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956

Remove “documentation” from “Descrlptxon
documentatlon and results”.

This reviewer is opposed to this

| change.

Documentation is a PAI inspection itém not a filing requirement.

First, nowhere in the CGMP regulations or the FDC
Act does this reviewer find any prohibition for the
Agency’s request for an apphcant to provide the
requested documentwa’glgnﬂm support of an application
and require it to be only reviewable as part of an on-
site inspection. (See also, review in Row 982-983.”")

Second, guidance is guidance - not requirement.

Third, the documentation requests are justified
because they provide the supporting evidence (proof)
that the applicant’s assertions are valid and/or CGMP
compliant. T

For all three reasons, this proposed change to the
draft guidance is not sound and should not be made

982-983

Delete “and the applicant inténds to perform
full testing on each batch received,”.

This change should not be made.

Tt vt

Full or reduced testing by the applicant is a GMP issue, nota reglstranon
issue.

Contrary to the commenter's remarks, all FDA
personnel are charged with ensurmg that all
manufacturing practices and drug products comply
with CGMP. .

Thus, “this ‘is ‘a ‘registration” issue because the
reviewer is requlred to ascertain CGMP adherence
prior to recommending approval.

Moreover, the phrase is a critical conditional limit
on when the applicant may simply list the compendial
monograph without explanation.

For the preceding reasons this comment should be
rejected. (See also, review in Row “956.”")

982

Replace “with no additional testing” with “and
no additional testing is needed to ensure the
suitability of the excipient in the product”.

Not only does this reviewer oppose
this change he is also conc¢érned

because the commenters have

distorted the proposal by removing
it from its context.

Additional testing is done from time-to-time for a variety of reasons.
This section should focus on attributes of the excipient that ensure
product quality.

While the commenter s first statement is true, itis a
“sound bite” that has nothmg to do with the context.

The second sentenge is, at best, a red herring.

Factually, the text states (emphasis added),
“Compendial-Non-novel Excipients: 6 When a compendial excipient
is tested according to the monograph standard with no additional
testing and the applicant intends to perform full testing on each
batch received, the excipient (e.g., Sodium Chloride, USP) can be
listed under P.4 with no detailed information provided in P.4.1
through P.4.4.” ’

All that the preceding does is address the conditions
under which it is appropriate to list under P.4, the
excipient without providing detailed information under
P.4.1 through P.4.4.

Based on the context, the proposed change is
irrelevant and, as such, should be rejected
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Proposed Revision

Rationale

986-987
&989-990

Delete “The P.4.1 to P.4.4 for each individual
excipient should be grouped together in the
application.”

In this instance, the reviewer is of
two minds.

On one hand, this reviewer sees
the utility of a common format.

On the other hand, this reviewer
recognizes that the Agency isn_ot
legally bound by the guidance
published by ICH.

On balance, this reviewer will leave
it up to the Agency to decide which
is better. i

While this may be useful for the FDA, it is inconsistent with the
organization of the CTD guideline and granularity document. If FDA
disagrees with the organization of CTD it should work through ICH.

While the commenter’s first statement is true, it
ignores the reality that ‘the gundance issued by the ICH
is, just that, guidance does not legally bind the FDA.

However, this reviewer was unaware that these

commenters _have standing to suggest the FDA’s
course of acttonws _a-vis__its _interactions with
international agenCIes - this reviewer t?\ought ‘that
such fall ‘within the province of the United States
Congress.
If this reviewer is incorrect, hopefully, the commenters
will provide the statutory language that binds the
Agency to follow ICH guidances even when they conflict
with US statutes or regulatlons ,

991

Delete the comment
information can be warranted...” or provide
an explanation of the type of details that can
be warranted.

The reviewer objects to this

comment, as it decontextualizes

and misquotes the text but would
welcome the Agency providing
added text to assist the applicant
in understanding what is required.

“Additional CMC

Clarity.

Would that the commenters were equally concerned
about accuracy. \

The unmangled text (Lines 990 - 991) states:
“Furthermore, depending on the circumstances, additional CMC
information for the excipient can be warranted.”

Moreover, because the comment ends W|th
“warranted...” the commenters are recommendmg
removing the rest of the followmg text assoc:ated with
this text.

Since the Agency's observation is a valid one,
hopefully, the Agency will honor this commenter’s
request and provide more detail here.’
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1022-1030

Delete this paragraph.

This reviewer knows that this
paragraph should be retamed and
the Agency’s request is rational
and measured.

The text for Imes 1022 - 1030
shouid remain:

“In addition to listing all the tests for an
excipient, the specification should identify
the tests that the drug product
manufacturer will routmely ‘perform and the
test results that will be accepted from the
excipient manufacturer’s certificate  of
analysis (COA).Y" At a 1024 minimum, the
drug product manufacturer must perform
an appropriate identification test (21 CFR
211.84(d)(1)). However, when there are
specific safety concerns relating to an
excipient, testing in addition to an identity
test would be warranted. For_example,
diethylene glycol contamination of polyols
such as glycerin and propylene glycol has
caused numerous fatalities, and the

specification should include _testing for

potential impurities and contammants for
each batch received by the drug product
manufacturer.

1. Full testing must be done by either the manufacturer of the excipient
or the applicant. However, the issue of the applicant doing full testing
or reduced testing is a GMP issue and shouldn’t be specified in the
application.

2. If FDA wants to make a policy statement of specifications and testing
for polyols, it should do that independently of the drug product
guideline.

Re: Commenter’s *‘1.”

The FDA does not require the manufacturer of an
excipient, especially foreign manufacturers, to perform
full USP-NF testing on excipients nor does it routinely
inspect such; and the USP, in its General Notices,
does not require the manufacturer of any component
to do any, much less all, of the compendial tests for
batch release.

Thus, there is no assurance that the ‘manufacturer of
the excipient does full compendlal testmg or any
compendial testing on each batch of each excipient
that said excipient manufacturer sells,

" Unless the applicant commits to and ‘spells out what
exactly what tests will be done pn«mgaghmsthpment of
each lot and by whom, there is:

a) No assurance that the requisite testing will

be done and, more important,

b) No assurance that the application provides
assurance that the sponsor's sampling and
testing plans are CGMP compliance.

Again, the commenters ignore the FDC Act that
requires CGMP compliance of all drugs (substances
and products) and compels the FDA to_ensure that all
drugs, and the process and. contro!s appertammg
thereto, are CGMP-compliant.

The Agency should include requests for whatever
information it must have to ensure_that a proposed
drug product and its processes and controls are CGMP
compliant - it is not limited by law to only obtammg
this information, as the commenter’s remark indicates,
by inspecting the appropriate premises

Re: Commenter’s “2.”

