”
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Line

Comment / Observatlon ‘
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vii.B
(P.5.2)

1254-1257

We propose that mlcrobxology s stenhty, bactenat
endotoxin tests be exceptions to the requlrement
to specify which pharmacopeial method, from the
options available for these tests, is bemg used. ‘

This reviewer cannot agree for the
reasons stated.

TR

may be camed out at contract laboratorles we recommend for
logistical reasons, the filing should specify the “parent”
monograph only.

The CGMP regulations (21 CFR 211.160(b))
require the drug product manufacturer to
establish  “scientifically sound and appropriate

specifications, standards, sampling plans, and test

procedures.” ‘ o
That a manufacturer chodses to adopt a given
means of compliance that generates Iogrstucal

| complexity or Ioglstncal srmpllmty is in the
[ control of that firm.

Because these laboratories are supposed to
be “available” (21 CFR 211.22(b)) to firm's

| quality control unit (QCU) the information about
{{ which exact procedure or procedures each such

lab, contract or otherwise, uses for all’ tests
must also be available to that same QCU.

Since the information i§ available and in the
control of the drug product manufacturer
(through the contracts they establlsh wnth such
labs or, for in-house’ labs dlrectly) that
will help the applicants to see the value of
simplifying their supply chain with respect to
contract labs as other industries’ have.

Vil.C
(P.5.3)

1276-1277

We recommend that the FDA clarify the meaning
of the statement; “This information should be
provided for all analytical proo‘ewduregylisted in the
specifications.” \

Though the meanmg of this sentence
is clear to the reviewer, this | revrewer
would propose that the sentence be
revised to read: “This analytlcal
validation information, mcludmg all
experimental data estabhshmg ‘the
suitability of the procedires under
their actual conditions of use, should
be provided for all analytical procedures fisted

in the specification (P.5.1).

The level of validation required to demonstrate that analy caI
q

procedures are suitable for their intended use varies for each

procedure type.

in prmcrple this reviewer is inclined to agree
with this statement except that it should have
simply stated “... for each procedure” for this
reviewer to agree without reservation.

Certain procedures other than identification tests, quantitative
tests for impurity content, limit tests for the control of
impurities and quanutatwe tests of the active moiety in samples
of drug substance or- drug products or other selected
component(s) in the drug product do “not requn‘e any
information.

As a trained Analytical chemlst this’ revrewer
knows that this statement is false.

All analytical procedures requrre the developer
thereof to: a) prove the procedures vahdrty, b)
establish the validity of the operational envelope
set for the procedures, and ¢), when the
procedures are used for decision making
(control). prove that the specifications
established for the procedures are scientifically
sound and appropriate. ‘
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Section | Comment / Observation Rationale / Justlflcatlon

Vil.C 1276-1277 Rationale / Justlflgatug (contmued)

(P.5.3) (Continued) For example, we would not expect to provide validation
(Cont.)

PR

| and, if used, the routine “w

information for the appearance test in a specification.

Though this reviewer would hope that the
commenters’ firms do validate  their
“appearance” examinations which broadly are

| test procedures s under 21 CFR 211.160(a) and

21 CFR 211.160(b), they are technically not

‘| analytical test procedures because the samples

are, in general, not analyzed - their appearance
is simply examined. [Note: However, if the

| appearance specification mé:ludes an analytical test
.| quantitativem easurement of ‘the “whiteness” of a

“white” tablet against a predefined minimum
“whiteness” reference standard, then this test is an

/ analytical test and its validatién information should

be provided, along with the detailed test procedure,
“whiteness” reference standard or standards used,
ness” ¢check standard.]
Therefore, the submiss n ‘of the validation of

| such non-analytical tests’ (examlnatlons) is not
| being requested, and the commenters’ example
A does not address the issue stated.

However, though classifiers like NIR systems
may not report quantitative values, they are
analytical tests because they make quantitative
measurements and then analyze the
measurements made to classify the material

1 examined as “acceptable,” “unacceptable,” or

“indeterminate.”

We might provide verification information for a compendial
method.

Since “verification of the suitability of a
method under actual conditions of use” is an
instance of validation, it would seem that the
commenters are agreeing to provide validation
information for compendial methods

The preceding would satisfy the request
provided they also provided the scientifically
sound and ~appropriate (more complete)
validation data for all other analytical test
methods.
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Rationale / Justlflcatlon

VIL.D.
(P5.4)

1288-1291

While Batch analysis data from all requested lots
mat be provided, we understand that all of the
batches may be used for the establishment’ of
specifications.

Obviously data from batches, needed
for other purposes;, that do not, in any
manner, directly or indirectly bear on
the establishment of specifications’
would not be used for this purpose.‘

‘| doubling of the tablets’

o for “true”
4 required to both measure ‘and control tablet

The commenters provnded no ratlonale
All specifications should’ be based on only the

‘ data that directly, or indirectly, bear on the

specifications.

However, data that may not directly bear on a
given specification (e.g., the uniformity of the
active in the final blend on the weight of the
tablets) may be critical "to ‘establishing a
scientifically sound and appropriate batch

| specification, for example, the permitted weight
| range for tablets.

This is the case because tablet weight does
influence content value in the sense that a
“weights™ ‘should
approximate double the content of the active in

| the tablets.

Thus, were a final blend to be and remain

‘l perfectly uniform, tablet welgh’t and tablet actlve
‘I content correlated afirm could justify just using
'| the tablet weights in lieu of measurmg the active

content of a representative set of tablets
Since, in reality, the preceding is only the case
solutions, the manufacturer is

weight and measure tablet actrve confent “active’
availability, and, where the USP or the FDA
directs, impurities, related - ‘compounds,

degradants and other monetles, ‘

VIL.D.
(P.5.4)

1292

A COA does not need to be provided here if
collated batch analyses data are included.

This reviewer does not agree, but, to
improve the specificity 'of what is
being requested recommends that
the draft text in Lines 1288 = 1292
be revised to:

“Batch analysis data should be provided for all
batches, from all phases of
development, that were used for clinical
efficacy and  safety, bioavailability,
bioequivalence, 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.,” COAs) and
collated batch analyses data should include a

description of the batches.”

The comienters provided no ratlonale

The phase “from all phases of development”
is suggested to ensure that data bearing on the
validity of the test methods used is clearly

requested.
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Comment / Observation

Rationale /Justlflcatlon

P .ty

VIL.D.
(P.5.49)

1301

Container closure should not be included in ﬂw
metadata for batch analysis. It is not relevant.”

This reviewer disagrees.

The cornmenters provnded no rahonalef ”

The container closure information is relevant
because it permits an analysus of the data to
include the questlon of whether or not the

+| differences observed among some test data sets

are related to the nature of the contamer closu re
system used to hold thé samples prior to
testing.

In this reviewer’s experience there have been
several instances where test set differences were
related to the specific container closure system
used.

i e o Sl g s

VIL.D.
(P.5.4)

1304-1305

s Batch

Excipient batch numbers should not be
mandatory '
Ironically, this reviewer both agrees

with the commenters and dlsagrees
with them.

The reviewer would s‘uggest the

proper terminology s "batch

identifiers” (both here and in the

following lines) because not all such

are numbers.

Based on the preceding, this reviewer"

recommends that Lines 1297 - 1305

be changed to:

identity (i.e., batch number

identifier), strength, and size

Date of manufacture

Site of manufacture

Manufacturing process, where applicable

Container closure system

Use of batch (e.g., bioavailablility, stability)

Batch number identifier of the drug

substance used in the drug product

e Batch number identifier of novel
excipients or any excipients that are critical
to product performance (eg exaplents
used to form liposomes)”

i

o sop)

e & 3 o » ¢

At the discretion of the sponsor, novel exc1p1ent batch numbers
could be provided.

This reviewer knows that just as it is
important to know the container closure system,
it is equally important to’ _capture the Iot of
excipient used.

This is the case because each specific ot may
affect the batch uniformity or drug product
performance with respect to the uniformity of
the active and/or its release or release rate from
the dosage unit even in cases “where the
ingredient is not expected to affect either.

Moreover, the effect in some cases may be
important and may, in turn, require a change in
the allowable specification ranges for one or

] more measured parameters.

VILD
(P-5.4)

1307-1308

Use of terms such as conforms or meets
specxﬁcatlon should be appropnate to use when
it is clear what spec1ﬁcatlon the test result “has
‘been assessed against.

This reviewer notes that the
commenters addressed this very
point earlier (see commenters row
having an “Guidance Line” column
identifier starting with “1092-1094,”)

The commenters provided no rationale.

and, with reservations, agrees.
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Section | 0 Comment / Observatlon Rationale / Justifi cation'
ey .
VIL.D. 1313-1315 { The statement that “batch analy51s reports shouId To facilitate paperwork reductlon, only data relatmg to test
(P.5.4) include results from all tests performed on the referenced in application in the application should be provided.
batch including tests that are not part of the
roposed specification” may nof be appropriate. Since all tests should have been reported, this
prop P 4 PPTOP reviewer does not know what is the point of the
commenters’ statement.
This reviewer disagrees. 2= '| Contrary to the commenter’s remark, “The
| statement that “batch analysis réports\ should include results
For example, batch analysis is not the appropriate from all tests performed on the batch 1nclud1ng tests that are not
place to report the additional testmg performe part of the proposed specification” may not ‘be appropriate.,”
during validation. the results, not the data [which is not being
, requested here], requested:
This reviewer disagrees. 2> |a) Are relevant;
b) Bear directly on
We suggest that is inappropriate to require: results
from all tests that are not part of the proposed i) ;he Va“dlty of the teStmg performed and
specification. i) Agency’s stated reason for the request
) 7 “evaluation of the product quality, safety and
This reviewer disagrees. 2= performance,” and
¢) Should be provided.
Perhaps the requirement should be limited to dataé This reviewer would again direct the
in support of named tests, considered for commenters to the precedmg remarks made by
inclusion but omitted on the basis of data, e. g 3 1 this reviewer.
chiral testing. 1 In addition, this reviewer would remind the
This reviewer drsagrees > :y commenters that the Agency is entitled to
i inspect all of the reports and results for the
In addition, not all batches ina batch analy51s are batches in qUEStlon )
considered relevant for certain tests. - * - e
) . . While the commenters’ statement is true, all
This reviewer disagrees. > batches are relevant to some test or tests.
VILE.2 | 1368 “Active Ingredient” should read “Drug Substance” | Clarity
(P.5.5) _to provide consistent terminology throughout this

guidance document.

This reviewer cannot agree; this
change is not warranted.,

However, the text should be corrected
as follows:

“Active-ingredientrelated Active-ingredient-

related impurities not covered in $.3.2 can

‘include, for example, degradation products of

the active ingredient arising during drug
product manufacture or reaction products of
the active ingredient with an excipient and/or
immediate container closure system.”

Lo

The term “drug substancé " as defined in the |
in the Glossary, is a derlv tlve te m beqq eitis
defined in terms of the' term ‘active mgredlent "

Moreover, the terms “actlve lngredleni" and
“drug substance” are both used ‘throughout this
guidance.

Based on its definition in 21 CFR 210. 3(b)(7),
the use of the term “active ingredient” is proper
in the text cited Qrowded ‘the first usage is
changed to reflect proper grammar. ‘
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VILE.2
(P.5.5)

1371

Attempts should be made ‘to ”ideht’ify all
degradation products found at sxng icant levels
(what does significant mean here?) in the drug
product. Reference ICH Q3B.

This reviewer agrees thats ignificant
is not defined here, but knows that
referencing the guidance ICH Q3B i IS
not the appropriate approach.

This reviewer therefore suggest that
draft gu1dance Lines 1371-1372 be

identify all degradatlon products found ‘af
significantlevels in the drug product at levels
that, based on both appropriate acute
toxicity studies and short-term
chronic toxicity studies, are found to
be a potential safety or health hazard.

Clarification, harmonization

Since the primary reason for the identification
of any unknown substance in a drug product
must be its potential effect on patient health and
safety.

Thus, instead of the nebulous “at significant
levels,” the text needs to reflect the preceding
reality. ,

The appropriate safety control levels
(Threshold Limit Values) for many known
chemicals are less than 100 ppm (<0.01 %) and
more than a few are less than 100 ppb
(<0.0001%).

In contrast, the ICH guidance sets a general
level of 0.1 % ~ a level that'is not always safe.
[Note: This is the approach the EPA “adopted” for

impurities in biocides in the 1970’s, perhaps, in
2003, the FDA will, as it should, do likewise.]

VILE.

1386-1391

Revise as follows:

presence of resndua] solvents in the finished drug

product sbmm_lze.emhlmhed.gnd_c;mmﬂed

Residual solvent testing of the drug product should include only
those solvents used as part of the drug product manufacturmg
process. Residual solvents from the APl or excipient
manufacturmg processes should be controlled with

. | specifications established for the API and ¢ exaplents

All that the text provided here does is simply
remind the applicant of what is expected of the
applicant.

The alternative offered by the commenters is

b not as informative of what the applicants should
.| be aware of as the draft test does.

Moreover, the text in tontext does NOT

address the level of control, it addresses the

. issue of listing - regardless of where and how
] they are controlled, the applicant is simply

This reviewer disagrees with thé

proposed changes and would
recommend leaving the text as it is.

This is the case because of the cost
savings manufacturers will save by

using well-characterized excipients'’

from reputable sources as opposed to.
excipients that are less well
characterized or from sources that

3

:} requested to identify and hst those that are

present in the drug product

The real impact of an applicant’s doing what
is suggested would be_a good thing - to
eliminate those vendors that cannot supply the
requisite data from the applicant’s approved
vendors list.

What manufacturer wants to be saddled with
identifying the impurities. in the excipient
ingredients?

may be in some sense “counterfelt" |
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product.

While this reviewer understands ‘the
import of this somewhat cryptic
comment, this reviewer would
propose also including the containef
closure systems used for retain
samples of the drug products or
components, any stability study, and
any clinical study involving humans.

Based on the preceding, this revuewer
would propose; “A description of the
container closure system or systems for the
drug product (including the systems for
the proposed marketed drug
product, the drug product retain
samples, and any system used in any
drug-product stability protocol) should
be provided, including the |dent|ty of materials
of construction of each primary packagmg
component and its specification. An
abbreviated description  of the
container closure system used for
the component retain samples should
also be provided. The same type of
information should be provided for functional
secondary  packaging components as is(
provided for primary packaging components.
For nonfunctional secondary packagmg
components (e.g., those that neither provnde
additional protection nor serve to deliver the’

| product), only a brief description should be |

provided. Information about the suitability'of a
container closure system should be provided in’
P24.

.| Section g;:game Comment / Observation Rationale / Justification
IX. 1531 The guidance should mention the contamer The commenters provided o rationale.
(p-7 closure system for the proposed mx:kel;ed drug

Since the choice of container closure system
is important for any packaged system used for a
regulated purpose, those ‘systems should be
clearly spelled out.
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Section Si“]:game Comment / Observation | Rationale / Justification
1X. 1533 Because it is not defined in the FDA gqin}appé The commenters provuded no separate ratlonale
(P.7) “Container Closure in Systems for Packaging | to support their definition.

Human Drugs ‘and Biologics”, we suggest that
“Functional secondary packaging Cdmponents be
defined in the Glossary, ana propose the
following definition:

“Functional secondary packaglng Packagmg that
ensures that the product meets the necessary
quality criteria by offering protection against
degradation (light) or by enabling appropriate and
accurate metering and dosing of the product.”

This reviewer agrees that a definition
is needed and that the commenters’
definition is a good start but would
suggest that the followmg alternatlve
be considered: v
“Functional secondary packaging: Packa.gilig thét
ensures that the product meets the necessary
quality criteria by offering added protectlon‘
from environmental degradants (for

example, light, water, oxygen, andh

carbon dioxide) or by enablmg approprlate
and accurate metering and dosing of the

product

The need for a simple useful definition of the
term “functional secondary packagmg” is
evident and it lack impedes a common
understanding of precnsely what the definition
encompasses.

The commenters’ proposed definition is an
excellent start. S ‘

However, this reviewer proposes what it does
in the area of “ protection agamst degradatlon is better
expressed in'terms of what itadds.

The preceding is the case because it, in fact,
does not protect from degradation, it adds
protection from those environmental factors that
would increase degradation.

v177w)‘ B




Section

Guidance
Line

Comment / Observatlon

Rationale / Justification

Please clarify the term stablhty study reports
We believe the term is mterchangeable ‘with
“results of stability studies” mentioned in ]me
1569. We do not believe there are any
requirements beyond tabulations of stability data
in stability tables.

This reviewer does not agree that the
“results of stability studies” are ’thg
same as “stability study reports.”

“Stability study reports” are the
appropriate summaries of each
stability study record (21 CFR
211.194(e)) and, at a minimum,
should include items (1), (2), (6) and
the names from items (7) and (8) of
the requirements for a stablhty
record (21 CFR 211.194(a)y

Most important of these, beyond the
results themselves, is the sfatement
of how the results compare to the
established standards (in this case,’
the baseline batch-representative’
data for the batch being tested) of
identity, strength, quality, and purlty
for the finished packaged drug
product tested including, if required

| the packaging integrity tests (f6¥]

example, the observed container’
closure opening torque for drug
products sensitive to moisture
packaged in bottles and, if Used, the
residual moisture absorbing capacity
of the desiccant pack or packs in the
container).