Contrary to what the commenters state, the text on
polyols is ONLY offered in support of the Agency's
request for an additional test on each lot where there is
a “concern” ~in the example the concern is safety

The FDC Act compels the Agency to demand that
dryg safety issues, including those associated with any
excipient, must be properly addressed in the drug
manufacturing process and the drug product.

Since the existing CGMP incoming controls are
crucial to assuring component safety, the Agency’s text |
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1037-1038

Delete the statement “-or test results will be
accepted from the excipient manufacturer’s
COA”,

This reviewer disagrees.

If the standard is the monograph standard, then the issue of acceptmg
results from the supplier is a GMP issue.

See the reviews in Rows ‘956, ‘982-983”" and ‘‘1022-
1030’ on the previous pages as well as those that
address the “GMP” issue in prior comments.

1089-1094

Delete this paragraph.

This reviewer knows that this
paragraph should be retained as it
is:

“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 P4.  The

information should be for the materials used

to produce the batch described in the
executed production record (R.1.P). Test
results should be expressed numerically or
qualitatively (e.g., clear, colorless solution),

as appropriate. Use of terms such as

conforms or  meets
discouraged.”

specification s

Comparison of COAs from the manufacturer and the applicant is a GMP
issue. Requiring such a comparison in an application is an unjustified
new regulatory requirement. Such data/information can be provided
upon request during a GMP audit. It should be sufficient to provide a
representative COA from the drug product manufacturer which reflects
data used for the purpose of establishing specification compliance.

Contrary to what the commenters say, no
comparison is requested; all that is requested is a
copy of the certificate of analysis (COA) from the manufacturer
and the test results for the same batch from the drug product
manufacturer ... for the components described in P.4” for those
“materials used to produce the batch described in the executed
production record (R.[.P).”- copies of information - NOT
comparisons. o ]

If, as the commenters state, these are GMP issues,
then by law, they are CGMP issues and the Agency’s
lawful requests should not only be honored but also
supported. (See also the reviews in Row ‘1022-1030”
on a previous pages as well as those. that addresuthe
“is GMP” issue in prior reviewer remarks. )

1149

The terms “interim acceptance “criferia” and
“sunset provisions” should be more clearly

This reviewer agrees and suggests
that the “Glossary” option should
be used.

While these terms are commionly used in some areas, they may not be
familiar to all applicants. The addition of definitions defined either here
or in the glossary would help in these cases.

1153-1155

Reword to say “if a test that is usually
performed on the finished product, are
instead performed in-process, the in-process
results should be provided in the batch
analysis, e.g. assay on a core tablet in lieu of
assay on the finished coated tablet.

This reviewer disagrees with the

proposed rewording of text that
the reviewer.
grounds of "Clanty, espe_crally
when the commenters’ proposal
CLEARLY makes the text less
clear.

is clear_ on _the

Clarity

First, in context, the text states:
“The specification sheet should also identify:

» tests that can be performed in-process in lieu of testing the
finished product (the results of such tests performed in-process
should be included in the batch analysis report (e.g., certificate of
analysis))”

All that is requested is for the applicant to identify
those tests that can be performed in-process.
Second, in context, the proposed text would state:

“The specification sheet should aiso identify:

¢ if a test that is usually performed on the finished product, are instead
performed in-process, the in-process results should be provided in
the batch analysis, e. g assay on a core tablet in lieu of assay on the
finished coated table”

Obviously, the commenters’ alternative is, at best, less

_ clear than the draft textv ’
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1156

1 General descriptor of analytical procedures.

Delete rest of the statement starting from “
.. identifying which  are regulatory
......... can be used for a test”,

This reviewer objects to th|s
change on the grounds that a) it
does not add to the application’s
assurance of compliance and b)
the commenters’ rationale does
not support the change suggested
and, indeed, discusses providing
this by electromc reference _to
“method presentations” that c,on\tam
the requested information,

From the example in Table 3 it appear$ that what is expected here is an
in-house method number. The FDA almost (but not quite) appears to be
asking for the in-house spec1ﬁcatxon document. It should be sufficient to
give the specification and a gcneral descriptor of the tec}mology apphed
e.g., Assay, HPLC or Identlty, Infrared. An electronic cross reference
to the specific method presentation within the submission co d be
included if necessary. It shouldn’t be necessary to dlstmgulsh between
regulatory and alternate procedures in the specification presentation.
This is done as part of the method presentations.

As the commenters’ rationale states, the requested
information is readily available. o ’

The request is again just of an annotated list - in
this instance for methods (regulatory and other) when
there are multiple methods listed for a given test.

Based on the preceding, the draft text should
remain as |t is.

1174

Delete reference _to in-house “method
numbers(e.g., AP HEFG, AP #PQR ‘etc).
Delete Regulatory and alternative method

This reviewer objects to this and
any proposed change where, as is
the case here, the rationale is

See comments above. ~ Sinice’ FDA registrations are being done
electronically now, a cross reference to where the method appears in the
submission can be provided. In-house, 1dentlﬁers rentiation for
methods should not be part of the regulatory commitment.

None of the comments present any science-based of
regulatory-based rationale from these commenters
who claim to support proposed revisions” W|th
“rationale.”

1208-1221

essentially “we don't want to”

e

Delete.
This reviewer opposes with this
deletion, and recommends the text
should be changed as follows:

o the POIT will be performed according to the

protocol approved in the application

» failure to meet the acceptance criteria for the
PQIT will be handled (e.g., investigation, batch
rejection decision) in the same manner as a
faiture of a test included in the drug product
specification and, after the possxble causes
for the PQIT failure have been identified,
appropriate corrective action has been
initiated and the quallty control " unit
permits production to resume, the PQIT
will be performed on each subsequent batch
until the-failureis all data indicate that the
corrective actions _taken have truly
identified and resolved the root cause or
causes of the failure.

any investigation will assess the effect on all
batches produced—m—pameulaf——%he—batehes
between the last batch tested with a passing
test result and the fast 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 specification’

This amounts to a commitment to operaté in accordance with cGMP.
Since our operations are fully expected to be GMP compliant, such a
commitment statemént should not be necessary in a regulatory
submission. -

Because PQIT is beyond (in addition to) the CGMP
minimums, a firm wishing to implement a PQIT must
make such a commitment or the FDA cannot use said
PQIT in determining whether or not to recommeﬁd
application approval.

Moreover, any truly CGMP compliant manufacturer
wishing to use the PQIT approach should have
recognized the reality of this reviewer's previous
observation and would have no_ objection to
committing to do what they propose o do.

Any firm who proposes to do_ anything in an
application and who will not commit in writing to
meeting any one of the controls they have elected to
propose should find have their _application summarily
rejected.

For all of the preceding reasons, the unchanged
draft text, or better, should be included in the final
guidance,

e i e
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1288

Change to read “Batch analysis data should be
provided for all relevant batches used for...”,

This reviewer objects to this
change and would propose the
following as a scientifically sound
and appropriate, CGMP-compliant
alternative for Lines 1288 — 1291:
“Batch analysis data should be prov:ded for
all batches used in studies conducted
to assess clinical efficacy and safety,
bioavailability, bioequivalence, and primary
stability.”