Clarification

The results are but a small part of the CGMP
requirements for “ Complete records shall be maintained
of all stability testing performed in accordance with Sec.
211.166 (21 CFR 211.194(e)) ‘
Further, 21 CFR 211.194(a) “ Laboratory records shall
include complete data derived from all tests necessary to assure
compliance with established specifications and standards, including
examinations and assays, as follows:

(1Y A description of the sample received for testing with
identification of source (that is, focation from where sample
was obtained), quantity, lot number or other distinctive code,
date sample was taken, and date sample was received for
testing. )

2) A statement of each method tised in the t testmg of the sample
The statement shall indicate the Ioca n of data that establlsh
that the methods used in the testing sample meet proper
standards of accuracy and rehablllty as appiled to the product
tested. (lf the method employedis ..., a statement mdlcatmg
the method and reference will suffi ce) The suutabﬂlty of all
testing methods used shall be verlf" ed under actual conditions
of use.

3) A statement of the weight or measure of sample used for each
test, where appropriate.

—

—

test, including all graphs, charts, and spectra from laboratory
instrumentation, properly identified to show the specific
component, drug product container, closure, in-process
material, or drug product, and lot tested.

5) A record of all calculations performed in connection with the
test, including units of measure, conversion factors, and
equivalency factors.

(6) A statement of the results of tests and how the results compare

—

with established standards of identity, strength, quality, and
purity for the component, drug product container, dlosure, in-

process material, or drug product tested.

{7} The initials or SIgnature of the person who performs each test
and the date(s) the t tests were performed.

{8) The initials or signature of a second person showing that the
original records have been reviewed for accuracy,
completeness, and compliance with established standards.”

Based on the preceding stability study reports

need to summarize the important information,

results and findings of the testmg

Since the purpose of stability testing is to
asses stability, a stability report must do that for
every test station and interval.

Based on the precedmg, the commenters
should see that much more than a reporting of
the results is needed and should better
understand the CGMP basisf rom which that
request was generated. '

Finally, being requested to submit stability
reports is far better than bemg requested o
submit the stablli{y records.” "

4) A complete record of all data secured in the course of each
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X.C.
(P8.3)

1584-1593

Revise to read as follows:

A summary of any significant changes that would
impact the results should be provnded o

This reviewer disagrees and believes
the draft guidance text shddldf
remain: “A summary of any changes in the
analytical procedures should be prowded lf the
analytical procedure was changed over the

»

course of generating the stability data. ...”

This would eliminate the need to report trivial changes.

The introduction of the word “significant”
introduces a subjective decision element as to
what changes are significant (and which are not)
when, in fact, any change in the validated
analytical procedures should be” “reported
because, unless it had some effect, that change
probably would have not have been made.

Moreover the inexplicable deletion of the
phrase “in the analytical procedures and the

.| substitution of the less precise, “that would impact
-] the results” again substltutes the definite for the

less definite. /
Finally, in this reviewer's experience as an

'] Analytical chemist, this reviewer has never seen

a change in a stability method that was trivial
because, rightly, prudent firms initially generate

'} and validate their stability miethods with the aim

of having a method so weH defined that their

| projected change dates are at least twice that of

the dating period to minimize the risk of
problems in interpreting the stability data
caused by a changed-induced discontinuity in

| the results obtained.

X.C.
(P.8.3)

1577

The methods in P.8. are methods that will not be.
used for stability testing post approval All
release and stability methods for post approval"
testing should be included i in P. 51andP. 54 2\1f
these sections are viewed as a complete statement’
of the regulatory method.

This reviewer disagrees with the
commenter.

Clarity

First the commenters’ éta‘temeijt states a
preference that they may choose to follow.
However, nothing in the guidance is so

] prescriptive as to request that this is the only
Jway to structure the reporting of stability

information requested here.
Moreover, this reviewer does not agree that

.| P.5.1 and P.5.2 can, or should, be viewed as the

- if complete statement of regulatory methods.

s

Finally, the structuring” of the CTD was
carefully thought out and, where and as needed,
the option to reference information in other
methods was provided.

X.C.
(P.8.3)

1597

We suggest revising this statement as follows:
“Based on dosing directions included in the
product labeling, compatibility ‘data with.
...should be provided in P2.6”" .

This reviewer concurs that the

addition of the initial’ clause “Based on

the dosing directions included in’ the pro&uct

labeling,” would clarify the text but that

the other change “Information regarding

the compatibility of the drug product” W|th
compatlblhty data” does not.

thereof

Clarity

The clarity added by the first change i is offset
by the reduced clarity of the second.

This reviewer would propose to accept the
first and change the text to, “Based on dosing
directions included in the product labeling, information
regarding the compatibility of the drug product with any
diluents (i.e., constitution, dilution of concentrates,
admixing), dosage devices, or coadmlmstered drug products
should be provided in P.2.6.”

Information should be data plus lnterpretatxon
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Section

Guidance
Line

Comment / Observation

| Rationale / Justification

X.C.
(P.8.3)

1607-1609

Delete sentence on providing stability data to
support holding of materials.

This reviewer disagrees and would
propose the following text
restructuring and modification (Lmes
1603 - 1607) to address the
commenters’ concern: “Data, other than
those from formal stability studies, that support
the analytical procedures, the proposed shelf
life, and label storage statements can be
provnded Such data can include, for example,
stability data on small-scale small-scale
batches of drug product, - investigational
formulations not proposed for marketingﬁ
related formulations, or product presented i
container closure systems other than those
proposed for marketing.

In a separate identified subsectlon,
the stability Stability data to’ sup‘port
holding in-process materials for longer than 30
days should also bep rovided in-this-section
here.

Information on the type of container closure
system in which the in-process material is held’
should be included with the stability data m
all cases.

The analytical procedures should be ldentnf ed

and when analytical procedures are dlfferent(
from those described elsewhere in the
application, information should be provided on
the analytical procedures to the extent
warranted to support the use of the data.”

'

Although this type of data is rflecessary, it should be
referenced in the appropriatefsec\tions, justifying the
process so as not to confuse it with the formal
stability testing of dosage form/packaging addressed
in this section. [This text relocated o the
“Rationale” column because that is what it is.]

The commenters admit that this information
is a) necessary; b) stability data, and c) is being
requested in the section deahng with stability
information.

The commenters propose no text to effect
their proposal to move it.

The issue of confusion can be addressed by
requesting that it be placed m a separate
subsection.

X.C.
(P.8.3)

1617-1622

We recommend rearranging this paragraphJ To'
the extent stress studies are used to support the

] items listed in lines 1620-1622, data should be
-} included.

[

This reviewer does not agree; the texti

should remain as it is (Lines 1617 -
1622), “Any results from drug product stress
testing and thermal cycling studies should be
provided in this section of the appllcaﬂon “The
design of the stress studies should be discussed
briefly. The information should be used, “as
appropriate, to support the validation of
analytical procedures (P.5.3), the impurities
acceptance criteria and/or characterization of
expected impurities (P.5. 1, P.5.5), justification
of the drug product specification (P.5.6), and
stability summary and concluslons (P8. l)

AL e
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If the results of stress studies do not impact these
items they need not be included; the first sentence of
this paragraph suggested otherwise.

] [This text relocated to the "Ratnonale” column
because that is what itis.] '

The reality that, by their very nature, the
results from stress and thermal cycling serve to
support, or cast doubt on the validation of the
methods used to test the samples from those
studies.

Thus, all such studies should be reported —
not only those that support, but also those that
cast doubt on, the vahdatlon of ‘the ‘items
specified.

The commenters’ proposal would permit the
applicant to exclude studies where the results
obtained do not support item validity.

a0
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Section

Guidance
Line

Comment / Observaiion

Rationale / Justification

XI.C
Appendices
(A.3)

1762-1763

Change “IV.B.2" to “IV.A.2”.

This reviewer concurs. -

Incorrect section is referenced.

XILA.1
(R.1.P)

1793-1795;

1799-1801

Delete “Phase I clinical,”
ok
This reviewer agrees.

if the Agency feels the EPRs from thé
Phase Il clinical studies should be
submitted, this reviewer recommends
the following text: “Executed Production
Records (EPRs) for representative batches used
in  Phase M clinical,  bioavailability,
bioequivalence, or primary stability studies and
supporting productlon mformatlon must be
provided (21 CFR314. 50(d)(l)(u)(b)) EPRs
for the Phase IIl clinical batches
should also be submitted in support
of the validity of the results obtamed
and the test procedures used therem

Add the following: “In cases of muitlplé
strengths, one batch per strength is typncally
sufficient for submission.”

This reviewer disagrees.

LRy

The cited CFR requxrement for executed producnon records
requires only batches from bxoavaﬂa])lhty ‘or
bioequivalence studies and m-lmarv stablhtv studies,

The expansion of the current CFR requirement to
representative Phase 111 clinical batches is inconsistent with the
curtent regulation and will add no value to the review process.
Information on formulation deve]opment is prowded in the
Pharmaceutical Development Section. We support prov1dmg
adequate information to thorougl'ﬂy explain and ]ustxfy the
development of the product, but the information is more
appropriately summarized within' the apphcatlon not in
providing additional volumes of batch records.

The commenters provided no rationale.

Either the commenters seem to have
not read all of, or this reviewer seems to
have misread Section XII.A.I1., Lines
1799 through 1804 (bolding emphasis
added), “For NDA submissins, an EPR for a batch
manufactured on at least a pilot scale should be submitted.
In cases where clinical batches used in Phase lll trials were
less than pilot scale, submission of the EPR for the largest
scale clinical batch is also recommended. Discussion of
which EPRs should be included in the NDA can be a topic at
pre-NDA meetings. For ANDA' submlsslons, EPRs should be
submitted for the batches’ produced in support of the
application.”’ ‘ o

Based on all of the text in'this paragraph, the
commenters’ suggestion is verbiage that is: a)
unnecessary for the NDA case and b) counter to
the Agency’s request in the second case.

Had the Agency felt that there was a need to

j counsel ANDA submitters on the nature of the

batches to submit, they wolld have said so.
Had the Agency felt that only one batch per

L strength was appropriate in either case they

would have said so.
Based on this reviewer’s personal experience,

|| the Agency is aware that there have been times

that firms submitting ANDA information from

‘lonly one batch per strength concea!ed by
| choosing the “best” batch, serious process and
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Guidance

Section | % Comment / Observation Rationale / Justification
Xii.B 1826-1830 | Please change wording from “A comparablhty From a statistical point of view, one cannot demonstrate
(R.2.P protocol is a protocol describing the specific tests | (prove) a lack of effect (null hypothe51s)
Compar- and studies and acceptance criteria to be achieved

ability to demonstrate the lack of adverse effect for Though the commenters’ remark 1S teChmca”y
Protocols specified types of postapproval manufactixnng true, its use is mls{eadmg and | map proprlate

changes...” to “...to provxde evidence for
equivalence for specnf‘ ied. .
This  reviewer disagrees; b(j’f

recognizmg that statistics cannot
prove or disprove any hypothesis,
“null”  or = otherwise,  would
recommend the following changes to
address that issue (Lines 1826 -
1833):

“A comparability protocol is a protoco?
describing the specific tests and studies and
acceptance criteria to be achieved to
demonstrate the apparent lack of adverse
effect for specified types of postapproval
manufacturing changes on the identity,
strength, quality, purity, and potency of the
drug product as these factors may ‘relate to the
safety and effectiveness of the drug product.
The proposed sampling plans for
outcomes based on the testing of the
drug product in comparability
protocols should be based on the
sampling and testing of sufficient
representative samples from ‘the
batches being compared to ensure,
at a confidence level 0f 95 % or h/gher
that the batches in the comparison
are predicted to conform to the drug
product-release  variable
ranges established in a drug—product
specification that fully complies with
the statistical quality control (SQC)
requirements set forth in 21 CFR
211.165(d) as well as the CGMP
requirements  for  drug- product
release set forth in Sec. 211, 160
211.165, and 211.167. "

Comparability protocols are optional. If a
comparability protocol is proposed, it should
be included in this section (R.2.P). Approval of
a comparability protocol can justify a reduced
reporting category for the pamcular
postapproval change described in " the
protocol.” \ %

Factually, statistics cannot be used to prove
any hypothesis.

Statistics only establishes (proves), at some
populatlon and confidence levels, the probability
that a given hypothesis may be true.

A comparability protocol can only give evidence that an effect is
within an acceptable range.

Factually, a properly designed comparability
protocol can, by usmg population statistics,
which batches produced with a qhange are the
“same” with respect to all CGMP-regulated
parameters as the batches produced prior to the
changes provided the comparison has and uses
valid results data for all CGMP-regulated
parameters from sufficient batch-representative
samples from the sets of batches being
compared.

Thus, the commenters’ statement is not
factually correct.

Moreover, if, as has often been done on the
past, the comparison is from too few or
non-representative samples, all that a protocol
can do is compare the results obtained in each
case to the USP’s post-approval in-process
specifications and then state whether or not the
samples tested happen to meet USP
expectations.

Further, it is not scsentn‘lcally sound to
directly compare different sets of results from
samples that are not provably population
representative at some significant (a “y” of 0.9 or
higher) confidence level whether lt be in a
comparability protocol or elsewhere.

"'} A comparability protocol is an equivalence test (not a
' | hypothesis test), but cannot demonstrate lack of effect.

Factually, a comparability protocol is not a
test it is, by definition, a document.

Moreover, the design of the expenments set
forth in a protocol determine what the outcomes
of the testing specified can or cannot
demonstrate; not the rhetoric of the

‘I commenters nor, for that mater that of this
i| reviewer.
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Section

Guidance
Line

Comment / Observation

Rationale / Justiﬁcatio‘lj

Attach-
ment 1

1921

The Microbial Limits for specific dosage forms
will be specified in USP <1111> chroblofoglcan
Attributes of Non-Sterile P})armaceutlcﬂ
Products.

This reviewer does not agree and
would propose kppnmc the ouidance

WLl Syl vy

text as it is in the draft “Acceptance
criteria should be provided for total aerobic
microbial count, for total combined molds and
yeasts count, and for absence of designated
microbial species (e.g., Staphlococcus aureusz
Escherichia  coli, Salmonel!a spécies,
Pseudomonas aeruginosa).”

3

g

The absence of specified mlcroorgamsm requxrements would
depend on the dosage form

First, the USP General Chapter <1111> is, as
are all such having <identifiers> of “1000” or
higher, only a guidance chapter and not a USP
requirement \.hapl.t:l

Second, while the requirements do, to somme
degree, depend upon the dosage form, the
applicant should: a) establish and justify two
limits, release and lifetime, and b) ensure that
their drug products are free of designated
organisms for which some or all strains are
known safety risks to those that will consume
the proposed drug product.

Thus, at best, USP <1111> can only be used
as part of the justification for the Jifetime limits.

Other measures should be taken to justify the
release limits specified in the application.

Attach-

ment 1

2010

Reference to USP <61> acceptance criterfa for
total aerobic microbial count xs not approprlate
for transdermal patches.

This reviewer agrees with this
statement but doesrn’t see ' ifs
appropriateness here and
recommends that the draft text be
maintained as it is (Lmes 2008 —
2010)

“e Microbial Limits

See information provided under semisolids.”

The microbial limits for transdermal patches are based on the
surface area of the patch, not 1ts wenght

Because this document is guidance and its
test here is a reference to other guidance, the
applicant is not bound to follow it at all - much
less by rote.

Moreover, this reviewerrécommends that the
commenters take this issue up with the USP so
that General Chapter <61> is appropriately
modified or the USP adds 'a separate General
Chapter for patches.

Attach-

ment 1

2061

1t is recommended that the document cite USP
<51> Antimicrobial Effectiveness Tests for the
method for prescrvative effectweness

The commenters provided no rationale.
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Guidance

Section | Comment / Observation Rationale / Justification
Glossary | 2117-2256 | Consider adding the following list of terms: ~ * | The commenters provided no rationale.

Critical Process Control
Critical Step
Critical Tests

This reviewer disagrees; the guidancé
only need define the word “critical’
as this reviewer proposes. ) ;

Functional Excipient:
We propose the following definition:

A functional excipient is either: ,

1) An excipient that performs a role in
maintaining product quality during shelfTife,
e.g. an antioxidant, or anﬁ—microbia]
preservative or

2) An excipient that performs a role in
achieving a desired in vivo performance
e.g. arelease rate controlling excipient "'

This reviewer disagrees. =

See Reviewers’ remarks to Commenters’
General Observation 1.

Critical: Of or pertaining to any entity that is
required to be controlled in a manner that
complies with, or governed by any requirement
specified in, the drug CGMP as set forth in 21
CFR Parts 210 through 226. Examples include,
but are not limited to, critical control, critical
factor range, critical phase, critical jorocess
control, critical process phase, critical
specification, critical statistical quality control,
critical step, and critical test, ”

il

See Reviewers remarks in the ‘“‘SCORECARD”
table row identified ‘in the column ‘labeled
“Guidance Line’’ as “437.”