Need to avoid the implication that every clinical or developmental batch
needs to be reported. All studies and/or batches may not be relevant to
the application, for example exploratory studies on other indications.

As an investigator having in-depth experience in
‘|nvest|gat|ng production process for the root causes of
the differences between batches and the factors that
affect or correlate with drug product batch values, the
requested information is crucial to determining
whether or not a process and the controls on it are a)
operating in compliance with CGMP and b) capable of
producing batches of drug product that are sufficiently
defined and controlled to the point that the data
obtained predict that all of the units in the baich
would, if tested, pass.

In addition, as written, this reviewer's change
avoids the commenters’ first concern (“the implication that
every clinical or developmental batch needs to be reported")

Since the commenters’ second sentence did not
address or provide any support for any ‘other change,
this reviewer can properly ignore it.

Further, by making the change in the manner
proposed by the reviewer, this reviewer avoids
introducing the obvious ambiguity that inserting the
word “relevant” would create.

Based on the preceding, this reviewer knows that
the commenters’ expressed concern has _been
addressed without introducing the unneeded ambiguity
that the commenters’ change would have introduced.

The reviewer's proposed alternative should be
incorporated into the final guidance.
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1291-2 ° Change to read “The batch analysis tabulation | It should be more efficient for the chemical reviewer to assess data
should include a description of the batches.”. tabulation than 4 pile of COAs. Havmg both COAs and collated data is
unnecessary and provides no added value to the intended purpose of
batch analysis data,
This reviewer opposes the changes This reviewer disagrees with the commenters’ broad
proposed by the commenters and, | generalization  concerning  COAs, “tabulation”
for the reasons stated, thinks that (collation) of data, and review efficiency.
the draft text, “The batch analysis Factually, COAs are not requested per se, they are
reports (e.g., COAs) and collated batch | but one example of what can be used for the batch
analyses data should include a description | analysis reports requested.
of the ' batches,” should be Second, which is needed depends upon what the
incorporated “as is” into the final | reviewer's concerns are and, since the Agency that has
guidance. the relevant review experience request is making this
request, this reviewer must defer to theirjudgm ent of
what is needed for the efficient review of an
application. o

Third, reviewers ‘other than “chemical reviewers” do
review this information.

Fourth, the batch ana|ys:s reports, when structured
as the Agency requests, do provnde SIgmflcant relevant
information beyond the data.’

Finally, the commenters’ last remark is empty
rhetoric from a speaker that is obviously opposed to
providing the information requested *

1292 and Delete the word “collated” and replace by | Clarity ' NI e e At T i
1328-1332 “tabulated”.

This reviewer objects to the
proposed change because a) the
change is unwarranted and b) the
commenters supporting rationale

is not valid. (See also Row “1291-

)

First of all, changing one word that has the same
denotative meaning and similar connotative meaning
as another word with that other word may add clarity.

However replacing one word with another that has a
similar but _different meaning does NOT ‘add clanty, it
changes the meaning.

While tabulated information is a collection arranged
in a list or table, collated |nformat|on is a collectlon of
information (data) arranged in a manner that aligns
the values from similar but dlsparate instances of the
collection.

Inspite  of the commenters’ using the terms
interchangeably, they are not the same.

Therefore, the rationale proposed is not supported
factually.

Moreover, it would seem to this reviewer that these
commenters use “Clarify” whenever these commenters
are at a loss to present any meaningful rationale for

F I e PR T A ST S g7
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1311-15

Reports,

This reviewer objects to this

A well designed tabulation of data should suffice.

This reviewer’s objections are based on:
The ratipnales prmlmne!\/ stated in fhP reviewer’s

)
a) 1ne ratilnaics eviOus sSiaied

prior remarks (see table rows “1288” and “1291-2"),
and

b) The fact that the commenters do not present a
rationale that is supported by as much as a reference
to an logical exposition based on sound science,
regulatory requirements, or even on some practical
experience by the commenters - all that is presented
is a statement that doesn’t even include what the
commenters would consider a well-designed “tabulation
of the data” that, in the commenters’ view, “should suffice.”

1343-1346

Revise to say “Potential drug-product
impurities should be listed. Thesg should
include degradation products of the active
ingredient, and residual solvents., For some
combinations of drug, dosage form, and route
of administration, enantiomeric impurities,
excipient degradants, and/or leachables from
the container closure system may also need to
be considered.

For the reasons _stated, this
reviewer opposes the commenters’
proposed changes and thinks that
the draft language should be
mcorporated “as is" into the final
CMC guidance as:

“All expected drug product impurities (e g
degradation products of the active
ingredient, residual solvents, enantiomeric
impurities, excipient degradants, leachables
from the container closure system) should
be listed in this section of the application
whether or not the impurities are included
in the drug product specification.”

Not all of the listed sources of impurities are relevant in all cases. In
general it serves little purpose to discuss well known excipient
degradation products for a solid oral dosage form. Notification that the

applicant should consider other sources of impurities in specific instances
should be sufficient.

First, this reviewer agrees with the commenters,
“Not all of the listed sources of impurities are relevant in all cases.”

Thus, this reviewer was perplexed to see that the
commenters proposed to change the word “expected”
to “potential” even if the scope of the request were
restricted to the drug product.

The commenters’ second remark is a generalization
that adds little to support the change proposed.

In the third statement, the commenters’ remark
seems to go against the industry’s position that
applications be treated uniformly because it suggests
that each reviewer or review team shouid decide the
scope — an approach certain to lead to vanable Ievels
of concern.

Moreover, the proposed changes would also, if
adopted, lead to ambiguity and variable review
outcomes for, in the case of ANDAs, submissions for
the same drug products submitted in different years.

The Agency’'s request seems much_more likely to
result in improving application unlformlty application
review uniformity, and facilitated application review
than the commenters’ alternatives.

1346-1349

Delete “drug substance process impurities...”.
This reviewer disagrees and thinks
that the current language (that
only requires listing them) should
be retained or, failing that, cross-
referenced to  their listing
PROVIDED that listing is in the

This section should focus on impurities Unique t6"the ‘drug product.
Since any drug substance process impurities probably also be present in
the drug product a cross reference to drug substance impurity
information should suffice. "It shouldn’t be  necessary to discuss it
again as part of the drug product 1mpur1ty dlscussmn

This reviewer finds the commenters ) remarks
unconvincing and/or distortive (e. g., turnmg a request

CMQ §e\c\:tiqr1)qf anwappli‘cgtion(. _

for a hst mto one for a dlscussmn)
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1362

Regarding identification of impurities, the
information ~ provided  should include
structural  formula, empirical formula,
molecular weight if not provided in 8.3.2.
Providing the structural elucidation for all
potential impurities and degradants should not
be necessary.