Non-compendial Excipient

This commenter agrees and suggests
using the form “noncompendial”
instead of the more grammatically
proper “non-compendial” to save
paper.

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

Novel Excipient —add suggestea definition” "'

This reviewer agrees-

Novel Excipient: An excipient that is used in the
United States for the first time'in a human drug

product or delivered by a new route of

administration. ~Any excipient that is not a
“novel excipient” is “non-nQve’l excipient.”

Sunset Testirig

This reviewer agrees.

i

This reviewer also proposes to add
the following:

Actual specification: The’spécmcatx'on
that the applicant actually uses for the
drug substance or compotient for a given
analytical test or examination. For
example, the compendial specification for
the pH of an ingredient might be “4.0 to

7.2,” but the applicant’s” actual "pH

specification for that ingredient is “4.3t0
6 9 »

Based on the commenters’ remarks in the
“SCORECARD” table row identified in the
“Guidance Line” column as “759-761,” a definition

of this term is needed "in this guidance

document

This reviewer therefore' has proposed a

definition with example for mcluswn inthe CMC
guidance

P
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Guidance

Section | Comment / Observation . | Rationale / Justification
Glossary |2117-2256 | Consider adding the following list of terms:
(Cont.) (Continued) | (continued)

Based on requests made by the
commenters and a definition tney
proposed and this reviewer revised,

the following definitions are offered:

Compendial  Monograph:  ‘Any
currently official monograph in an
official compendium. The same as:
“Official Compendial Monograph”
[Note: No pharmacopeia, or por’uon
thereof, other than those that are
recognized by the FDC Act as an “official
compendium” is, for the purposes of any
CGMP  regulation or 'guidance, '3
“compendium or”, in the case of ‘a
portion thereof, “compendial.” Thus,a Il
proper uses of the term “compendium”
or “compendial” pertain to an “official
compendium” because these are defmed
by statute.]

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

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

Reprocessing
Reworking

The definition and its companion note proposed
here are offered to address issues and
comments made by fheqp rnmmpnfprq

The definition proposed there is offered in
response to the commenters’ request for it.

The definition proposed here is this reviewer’'s
revision to the definition proposed by the
commenters who, noting its absence inth e
referenced guidance, proposed adding if to the
Glossary

This reviewer was surprised that the
commenters did not mention adding these
because their comments ifn the “SCORECARD”
table row identified in the column labeled
“Guidance Line” as “$87.912” indicated that

" ] definitions for “reprocessmg" and “reworking”

B e Ry N GRS ST

should be added in the Glossary
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02D 0526

GPhA’s Submission Dated July 7, 2003 To Docket 02] 0*52? ?‘C 15w

[Note: The original comments are quoted ina Condensed font (Pmptun) the quoteg K

directly from the draft guidance are quoted n"a styli ized font (Lydlan) and this
reviewers comments are in a pubhshers font (News Gothrc MT) to make it easier for
the reader to differentiate the “speaker” in the var ious fext passages that foHow ]

With respect to the comments submltted by the GPhA (Generlc
Pharmaceutical Association), pfease consrder £ oV
As the commenters state, “GPhA represents 98% of genenc drug manufacturers whose
drugs are dispensed for almost half of all prescmptrons tilled in the United States but representlng less
than 10% of all drug expenditures. GPhA is the united voice of the generlc drug mdustry and is
committed to patient health and safety, and strongly supports any measures that will improve our health

care system

“GPhA has concerns related to the proposed recommendatlons that comprehenswe Pharmaceutlcal
Development reports are to be subtmtted with each apphcatlon \The Draft Guidance does not appear to
provide for flexibility in regard to content of the reports or when such reports may not be necessary Itis
believed that there is a substantial number of ANDAs for which’ Ptxarmaceutxcal Development reports are
either not necessary, or could be prowded in an abbrewated f'ormat

reports (or an equivalent’ presentation of the'“ i at C
support thea ppl:cant S submlssron) for ANIjAs are not only n essar

/ Vcases but must, in some areas, be more detalled than those of the NDA

application.

Except for the growing trend for the NDA holde‘r"\“tolﬁle an ANDA whlch
provided the NDA is CGMP- comphant need’ only reference the approved NDA,
this is the case because the ANDA apphcant must prove ‘that thelr formulation
and drug product are the same as those of the innovator W|thout Havmg the
benefit of being able to review the mnovator S submlssmn documents

Thus, the ANDA applicant must reverse engineer the’ mnovators drug
product and, when they have accomphshed that, provrde aII of the proof that
establishes that their drug product is essent:a Ily the same as the mnovators
drug product even though the ANDA appllcant uses a dn‘ferent source for the
active pharmaceutical ingredient or mgredlents ‘and other components that
differ, to varying degrees, in source, nature or amount from the lnnovator s NDA
components.

In this reviewer’s personal experience, “this” rewewer has seen caSes where

the ANDA applicant failed to develop a drug product (an extended release drug
product) that was the same as the innovators sxmply because they falled to test
an adequate number of the lhnovator s lots to dnscover whatJ were the
performance variabilities and apparent targets for the’ mnovator s drug product
What they did was test a few samples from three (3) different lots and a
couple of trial formulations (made from a smgle lot of each component) ‘and
then select the mnovator s lot whose test resu(ts on a few tablets happened to
match the test results on a few tablets from' one of the two trial lots.
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‘other properties mcludmg the processes used m thelr manufacture

basically makes a product like that one lnnovat\
one edge of the mnovator S performance envélope

have the same “Drug Release” pro MN“DA drug product “it
has a “Drug Release” profile that matched” one (1) batch of the’ lnnovator s drug
product. c o
Reducmg the content of theses reports or ehmmatmg mclusmn of Pharmaceutlcal«Development reports
when such reports are unnecessary will conserve valuabIe FDA resources whlle continuing to assure that

all critical technical information is available for agency rev1ew

Since the information requlred in Development Reports is crltlcal Yechnical "

information, this reviewer disagrees with this statement for the same prevuously

stated reasons. ‘ o B

W 4oLy J\wv'\‘-‘

“Providing ﬂex1b1hty in the final gmdance document vvxﬁ work t© streamlme the rewew process thhout
sacrificing scientific information that is essent1al to the rev1ew and approval process

Agam this revtewer is all for anythmg that wi tate the revis )fprodcess
without compromising its’ lntegrlty and knows that a well prepared sc:entlflcally
SOUl’ld and detalled Development Report lS essentxal to the review and approval process.”

“An ANDA for a generlc version of a brand -name drug p' duct (the reference product) must be

~mm-”m

Would that the precedmg were the case (see precedlng comments)

Mostly agree with what has been stated but bloeqmvalent to the reference product
all too often becomes bloequlvalentt o some one batch of the reference product
- not at all the same thing. PSR

Vo
i R -
N

“ANDA applicants must show that the generic drug contams the same acuve 1ngred1ent(s) as the brand— o

name drug product is 1dent1ca1 in dosage form, strength and route of admlmstratlon has the sa.me

-

Again, the GPhA’s comments are close to what |s reahty but the dlfferences
are significant.

The ANDA applicant must show that the actlve(s) in ‘the actlve lngredlent(s)

are the same. U ,

However, they may differ to varylng degrees from the actlve mgredlents m
the innovator's drug product in, for example thelr lmpurlty profiles, trace
metals fmgerprlnts bulk physrcal propert|es morphology, intrinsic form and

¢ 1

“Generic drugs must meet all drug product quahty characterxstlcs estabhshed By the agency as well as any o

compendial requirements for identity, strength quality, and | purlty Addmonally, all drug products must
be manufactured under the same strict good manufacturmg practice regulations.”

88

e 3 e s



" stability, provide different outcomes for som

process.

A REVIEW OF FORMAL COMMENTS T0 PU]

This reviewer concurs with the commenters’ first statement.

But notes that the requlrement is’ that all drug products must be
manufactured in a manner that ensures both their manufacture and the drug
product manufactured conform to the requwement m/n/mums estabhshed in the
CGMP (current good manufacturmg practrce) regulatlons and not as the k
commenters state, “all drug products must be manufactured “under “the same str1ct good
manufacturing practice regulations.” o ‘ '

This reviewer trusts that the commenters do know the'drfference between;;”f
ough 226 and the

the legally defined “CGMP” regulatlons (21 CﬁR Parts "
legally undefined “strict “GMP"” regulatlons ‘that may apply in jurisdictions
outside of that of the United States of Amerlca

. L
For certain dosage forms, A\IDA applicants must use the same mactlve ingredients in the same
concentrations as the reference products.”

For those dosage forms that are in the majonty, there is no requrrement
that the inactives be the same much less in the same concentrations as the
reference products. . ..

Even when the preceding is the case there is no requrrement that these

“inactive lngredlents be from the same suppller o anufactured usmg the
same process. - ”

As more than a few have found out lngredlents from d|fferent sources may
look the same but, in crltlcal areas such as formulatlon stablhty and active
16 lots from some sources of, in

some cases, all lots from a given source o

AP o «t

“For example, 21 CFR 314. 94(&)(9) identifies certain regulatory requlrements ‘for parenteral ophthalmlc \

and topical dosage forms that are submitted as ANDAs. For parenteral and ophthalrmc drug products the ’ o
-formulation of the generic product must be essentlally the same as the brand product )

Even in these cases, the formulatlon |s only requlred to be essermally the same
as the brand product - NOT the sa me as
“Thus, the value of product development reports for formu]atlons that are elther 1dent1cal or essentlally
the same as the brand product that have been carefully rewewed ‘and found to be acceptable by FDA is
quesnonable In these circumstances, FDA would be re- revtewmg duphcatlve 1nformat10n that prov1des

no additional msxght into the quahty cbaractensﬂcs of the drug product

Contrary to the position stated, a proper “Development Report" would

facilitate the review in such cases by provrdlng the revrewer the proof that the
ANDA applicant has met the requrrements i o
Lacking such proof, the revrewer s trme wnil be waste "mbecause the reqursrte
proofs have not been submitted.
At best, when there is a proof deﬂc ency, the

hold and notify’ the apphcant of a proof“defrcrency'

¢l Ve \itw B

1'“ put the revlew On
\th '5' delaymg the rewewﬂ



“As noted, the Draft Guldance does not appear to con plplate those 51tuat10ns when Pharmaceuttcal_
Development reports do not prov1de any useful sc1ent1ﬁc 1nformatton For example at line 364, the

Draft Guidance states that ‘The Pharmaceutical Development section should contain information on

the development studies conducted to establish that the’ dosage form, formulation, manufacturmg
process, container closure system, microbial attrlbutes, and Uusage instructions are appropriate for the
purpose specified in the applrcatlon T}us statement mdlcates that a Pharmaceuncal Development |
report will be required even though many gehenc products are 1dent1ca1 in formulatton and container

closure system to the brand product
i

Please read the prlor comments addresslng this issue.

Moreover, unless the ANDA applicant is ‘the NDA holder (even when thisis
the case the following may be true), no generic product can be truly IDENTICAL

in formulation and container closure system to the brand product

Therefore, the statement is, at best, meamngless

Moreover, because the state of current good manufactur/ng practice
(“CGMP") is supposedly lmprovmg as ‘time passes, the NDA holder may need to
submit a Development Report that addresseslssues that_“15 years earlier were
not issues, but may still need to be addressed because of the maturatlon of the |
expectations for what constitutes CGMP compllance today.

For example, the applicant may need to address TSE issues that were not
even recognized as an issue 10 years ago.

H - !,c T sl e
1 i

“Product attributes for generlc versions ‘of brand-name drug products such as dosage form and in many

~cases formulation and usage instructions (condmons of use), are predetermmed by those of the reference

product The ANDA applicant therefore would not hkely need to conduct development studies to
determine if these attributes are appropriate since they mimic the innovator product

e
aam bt Ly

However, the applicant is requrred to cohduct development s
establish that the appllcant’ “same” dosage form drug product batches
PERFORM the same as the innovator’s drug product batches. -

Moreover, developmental studies for the formulatxon used to make the
applicant’s dosage-form drug- product batches are often mvolved lterattve
processes that needs to be provided to the revrewer SO that he or’ she may
assess whether or not the studies done have ‘met the stated requtrements or
merely that a few non-batch- or” non- process- represehtat/ve dosage units

happened to give test results close to the few results for a few unlts froma
single batch of innovator’s product used\as refe“ nce (mstead of, what should -

be the case under CGMP, the resuits form a stat/sgc@a/ly significant number of
representative sets of samples from the appl:cant s batches belng compared to
the results from a stat/st/ca//y significant number of product representat/ve

samples chosen at random from a composnte made from’ sufficient batches to

ensure that the results obtained for the mnoVators samples are drug producz‘
representative ~ not, as usually the case, from one partlcular lot cho ' \
its test results most closely match the applncant s test results from »
“Dissolution” or “Drug Release” tests) :
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g r ) may be
specnﬁed in an official monograph and ANDAs must coﬁtam 1nformatlon showmg that the selected
container closure systems are suitable and appropriate for thelr intended use.’

And the Development Report must show how the’ PP lcant (ANDA or NDA)‘ ’

established (proved) that said™ rtems from the supphers ‘specified are truly
’ “suitable and appropriate for their intended use.’

From the initial “believe” comments, it would 'seem that the GPhA isan

advocate of a faith-based approach to flhngs

Fortunately, CGMP (as set forth in the F'ood Drug, and Cosmetic Act (21
U.S.C. Title 9, “FDC Act”) and enunciated in the drug CGMP" regulations set

forth in 21 CFR Parts 210 through 226) established requlrements for'a science-
based (establish, justify, validate, prove, demonstrate show) approach '

“Thus, ANDAs already contain substantial 1nformatlon related to the contalner closur system and
whether a particular type of container is 1dent1ﬁed in the USP" monograph Rev1ew1ng the same
Pharmaceutical Development information in" one or mu1t1p1e 'ANDAs that has aIready been found =
acceptable by the agency results in a waste of resources that could be hetter used to: rev1ew other techmcal: ,

issues within the application or to review adchtlonal pendlng apphcatlons

While the preceding is true in part the reahty is that Iacklng the proofs that?';f“
the partrcular container closure system from the supplier the apphcant has™

chosen is acceptable " the reviewer has no. basrs to accept that the systems

o chosen are sultable and _appropriate for thexr mtended use "~ a requwement that even the

“Also, beginning at line 383, the draft guidance states that “Key physmochemlcal characterlstlcs .. should
be discussed. However, for ANDAs, characteristics such as water, solub1hty, part1cfe 51ze (e.g.,
“micronized”), polymorphic form, etc., may be predetermmed by an official monograph or may be

 specified in the reference product Tahehng Thus, the critical : attnbutes have already been established in

many cases. It is expected that the Pharmaceutical Dev elopment reports for Lhese examples would have

litde relevant value.

-t
DT

Since this reviewer knows of no mnovator product where

a) All of the key physrochemrcal characteristics of the components in"an NDN’;";“

product are specn‘red in the innovator’s product lab lrng,
b) The exact particle size distribution that the lnnovator uses is specrfred in the

official monograph for the active or actrves m the lnnovator s drug product o

or

¢) Except for morphology and solvatlon |n a few cases any of the other key\d -

physiochemical attributes such as mtnn5|c dlssofutlon flow afﬂmty, etc)
the last sentence references a hypothetrcal non exrstent case '

the nature and state of hydratlon ‘and”in rntrmsrc ) u"blhty are physrochem|calwi .

properties that may be key in the formulation tsed’ by the innovator.

However, the ANDA applicant may have dlfferent or drfferent values for the

key physiochemical properties’ for ‘the ™ components that comblne in the

,}v
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"~ formulation or labelmg claims.

_ development of the proposed drug product.”

applicant’s process to produce drug product)’ un“l’ts that havsme

performance as the innovator’s drug product

Further, in this reviewer’s limited expenence (1 5+ years) of experlence wrth”‘
ANDA products and the development thereof thls |s one area where many
companies don’t do their homework

The result has been, more often than not, that a “mmor” process chan,qe bv” o

a component supplier leads to batches that fall thelr specrfrcatlons and no one
in the firm knows “why.”

In several cases, the ANDA holder has had to abandon an approved ANDA.