This reviewer disagrees with the

commenters’ position and thinks.

that the draft text should be kept
as it is.

For those situations where there are (for example) in excess of twenty
potential impurities in a drug substance, this could prove really
burdensome and result in an entire volume just for impurity structural
elucidation.  The companies “should, be left to determine the best
approach to provxdmg what is most pertinent and meanmgful for the
submission.

Since the draft text only requests information on
expected impurities (those expected in the
components) and, after manufacturing, in the drug
product —n_ot "all potential ones, this reviewer thinks
that the number in most cases will be less than half of
what the commenters suggest.

Moreover, the manufacturer, by using purer
components when such are available, can minimize
that number in most cases to only a few such.

1457

Sunset test protocol - provide further
clarification.

This reviewer concurs.

This is a good approach and should stay in the Guidance. It would be
helpful if the Agency can further define expectations related to this
protocol.

1480

Interim acceptance criteria — provide further
clarification.

This reviewer concurs.

This is a good approach and should stay in the guidance. It would be
helpful if the Agency can further define expectations with respect to
interim specifications, i.€., what type of submission would be required
to finalize the specifications, Also, are these interim specifications
applicable to applicable to in-process testing as well?

1570-1571

Delete “Stability ‘stildy repéfts should also be
included.”

For the reasons stated, this
reviewer thinks that the draft text
should be retained.

This assumes that freestanding stability studies reports are written. The
guidance should also describe the information needed in the application,
and allow flexibility in the format.

While the commenters are free to infer that the draft
language presupposes - “freestanding stability study
reports,” the text does not make that request -
therefore the first statement in not factual.

The second statement seems to be,
misplaced.

at best,

1573-1593

Move the section on analytical procedures
after the section on stress studies (1622).

This reviewer concurs.

This material applies to formal, supporting, and stress stidies and would
be better as a separate section.
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1580 Delete: e.g. weight loss”. Determination of weight loss change with a calibrated balance is a
standard laboratory procedure and should not require presentation of the
procedure and validation data.

For the reasons stated, this Factually, based on experience in more than a
reviewer does npot agree with | dozen US and foreign laboratories, there is no one
simply omitting the example. standardized procedure that all laboratories use nor,
However, this reviewer would | for that matter, a uniform calibration procedure for the
suggest that the Agency could | balances used or uniform balances types.
choose a different test as its As a Ph.D. Analytical Chemist and former Quality
example. 7777 | Control director overseeing the operation of the
internal RM, Validation, In- -process, Release, Stability,
Complaint and method’s improvement and validation
lab functions as well as several specialized contract
labs, having worked with the lab operations in more
than a dozen other firms in_the United States, United
Kingdom, Japan, Germany, France and China, this
reviewer can attest to the need for labs to have and the
Agency to request proof of the rehablhty of even the
simplest unit operat:ons
1607-1613 Delete the material starting ‘with “Stability | 1. In-house holdlng of in- process materials should be considered a

data to support holding...”
paragraph.
This reviewer strongly opposes this

deletion for all of the reasons.

stated - the draft text or, if such
exists, an |mproved version thereof
should be incorporated into this
final CMC guidance.

[Note: Lacking the data requested, an
application reviewer cannot know that
the holding times proposed in an
application are scientifically sound and
appropriate — a CGMP requirement. /f
these holding times are not substantiated
by the data provided, then, the prudent
application reviewer could place the
application on hold and request the
applicant provide said data. Most firms
claim they do pot want to delay their
applications. If this is the case,p rudent
firms will report the stability data that
support any and all hold times not just
those longer than 30 ‘days. Finally,
because this docyment is guidance, a
firm may choose to follow the course
that these commenters have proposed
instead of the one the Agency has
proposed.]

to the end of the

GMP requirement, not part of the application.
2. This is not “supporting studies” as defined by ICH Q1A.

Contrary to the position stated by the commenters
in Point 1, in addition to the drug product (“finished
dosage form”), the Agency is charged with evaluating
whether or not the production processes and controls
do, or do not, comply with CGMP. )

Apparently the commenters have overlooked the
specific requirements that address the issue the
commenters raise.

The applicable section is Sec 211,111 Tlme
limitations on production states (emphasns added):
“When appropriate, time limits for the completion of each phase of
production shall be established to assure the quality of the drug
product. Deviation from established time limits may be acceptable if
such deviation does not compromise the quality of the drug product.
Such deviation shall be justified and documented.”

Thus, while the applicant is requlred to establish
time iimits for the completion of each phase whether
that limit is one day, one week, one month or fonger.

The Agency recognizing the burden that supplying
all of the required studies would impose has
judiciously limited their request to a hold period of 30
days or longer.”

Thus, the request is very reasonable.

Moreover, were it to be removed, each application
would be subject to the judgment of the application
reviewers as to what the “time-delay start point” shouid
be for requesting such studies - sﬂly me, thought the

/ndustry was for un form rewews
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Line #
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Proposed Revision

. Ratlonale

1651

Delete the footnote, or revise 6 'say the ICH
stability guidelines are the pnmary reference
sources.

This reviewer disagrees with the
commenters’ remarks.

Regulators and mdus‘cry have worked very hard to develop the ICH

guidelines. FDA guldelmes should not supersede them, FDA guidelines
are only appropnate to address areas not covered by the ICH or unique
to the U.S.

First, if the Agency were to issue guidelines, they

| would supersede any guidance - because they are

legally binding on both the industry and the Agency,
the FDA does not currently issue guidelines,

Knowing that the FDA understands better than this
reviewer what itcan  and should do with respect to the
ICH guidances, this reviewer will deferﬁ to their
judgment and, barring an Agency-initiated change, this
text should be left as it is in the final CMC guidance.

1793

Delete “Phase I Clinical” from the sentence.
The concept of providing representative EPRs
is good and should be retained.

The regulations require that EPRs be provided for bio-availability,
bioequivalence and primary stability lots. The provision of EPRs for
multiple stability Jots, for example, adds bulk and complexity, but may
not always serve a useful purpose.

1811-1816

Delete

* Name and address of DS manufactyring

* Names and addresses of sourcesof
noncompendial excipients

* Names and addresses of sources of
container-closure system for DP

* Names and address of each contract facility

This reviewer disagrees with this

unless the information  is

requested elsewhere in the’ CMCf

section of the apphcatlon

All of these pieces of information are included elsewhere in the
registration and should not need to be repeated here. In the interest of
facilitating any future updates, it would be xmportant to simplify by only
stating the information once in the appropriate place within the
approprlate sectlon

Because the CMC sectxon is_the only section
provided to the Agency mspectorate and = that
inspectorate needs. thls information for site’ evaluatlon
and scheduhng purposes especnally in instances where
the source is, as it increasingly, a foreign source.

However, given the size of an apphcatlon and the
need to partition it among various review groups as
long as physical copies are permitted the CMC
guidance may, for the reasons cited, and other
sections may need to contain information in multiple
locations to facilitate the review process.

In such cases, the goal of review facilitation should
continue to supersede the goal of “ONLY in one
location” simplification.

1817 -1819

Delete the sentence that starts “ This should
include...”.

This reviewer knows that this draft
text or, should it come to exist, an
improved version thereof should
be incorporated into the final CMC
guidance.

Provision of duplicate CofAs is unnecessary. Comparison’of supplier
and applicant data isa GMP issue and can be addressed by the inspector
if appropriate.

While this rewewer agrees that providing “duplicate
CofAs is unnecessary,” this text makes no such request.

Since the Agency is charged with a duty to ensure
that the manufacturing, controls, and drug products
are CGMP compliant, and the commenters admit that
this comparison “is a GMP issue” that “can be addressed by the
inspector,” then it is also an application review issue that
can be addressed by requesting the applicant to
provide the requisite information.
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e - Aventis Pharmaceutlcal’s Subm|ssmn Posteﬂd June 25 2003
To Docket 62D 0526 e 5"4 N

Note: The original INTRODUCTORY comments are quoted in a condensed font (Perpetua),
the quotes directly from the draft guidance are quoted in a stylized font (Lyduan) and this
reviewers comments are in a publishers font (News Gothic MT) fo make it easier for the
reader to differentiate the “speaker” in the various text passages that follow. In this
review, this reviewer’s commen’ts are_made after the commenters’ comments and
placed within the text box containing the commenters’ Comments 1 *

This commenters begins by stating “Aventis Pharmaceuticals Inc. appreciates the
opportunity to comment on the above-referenced draft g{ﬁaahce entitled ‘Drug Product: Chemistry,
Manufacturing and Controls Information’. This draft 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). This draft
guidance is structured to_facilitate the preparation of applications submitted in Common Technical
Document (CTD) format. We ef?eiﬂ; the fo]lqwihg comments/ clarification for your consideration.

“General Issues”

N R S TR R e X SR T e 7R NG v 0F G A0 BT LR v Aoy

“For clarity and con51stency, please consxder the followmg co ments

* Since there is heavy emphasis on excipients, especially novel excipients in Section IV.
PHARMACEUTICAL DEVELOPMENT (P.2) - Part P.2.1.2, specifications for novel excipients
should also be listed in Section VI. CONTROL OF EXCIPIENTS (P.4) - Part P.4.6 and in Section
XI. APPENDICIES (A) — Part A.3.

*  Cross references are given either to the CTD section number, or the FDA guidance hierarchy. This
makes it confusing and difficult to navigate the guldance For clarlty, we suggest that one style should
be chosen.

Example: (Lines 332-335): For excipients (e.g., coatings, lubncants) where a range has been
justified (see section IV. A.2), the target amount should be listed in composmon statement However

the target and range should be included in the batch formula (P 3. 2)

This reviewer thinks that this is an_excellent suggestion and in the
interests of “harmomzatton suggests that the CTD style be used
throughout.
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Part B. Content Information Includ

Page 5, Lines 161-163”_
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n
&
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“If information is not provided in a P subsection at all or for a particular product presentation or
manufacturing scheme, this should be stated in the application agd a reason given.” ’

« 3 S ) Tre 55 m:m»w rw:w R AR, (OB ST 15 1 Y Py A 6 ok mﬁ:%?@é&%@:;‘gl "””Tﬁié%“%éﬁﬁ«;;%
We suggest adding clarification to confirm that the statement, and corresponding rationale, for not
providing information for a P subsection, should immediately follow the relevant section/ subsection

number.”

This reviewer concurs.

“Section IV. PHARMACEUTICAL
Part A. Components of the Drug

No. 1. Drug Substance (P.2.1.1), a. Key Physiochemical Characteristics
Page 11, Lines 383-386” S o '

“Key physiochemical characteristics (e.g., water content, solubility, particle size distribution,
polymorphic form, solvation or hydration state, pH, dissociation constant (PKa)) of the drug
substance ‘identified in S.3.1 that can influence the performance or manufacturability of the drug
product should be discussed.” S '

P L R s e T I VL T R T

o N R T e e e e e Ao R s e
“We suggest replacing curved brackets “( )" with square brackets “[ |“ since a subset is included within the
sentence.” ) L

While this reviewer concurs, what is being suggested would be clearer if
this comment were reworded to state, for example: ~

“We suggest replacing the inner set of curved brackets ‘()" with square brackets ‘1 ]’ since a
subset is included within the sentence.” | ‘

T T P
e
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Section V. MANUFACTURE (P.3)

Part A. Manufacturer(s) (P.3.1)

Page 18, Lines 688-689 and Footnote 19~~~ T~
Page 19, Lines 695-697 and Lines 710-712,

“Each site should_be identified by the street address, city state, and when available, the drug
establishment registration numbgr."? ‘

Footnote “'* — See 21 CFR part 207 for registration requirements for producers of drugs. The
registration number is the seven-digit central file number (CFN) or ten-digit FDA Establishment
\dentifier (FE]).”

“Addresses for foreign sites should be provided in ic'omparab!e detail, and the name, address and
phone number of the U.S. agent for each foreign drug establishment as required under 21 CFR
207.40(c), should be 'incl‘tﬁlded’.” T T
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. “To facilitate preapproval inspection related actlvmes, it is recommended that the name, telephone

number, fax number and e-mail addresses of a contact person be provided for each site listed in the
apphcatlon o

“Should full estabhshment mformanon be mcluded in, both the body of the apphcatlon arld the Form EBA
356h?”
Because only the CMC section of the apphcatlon is prov:ded to and used
by the FDA inspectorate in contacting sites, scheduling the site
inspections, and PAl audit-related activities, providing this information
w:thln the body of the application will expedite this phase of the review.

e site is Irmah:ml in a foreign country.

19 VWU T D aavi gt 'J
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Section V. MANUFACTURE (P.3)
Part C. Batch Formula (P.3.2)
No. 1. Flow Diagram \
Page 22, Lines 790-796

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 mlght be held for a penod of time (i. e,
noncontinuous process) before the next processmg step is performed ‘

'+ the material being processed
« critical process controls and the points at which they are conducted
* thetype of‘equipment used (e:quipment‘ mﬂodel num'b,er is not needed) S

. Ry

“We suggest that a more prec1se deﬁmuon of noncontl ous process be mcluded in tbls sectlon In-
process material that is held must be vahdated for a time perlod in excess of the demgnated “hold time” in
the appropriate container/ closure system.”

This reviewer agrees with commenters’ remarks but would. recommend.
using the term “discontinuous process” as the definition basis.