In one particularly sad case, the prodtict failed in valldatron after approval -
thus wasting all of the flrm s developmental effort and aH of the Food and Drug
Administration’s ("FDA’s”) investment in the review of that appncatlon N ‘

In all such cases, not only has the ANDA holder's failures in this area

usually cost the firm the product, but it has also effectrvely wasted the Freview

time invested by the FDA. ; - , o

“The NDA applicant must conduct compatrbfhty studxes to prov1de mformatlon to estabhsh and support N
anticipated usage. The ANDA applicant must clupllcate compa‘ablhty studles of the drug product ‘admixed’
with diluents identified in the reference product labelmg to show that the g genenc drug will be cornpatlble
under the same conditions of use as the reference product " Pharmaceutical d%velopment actwrty for the
ANDA applicant is designed to duplicate the compatlblhty and’ condltlons of the’ reference product From
a development standpoint, the objective of the generic’ apphcant is to “demonstrate that the product
performs the same as the brand product and not to mtrocluce new or novel 1nformat10n related to the

N

The commenters’ remarks are srmphshc and “farl Ato recogmze the" B
differences inherent in the “same” components from different sources that
usually have differing physiochemical propertles ‘

Proof of compatibility is required - not speculatlve commentary on the "
sameness of materials that are KNOWN, at many Ievels to dlffer slrghtly ) o

“Recommendation: The Draft Gmdance does not descrlbe the need or relevance of Pllarmaceutrcalﬂ o

Development reports for a substantlal portlon of the ANDAs submltted to FDA GPhA requests thatv /
FDA reconsider the - requlrernents “set forth in ‘the Draft Guidance as tlaey pertam to Pharmaceutical

4 Development reports. It is requested that the final gu1dance prov1de “for a flexible approacll that seeks

such reports when justified for the limited subset of products for Wl'llCh knowledge of pharmaceutlcal
development activities may substanually contribute to the assessment of drug product quality. For ‘many
products, a simple confirmation tluat the formulatlon is essentlally the sameas the’ reference hsted drug,
the container closure is the same as “ed by “the brand })roduct or the - product and contamer comphes
with a compenchal monograph prov1des assurance that there are no new issues raxsed in regard to the

i N

For all of the scientific reasons set forth m”'the revreWe,’r;s precedrng:”
comments and because of the clear CGMP r qu reme for documented proof A
of claims, the GPhA S recommendatlon should be rejec

e

H

“In summary, a Pharmaceutical Development SCCthl’l should~ be requested for ANDAs only if 1t adds

- reasonable value to the reV1eW and approval process FDA should con31der 1dent1fy1ng ‘the types of

oy’




- ANDAs that may warrant submlssxon of a pharmaceutlcal development report and requestvthe reports

only in those instances. As stated, a 51gmﬁcant number of ANDAS are the same or essentlally the same in
formulation, container closure system, physiochemical propertles ‘etc. as the reference Lsted drug For
these applications, a substantive pharmaceutical developirent report provxdes no new or relevant
information to support drug product quahty concerns nor would these _reports represent additional
scientific support for the proposed drug product Rather, ' the resources requlred to review duphcatwe ‘
pharmaceutical development reports that do not add value to the scientific body of knowledge would not
be ]ustlﬁed espec1a]1y as the agency Works towards a more stream]med and sc1ent1ﬁcally based review
process.” - :

The preceding is summary merely restates ’che unsubstantlated clalms,\
refuted in earlier comments.

Given the GPhA’s focus, this reviewer recommends the FDA tlghten up the
requirements for ANDAs to address the iSsues that I"have raised
reducing the time wasted by inherently weak /-\NDAs that fatl post approvaT
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“Section TV.B. Drug Product, 2. Overages

A REVIEW OF FORMAL 'C’GMMENTS’;T“("S“PﬁBf‘IEiﬁo”c)i{ﬁ ‘ﬁfﬁfﬁgﬁ
N !, ~ Cam ; PN 4

Baxter Healthcare s Submlss;on Dated June 25 2003 To )

. Docket 02D-0526: “C-14"
(Federal Reglster Notice January 28,2003 (FR, Vol 68, No. 18 Pages 4219 4°220)

[Note: The original comments are quoted i a condeﬁs 5 font (Pcrp(tua) the T

quotes directly from the draft gundance are quoted ina styhzed font (Lydsan) and this
reviewers commenis are in a nnhimharc tont mem (‘nthm ATV Tn raaka it aadisry A the

EEER R e -.a AL vy xj LA LI I\ \.»UJIUI IUI

reader to differentiate the “speaker" inthe varlous text passages that follow]

. RN

“General Comments: . P \ . .
1. Baxter appreciates and supports the Agency s recommendatmns on the CMC mformatxon for drug
products that should be submitted in ongmal ‘NDAs"and ANDAs ‘in CTD format, ~The draft
guidance is apnhcable to generic products, but does not contain Speclflc information relative to
A,ANDAS Some examples mclude lme 149 states that the apphcatlon should include’ mformatlon in
every P subsection, but some sections may not apply to a generic product such as P.2.2.1
Formulation Development lines 667-673 discuss the. compatlbxhty of drug products w1th dduents

and the necessity of performing compatibility studies, but such’ stud1es may not appIy to a generlc \
product. Specific notations where the guldance does not apply to generlc drug products or where

requirements for generic drug products may be different would help to c]arlfy ‘the”

recommendations.” oo . Y

i

documents submitted by PhRMA " (C 16) and GPhA (C 15) to’ undekgtand that

such truly are musts for ANDA as well as NDA apphcatlons even tf“ough the =

purpose and crltlcal lssues may dn‘fer between the two types of applu ﬂatlons

“2. In general this draft guldance document should be consxstent w1th the ICH guldance documents In
some areas, such as the Characterization of Impurmes sectlon V ILE. below, this n new gmdance
attempts to broaden the scope of the ICH guidances.”

Provided the Food and Drug Admmlstratlon (“FDA")" gundance properly

addresses ALL of the current good manufacturmg (“CG P”) requnrements thenw N

to the extent possible, the FDA-sanctioned ICH gu:dances shoul’d be foilowed
However, in areas where the [CH guldances fe | o mee
requirements of CGMP or where the |CH guic ances diffe

r from ound sc:ence
the FDA should propose gundance to the’ Chem;stry,’ Manufacturmg, ‘and
Controls (“CMC”) section of an app!xcatron that is"based on sound science and
compliance with the CGMP minimums for drugs and drug products without
regard to the ICH gu;dance .

“Specific Comments: ‘ / ‘
5 : B i IO © e L %:i et e
Section IILC. Composition Statement . A

Please clarify what is meant by per unit basis” in lines 37%- 3297” A

“Table I: Example Target Composltlon Statement,” prOVIdes a tablet case.

In that example, the unit is'the “tablet” and all amounts are based on the

target amount in that a given strength tablet

AT
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET Oi 20526

Lines 537 - 539 state that use of an overage of drug substance to’ compensate for de"radamuu dunhg
manufacture or shelf-life is not appropnate The drug GMPs allow for the formulation of a drug product
to meet label claims. Please clarlfy what is méant by degradatlon vs. manufactunng loss. Manufacturmg
losses may occur due to filtration or other means besides degradauon

Lines 537 - 539 actually state, “In’ general use of an overage to’ compensate for
degradation durmg manufacture or a product s shelf hfe, or to extend the explratlon perlod is not
appropriate.” (Bolding added.) '

Thus, an applicant’ will ne
such Iosses

However, this draft does not, as the commenters remark suggest prohibit’
formulations that have such overages ) ’

Manufacturing losses are any " non: degratrve[ Yosses th e product); B

experiences during normal or routine manufacture
Degradation losses are losses where a porhon of an active is conv

B

ted into

another chemical structure or other chemical structures by reaction with that is

i B R 8 G g o et

initiated by a manufacturing condition stich as moisture, heat, light, component

interaction, or a trace impurity that reacts wrth or catalyzes the decomposrtlon
of an active.

3 PV JOTTI

t

“Section 1V F. Compatibility )
Lines 661 and 662 are very broad, covermg many pos51ble device categorxes " Please clarlfy that
compatibility studies should assess devxces and admlmstratlon sets only if the}r are spemﬁcally indicated in

, the drug product 1abehng

As written, the precedlng test and the followmg sentenc The deSIgn and
extent of the compatibility studies depends upon ‘the type of drug product and’ its antrcnpated usage,
make it clear that the type and nature of the "“for ex mple studles mentloned |nw
Vs antlupated usage

Thus an apphcant need only assess devmes” and admlmstratlon sets) when “ he
anticipated usage” requires such.

“Section V.A. Manufacturer )
Please clarify that lines 693-695, sterile processmg area (room and ﬁlhng Tme), apply to asephc processmg
only and not terminally sterilized drug products.” :

As written, the need to list the “sterile processmg area (room and f|ll|ng hne)” “also

extends to the locations or room or rooms in Wthh the terminal sterlhzatron IS

performed because each such is a “sterile processmg area” of a different type.
Based on the precedlng, there |s no need to make the change suggested

. P ~ PR - .
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. “Section V.A. Manufacturer 4
Line 711 requests the e-mail address of the contact person “at the manufacturmg site. Please clanfy the ’

purpose of the email address. In many cases, we do not beheve that e-mail is an appropnate medium for

notification of a pre-approval inspection.”
B L T

The Agency will need to address this comment

H Poyos
ie
B S

“Section V.B. Batch Formula

Please clarify line 720, ‘intended validation batch size’ vs. ‘5he maximum Batch s1ze espemalfy for solutlon o
drug products. Spec1ﬁc batch sizes are vahdated for manufacturmg efficiency and market demand and~

may not be known at the time of submission.”
i

Again, the Agency should address thls comment
From the reviewer’s point of view, ‘since ‘the Agency

application to the Agency, the firm should know the srze of the’ batch that the
applicant intends to validate initially. =

In the case of liquids, this size is I«mlted by the workmg capacnty range “of
the tankage available to the ‘applicant for use by the apphcant in the facmty
designated for the production of the drug product for which’ approval 'or license
for manufacture is bemg sought.