S g O U Y VP A0 R\ B Y VP

“Section V. MANUFACTURE (P.3)
Part C. Batch Formula (P.3.2)

No. 3. Reprocessmg and Reworkmg
Page 24-25, Lines 887-912”

“Reprocessing is the introduction of an in-process materlal or drug product mcludmg one that does
not conform to a standard or spemflcatlon, back into the process and repeating steps that are part of
the approved manufacturing process. Continuation of a process step after a process test has shown
that the step is incomplete is considered to be part of the normal process and is not reprocessing. For
most drug products, reprocessmg need not be descrlbed in_the application. In general, the
documentation of and data to support the reprocessmg of a productlon batch should be retained by

(the manufacturer ahd be avallable for rewew by FDA upon request However, If there isa srgmﬁcant

'21"3
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potential for the reprocessing operation to adversely affect the identity, strength, quality, purity, or
potency of the drug product, the reprocessing operations should be described and justified in this
section (P.3.3) of the application. For example, reprocessing of proteins would be considered a
reprocessing operation that should be described in_the application. Any data to support a
justification should be either referenced or submltted in P 3.3. However, validation data, when

'M;N ARG S P SRR T R rym‘! SR B P 08 e il
warranted to support the reprocessing operatlon, should be prowde inP.35.

or specification to one or more processing steps that are different from the manufacturing process
described in the application to obtain acceptable quality in-process material or drug product. In
general, reworking operations are developed post approval, and the apphcatlon is updated through
submission of a prior approval supplement. However, if reworking operations are anticipated at the
time of orlgmal submission, they should be described in this section of the application (P.3.3) with
justification for the reworking operation and any data (or references to data) to support the
justification.  Validation data, when warranted to support the reworkmg operation, should be
provided in P.3.5.” :

PR

e % SRS o ek 385 e v

“Although narratlve deﬁmtlons are glven for reprocessmg and reworkmg in thls SCCthI’l,
contains no definitions for ﬁheSJe't;C‘I:’l'X\;l\S\ . We suggest adding these terms to the Glossary.”

This reviewer agrees

T s D g e G eragi e £ e e S R ot N T b T o M B e, § b 8 B s SRR

Section V. MANUFACTURE (P.3)

. Part D. Controls of Crltlcal Steps and Intermedlates (P 3 4)

Page 25, Lines 920—930

“In this section of the application, all cntncal process controls (see section VC. 2) and their associated
numeric ranges, limits, or acceptance ctiteria 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 acceptance criteria typically can be based on the experience gained during the
development of the manufacturing process. (See section V.E 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 |ust|f|cat|on
Additional information should be prowded in this section (P.3.4) under the following circumstances.”

N et R vy SRV

“We suggest addmg a prov151on in thJs sectlon for apphcants to 1nclude ]us’uﬁcatlon for prowdlng"mtérim
specifications for product release. This suggestion is based on the understanding that, for most new drug

products, there may be limited historical data for in-process or final release specifications at the time of
submission. With the addition of this provision, an applicant could commit to introduce finalized
specifications in a post approval submlssmn

This reviewer agrees with the commenters proposal but would suggest
that the text in the supportmg statement be corrected to make lt
grammatlcally correct.

 Section V. MANQIFAWCIIIBEA('M) o
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“Reworking is subjecting an in-process’ material or drug product that does not eo,nfo[m; toastandard
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Part D. Controls of Cntlcal Steps and Intermedlates (P 3.4)

”Page 75, Lines 932-935

* Biological Tests

Analytical Procedures and associated yauljggtjvqg informati e provided for biological tests.23

by s

EREE (A o T LR A

“There is no reference prov1ded in thJs bullet pomt to refer the apphcant to appropmate guldances for
establishing acceptance limits for blologlcal tests. Several gmdances points to consider and compendia
have suggestions on how to establish fiducial limits, particularly for biological potency assays, which
inherently have higher variability (CVS).”

Agreed.

g e P, 0 SN i TR g R ok N B O B R T o A S P TR, §

Section VI. CONTROL OF EXCIPIENTS (P 4)
Page 27, Lines 991-995
. Noncompendlal-Non-novel Exc:pxents

When warranted, the additional CMC mformatlon or a cross reference to a DMF that prowdes the

additional CMC information should be mcluded in A 3 See sectlons |V B 2 and X, C for addxtlonalw R

guidance on the information that should be ted to support the use of this typ”eﬁefgexc]%f‘;;ent
-AND-

Section XI. APPENDICES (A)
Part C. Excipients (A.3)

" Page 49, Lines 1765-1769

* Other Excipients

Depending on the functionality (e g., complexing agent) and the route of admlmstratlon of the drug

product, additional information, up fo and including the Tevel of information recommended for novel

excipients, can be warranted for noncompendial-non-novel excipients. The additional CMC

" information or a cross-reference to a. DMF that provides the additional CA4C information should be

included in A.3.

VST

“Advice regardmg the content and 1ocat10n of mforma‘aon on non- compenchal “non-nove _excipients is
provided in different sections of this guidance and appears to be inconsistent. Why should “additional
CMC information be included in A.3”, the CTD appendix for Novel Excipients, when an excipient is by
definition “non-novel” (e.g. flavor, colorant, etc.)?”

This reviewer agrees with the commenters’ inconsistency remark.
However, even a flavor or a colorant can be noyng if its_has never been
used at the level or_in the type of formulatlon in the formulatlon bemg
submitted,

Therefore, this reviewer respectfully disagrees with the commenters’ “by
definition” rema,,\r*ks.‘ ’ / o ’
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Section VII. CONTROL OF DRUG PRODIICT (P. 5)
Part A. Specxﬁcatlon(s) (P.5.1)
Page 32, Lines 1153-1 155
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. Tests that can be performed in- p &s in lieu of testmg ‘the ﬁmshed product (the results of such
tests performed in- process should be mcluded in the batch analysls report (e 8- certlflcate of

et ) <,

- analysis))

T Gl e e AT B

“We suggest addmg text to thls sectlon clartfymg how tests performed -process in heu of ﬁmshed
product testing” should be reported on a Certificate of Analysxs - especially for extensive in- process\
results such as PAT generated data.”

n s 4 a0 20 18 el oy gt Ho

This reviewer recognizes that including such guidance would be a good
idea but thinks that 1) it would be more appropriate to place it elsewhere
and 2) the guidance should be more general to address batch analysis
formats other than that of the Certificate of Analysis.
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Section VII. CONTROL OF DRUG PRODUCT (P.5)
Part D. Batch Analyses (P.5.4)
Page 37, Lines 1297

» Batch identity (i.e., batch number), strength, and size

ESTrm

We suggest including “formulatiorl number” in the list to, cov\er“ formuiatioh changes 'dtlringkdevelopnient.

In principle, this reviewer agrees but would suggest that the Ianguage be
changed to “formulation identifier.”

B R g R M D e e R S b g I T3 e

Section VII. CONTROL OF pguqxl&gggg;rv(ns’)
Part E. Characterization of Impurities (P.5.5)

No. 1. List of Expected Impurities

Page 38, Lines 1343-1346

All expected drug product impurities (e.g., degradatron products of the actlve mgredlent resldual ~
solvents, enantiomeric impurities, excipient degradants, Teachables from the container closure’ system)
should be listed in this section of the application whether or not the impurities are included in the
drug product specification.

/Slnce “stcellaneous Drug Product Impurmes is defined later 1n thlS sectlon (Lmes $1 393—14-09)1;‘we
suggest that the impurities listed initial in Lines 1343-1346 should include miscellaneous drug product
impurities. )

For Example “All expected drug product impurities (e g degmdatzon products of the active mgredlent reudual
solvents, enantiomeric impurities, and mzsce]Ianeous drug pmduct zmpuntzes sucb as exc1p1ent degradants

N S B N T S R Ty

Section VII. CONTROL OF DRUG PRODUCT (P.5)
Part E. Characterization of Impurities (P.5.5)
No. 2. Identification of Impurities

Page 39, Lines 1379-1380
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When identification is warranted,
guidance on approaches for identifyin

S ik e i i A e S e e i KA el o
It is difficult to comment on “recommendations from a_forthcoming guidance”. We suggest that all

referenced text be included in the draft guidance that is being reviewed, (i.e., reference only those
guidances that can be accessed).

In general, this reviewer concurs with the commenter

o e 1 e IR o581 18058 Y SRS 205 SRR R, R e TG 21 i S BT B E e e A ey

Section VII. CONTROL OF DRUG PRODUCT (P.5)
Part E. Characterization of Impurities (P:.SLS)

No. 2. Identification of Impurities

e 39, Lines 1395-1398

rage

For purposes of this guidance, a miscellaneous drug product impurity ofhei‘ than ‘(I) a degradation
product, (2) a residual solvent, or (3) an extraneous contaminant that is more appropriately
addressed as a good manufacturing practices issue (.g., metal shavings).

xxxxx S L Uy STV AV

e
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We suggest adding “extraneous contaminant” to the definition list,

Agreed.

Section IX. CONTAINER CLOSURE SYSTEM (P.7) ’
Page 43, Lines 1531-1537 ’ o .-

A description of the container closure system for the drug product should be provided, including the
identity of materials of construction of each primary packaging component and its specification. The
same type of information should be provided for functional secondary packaging components as is
provided for primary packaging components, For nonfunctional secondary packaging components
(e.g., those that neither provide 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 P.2.4. ’

We suggest including the container closure system for the proposed marketed drug product in this
section. \ o e T o .

This reviewer concurs.
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Sectlon X. STABILITY (P 8)
Page 44 Line 1546~

Information relating to the stability of the drug product should be provrded in P 8

_—
We suggest mcludmg a statement in thlS section (P 8) 1nd1catmg that stability testmg of the drug produ(:t
should be conducted usmg the final container closure systems that are proposeu in the market a appucahan

This reviewer agrees with this suggestnon.

S AT % 0 3 R R AL b el 4 i B TR £l

Section XI. APPENDICES (A)
Part C. Excipients (A.3)
Page 49, Line 1748-1751

The chemistry, manufacturing, and controls information for a novel excipient should be provided in

the same level of detail and in the same format as the mformatlon ‘provided for a drug substance (see
the forthcoming substance gundance)

S6TE T e, AR T8 A

s it el

We suggest removmg the reference to the “forthcommg drug substance gmdance , as 1t does not yet
exist.

Agreed.

ATTACHMENT1
Drug Product Specxficatxon, Test Recommendatlons for SPemﬁc Dosage Forms
Page 54, Line 1964

» Uniformity of Dosage Units

otk whEFL Vi,

We suggest that the bullet pomt for thls ltem be properly mdented to be con51stent w1th the other bullet
points in this section. :

Agreed.
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GLOSSARY
Pages 58-61

T S

We suggest adding the following list of terms to ie Glogsa;y section:
Adventitious Agents

Batch Analysis Data
Certificate of Analysis
Comparability Testing
Compatibility Testing
Compendial Excipient
Executed Batch Record
Non-compendial Excipient
Novel Excipient

Reference Standard
Reprocessing

Reworking

Sunset Testing

Validation

This reviewer concurs but would suggest also adding the following terms:

DMF Standard S

Report of Analysis (and, to be in synch with the CGMP regulations use this
term in place of or with the phrase “Certificate of Analysis”)

Secondary Standard

Verification




A REVIEW OF FORMAL COMMENTS

JerUSSI Consultmg s Submission Posted June 25, 2003
To Docket 02D-0526: “C-04”

Note: The original INTRODUCTORY cemme«ntsmargehguoted 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 pubhshers font (News Gothic MT) to make it easier for the

reader 1o differenhate the “speaker” in the various text passages that follow. In this
review, this reviewer’s numbered comments are ssmply made after the commenter s
remarks.

This commenter begin by stating, “I wish to comment on FDA’s draft Guidance for

Industry - Drug Product - Chermstry, Manufacturing, and Controls’ Informaﬂon whlch was puhhshed on
January 28,2003 in the Federal Register with comments due by June 27,2003. My comments are
attached. This document is well written and is clear and not confusmg It also makes many references to
ICH and FDA guidances and to appropriate sections of the Common ‘Technical Document (CTD) whose
format is followed. However, I think that the document is too long in that it contains too much “how to”

detail and can be shortened by at least one quarter.

“In addition, it requlres firms to submit more information than currently for both NDAs and ANDAs
since the CTD requires information not prevmusly submltted in drug apphcatlons in the United States

1. This reviewer does not understand the pomt of this comment

“Since the CTD format is not absolutely required in the Umted States (1t is ‘hlghly recommended -
presentation by ]ustma Molzon ICH Public Meeting at FDA, January 21,2003) why would firms elect to

~~submit applications in this format unless they plan to submit also in one or both of the other areas =~~~

involved in the ICH process (Europe and Japan)?”
2. As with most questions, the answer is because: a), if nothing else, doing

what is requested has been “highly recommended” by those who review said

applications is usually a good idea and b), as the commenter observes, it
~ facilitates submission in multiple venues.

“Additionally, since Japan’s CTD effort will not cover genenc products (presentatxon by Christelle
Anquez, ICH Public Meetmg at FDA, January 2 1,2003) the incentive for filing in the ICH areas is
reduced thus negatmg any advantage that the CTD format may have.”

prlor comment and to consider that many NDAs are filed.

“Since the CTD only involves format, not data, it is also my concern that FDA will require more data in
each section than its EU and Japanese partners.”