Within that range, the applicant is asked to specufy a formulatlon for the” =~

size that the applicant intends to perform’ the ﬂrm s mlt|a! vahdatron studles for
that product.

This request is reasonable because the revrewers concerns and/or tevel of
concern depend upon the size of the batch

?f,

‘ 4

“Section V.C. Descnptlon of Manufacturmg Process and Process Controls =
Please clarify if the recommendations regardmg the BSE statement specnﬁed in lines 824- 826 are new
requirements for NDAs and ANDAs - i J( -

Given that BSE and other transmlssnble sponglform encephalopathles B

(TSEs) are newly recogmzed ‘health’ hazards the’ Agency is S|mply provrdmg a

recommended means by which an appllcant can_ provide assurance that
producing the product in the facilities specufled in the’ apphcatlon does not pose
a threat to the health of those will take the _drug product should the Agency
approve the appllcatlon

Hopefully, all’ recogmze that demonstratmg product safety is not a new
requlrement ”

o PR o e B

“Are these recommendauons apphcable to the Drug SubstanCe and Drug Product?” S

% M YL S e S e o e
As written, these recommendatlons apply to any ANDA or NDA thata ﬁrm o

submits to the Agency - typlcalfy such are suBmftted for drug products
However, to the extent that they ensure’ safety, they shoufd be’ apphed

equally to any component, equipment, or facx!xty ‘that’ may be" used in the N

produchon of the drug product that i 1s at msk of bemg contaminated by any TSE

B TR

res an apphcant to
be ready for a pre-approval inspection at ‘the time the firm “submits Tits

T B



contamination and the putative causatlve agents (“prrons”) are dzfﬂcu¥t to
destroy. | R \

“The Process Controls section (hnes 832-916) is very detaﬂed and - requlres thore information’ than
previous guidances or GMP’s require.”

While this reviewer would agree that“ the “F"rooess Controls’" sé’ct”io*n” o

requires more information that previous' guidances have required, the
recommendations don_ot require more than the CGMP regulatrons (21 CFR“"
Parts 210 through 226) clearly require.” o
In this regard, the reviewer suggests that the commenters carefully review
all of 21 CFR Subpart F—Production and Process Controls. and 21 CFR Subpart -
I—Laboratory Controls from a “process control” perspectlve ' o

All that the current recommendations do is provude a recommendedv o

approach that an apphcant can use to demonstrate that therr proposed

processes conform to the clear written reqwrements set forth m the applrcable”

CGMP regulations including, but not limited 'to, ‘those set “forthin 21 CFR211
Sections 84, 101, 110, 160, 165, 167 and 194

“Line 850 should be revised from ‘All’ process controls to’ ‘Appropnate process controls per the ICH
CTD guidance document.” X ,

The requ1rement enuncrated in Llne 856 recommends that a flrm comply”
~ with the clear written requirements of the drug CGMP and recommends this
approach to demonstrating the requisite comphance

Regardless of the recommendations in any ICH gu;dance the Agency is
compelled to propose guidance for drug products that meefs the legally binding

requirements set forth in the drug CGMP regulations’just as drug manufacturers ™
are required, under penalty of law, to produce their drug products in comphancew) N

with all of the applicable requtrements of the drug CGMP 1 regu atrons "
Each party to the ICH guidance is srmriarly Constralned f

“Section VII. Control of Drug Product, A. Speaﬁcatlons 7 o

In Table 3, please identify and define the footnoted terms elsewhere in the document so that the footnotes \

do not need to be repeated.”

From an ease of use point of view, it is better to mclude table footnotes and 'y
definitions “in” the table rather than elsewhere even If thls requn‘es some of the“ ‘

material to be repeated
use is more important than a minor- reduct|on in document size that makes the
guidance more difficult to use.

IO
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“Section V.II.B. Ana]y‘acal Procedures
Please clarify that ‘Official Compendium’ mcludes other compendla besxdes the usep.”

The FDC Act only recognizes the United Stafes Pharmacopela ("bSP”) the

National Formulary (“NF”) and the Homeopathfc Pharmacopela of the Umted' o

States (“HP-US") as “official compendia” and none other.

Thus, bound by statute, the FDA can only recogmze the same as off|C|aI” '

compendia.

“Section V.II.C. Validation of Analytical Procedures

Please clarify in lines 1276 and 1277 that vahdatlon mfor‘matmn is not requlred to be submltted for *N

compendial procedures.” |

Given the definition, provided in Lines 1274 through 1276 for valldatlon ofw M

an analytical procedure, “Validation of an analytlcal procedure is the process of demonstratlng

that analytical procedures are suitable for thelr mtended use no such Clard‘lcatlon is

warranted.
This is the case because 21 CFR 211, I94( )(2) among other thmgs reqwres
“The suitability of all testing methods used shall be venfled under actual condltlons of use

Thus, the guidance conforms to the exphmt requn'ements of the drug CGMP(' ’

and needs no such clarification.

;({ R
“Line 1278 should be revxsed to state that stablhty data 1ncfud1ng data from stress stuches may be used

to support the validation of the analyncal procedures

‘The analytlcal procedures in questnon A

verification requires that the method for each actlve be specnflc enough that it is
not significantly biased by: a) other components and nmpurltles that may be
present and b) degradants that may form over t:me )

Thus, the guidance is correct as wntten - such data should be used to
support the validation of the method. .

“Section V.IL.D. Batch Analyses

Please clarify lines 1289 - 1291 to ‘state that batch analyses data ¢ may’ " also be’ prowded for other batches.

Batch analyses data should not be required for suppornve ‘batches mcludmg fea51b111ty process evalua‘aon
formulatlon studles and batches prepared for reglstratlon in other regxons

From the point of view of sound scxence as weH as that of reguiatory
compliance, specifications must be estabhshed and Justmed based on a body of

data that demonstrates that said spec1f|cat|ons are S(:lentn‘lcally sound and

appropriate for compliance with the drug CGMP

As written, “Batch analysis data should also be prowded for any other batches that : are
being used to establish or ]ustlfy specifications and/or ‘evaluate conslstency in manufactunng,
consistent with the drug CGMP and needs no Change

If an applicant feels that data from some batches need not be lncluded
then it is their right, subject to inspectional reweW and the penalty of law, to omit
any batch analysis or other data that they choose from their apphcatlon ‘

" After all, guidance is just that’ gwdance and not regulatlon

‘o8
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the level of the active verified under actual conditions of use and part of that’



Therefore, this reviewer must, for the reasons stated also object to the
change proposed.

“Section VILE. Characterization of Impurities
The list of expected impurities is inconsistent with the ICH guidance on Impurltles in New Drug
Products. Leachables from the container closure system are not included as impurities per this ICH

guidance .

Again, ICH guidance is not law.

[t does not overrtde sound science or. the requrrements set forth m the drug
CGMP.

Since “leachables” from container closure systems and Iabehng have been
and are a recognized problem that has a) in ‘more than one ‘recent instance,
adversely affected product safety and b) repeatedly led to product recalls, it is
appropriate that the Agency include them as “impurities” in the drug product
that a firm’s application should address.

Based on the Agency’s findings, one would hope that the ICH guidelines will
soon be approprlately revised to address what |s obv1ously a product
contamination and product safety issue.

“Section X.C. Stability Data
Please clarify lines 1570-1571 by defining ‘stability study report’ because this may not be common
terminology across the industry.”

Based on this reviewer’s experience and interactions with colleagues from
other firms in the pharmaceutlcal and chemical industry, most understand what
a “stability study report” is though they differ on exactly what information must be
included therein.

ngwstlcally,vl\n the context used the definition seems to be almost self

evident, any report generated by the stablllty studies bemg addressed.

If the applicant does not formally summarize the stability data into written
stability reports, then that firm can simply submit the apprOprlate portions of
the CGMP-mandated laboratory record (21 CFR 211. 194) that 1s requ;red by
Subsection (e) to be maintained for each stability test.

“Section X.C.3 Stress Studies
Please clarify lines 1617-1618, to state that results from drug product stress testmg and thermal cycling
should be provided if used to support the product’s labeled storage statement.”

This reviewer disagrees; all are requested and all should be because they
serve the other purposes stated in Lines 1617 -1622.
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