4. Unlike this commenter, this reviewer's concern is that the EU and Japan
may require more data than the United States dﬂ“;mgu:dance proposes

“Although I would prefer to see the CTD modified and changed the comments that follow take the CTDk B

as is with no expectation that it may be changed or shortened. Thus, these comments are made in the

hope of modlfymg FDA’s interpretation of the 'CTD and a551stmg it in ﬁndmg ways to shorten the
guidance.” -
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- processing, packing, or holding do not conform to or are n

This reviewer is all for comments that more

shortening any document unless the commenter can provide a sound

rationale for the shortening and/or provides a clear alternative that ensures

that each drug application will contain_sufficient cogent lnformatlon to
establish that if approved or licensed. by the United States FDA, the CMC
portion of the application establishes full CGMP (21 U.S.C. 351(a)(2)(B))
compliance for “the methods used in, or the facrhtles or contro!s used for, its manufacture,
»‘ﬂbperated or administered in
conformity with current good manufacturmg practlce to assure that such drug meets the
requirements of this chapter as to safety and has the identity and strength, and meets the
quality and purity characteristics, which it purports or is represerited to possess.”

As the commenter should well know, failure to comply with CGMP
adulterates the drug product and makes it is. ||Iegal for the manufacturer
thereof to, offer for sale or such seH adulterated drug products.

S|m||ar|y, it is eq aIIy mappropr!ate for the Agéncy to apprové an

e vt

application that fails fo  establish that methods facilities, controls

presented in the apphcatlon for the drug product comply with CGMP ‘with

respect to the manufacture, processing, packing, or holdmg of a drug

product including the packagmg, labehng, testmg, and quallty control of the ’

drug product (21 CFR 210.3(b)(12)).” ’ -
~ While other commenters have proposed renaming the “Chemistry,
Manufacturmg, “and “Controls” sectlon ‘of “an_ application 'the “Quality”
section, it should be renamed the “CGMP Quahty” section if renamlng is
appropriate because that is what it truly addresses ‘ )
Based on the preceding, this reviewer, as any other interested in CGMP
compliance, can only support changes that: a) do not interfere with an
application reviewer's ability to determine whether or fot the application
establishes CGMP compliance and/or b) lmprove appllcatlon transparency
vis-3-vis CGMP’ compliance.

“Two avenues are pointed out, one is where the areas that involve an increase of requirements compared
to presently submitted drug applications and the other where the document may be shortened without
deleting the areas containing substantive matters.. The CTD M4Q contains a Module 2, Quality Overall
Summary which is not addressed in this gmdance Yet much of the mformanon requlred in Module 2,
Quality Overall Summary is redundant and the document itself states that some of it may be mcorporated
directly from Module 3. We also believe that Module 2, Quahty Overall Summary can be contusing to
firms who choose to subm1t an apphcatlon in the CTD format and no mention of it and its redundancy in
this gu]dance is an error. ' : -

6.

This reviewer does not understand what purpose this harangue about
“Module 2" has to do w1th the CMCJgurdance and would point out that
adding verblage to discuss it would'mcrease the length — something the
commenter has stated the, commenter is opposed to doing.
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“It does seem that w1th all the mformag;mon that s suggested to be submitted in Module 3 Drug Product

that Module 2, Quahty Overall Sumniry could be ‘eliminated. However agaln, I take it as is.’

“Areas where more informationAis requifed then under current l‘equirementS'

1. Lines 362 - 678 1V, Pharmaceutlcal _Development (P 2), [ 7 5 pages, 14% of the entlre
guidance]. )

This report has not been prewously required in an NDA or ANDA. " Lines 364 - 367 lists mforma‘aon on
the development studies conducted to establish that the dosage form formulatlon manufacturmg process,
container closure system, microbiological attrlbutes, and usage instructions are appropriate for the
purpose spec1ﬁed in the application’ that an application should contain.”

7. This reviewer agrees, and is pleased to see that a) the Agency has
recognized this ma;or def|c1ency |n the prevnous guldance and b)
addressed it.

“The guidance then covers 300 lines (3

included. The recommendatlon to submlt this great amount of information, if followed w111 make such a

report not only large but time consuming to prepare by a ﬁrm and to rewew by FDA And for What
purpose?” )

8. This reviewer recommends that the commenter reread Reviewer’s 5.

: “Some general questions concerning ANDAs come 1mm’ediaitely to mind. What kind of a report will a
forelgn firm submit who has had the product on the market in its own ‘country or in Europe for ten years

and has made a number of changes since the product was developed ?

9. This reviewer hopes that it will be one_ that complies with the CMmC
guidance and provide a historical report that addresses the development
of that drug product from its begmnmg up to the present

“What kind of a report will an American ﬁrm Imake who has had a product on the Amerxcan market butis
now required by FDA to submit an abbreviated apphcatlon such as recently happened with Thyroxin?”

10. Ignoring the Thyroxin example cited (because it has more to do with the
FDA's forcing the innovator to choose: a) file an NDA to brmg a
manufacturer into. comphance or b) cease making the product), if an
American firm who is the innovator decides to file an ANDA (as some haﬂ
done) for a “generlc product” (because its market. exclusmty is abouf -
expire or has expired), then that application should conform to the format
suggested in the official guidance and provide sufficient data to estabhsh
the proposed application presents a CGMP-compliant compilation of the
information needed for the Agency review and mspectlon personnel to
recommend appllcatlon approval

“Will such firms still have information on the development of their product?”

11. If the firm operates under the purview of the FDA, it should have much of
the information requested in the draft guidanc

7S A
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For foreign frms, the answer s it dependsy

“ If not what kind of a report will they submit?

12. Whatever, the firm in question and the Agency agree upon is available and
should be submitted - the same as is the case today.

“And for what purpose?”
13. The commenter is again asked to read Reviewer's 5.

“Some specific comments follow: =

- A. Lines 394 - 399 indicate that if drug substance particle size is expected to 1nﬂuence chssolutlon then
drug product testing should be performed to test the appropriatenéss of acceptance criteria for the drug
substance. This seems backward since the key fora generxc ﬁrm is to develop a formulatlon thh the APl
particle size as supplied by the vendor.” o -

14. First, contrary to the commenter’s assertion, the generic firm is required
to develop a drug product that is bloequalent to the innovator’s product.
To do this, the generic firm must first determine if there is a particle size
effect for the active or actives and, when there is, the general type of particle
size (“as. obtalned from slow recrystalhzatmh " “3s obtained from rapid
crystallization,” “mncromzed d “agglomerated nanoparticle,” etc.) and, in
more than a few cases, the exact crystalline unit structure or structures of
the active or act:ves in the, innovator’s product
~Armed with that. mformahon “the generic firm must: a) find a source
that can supply the needed structurally equivalent APl or b), in the case of
micronized materials for which. ‘the only available sources are for the
crystallme material, |) develop an in- house ‘process for the mlcronlzatlon of
the APl or APIs, or ii) find a subcontractor who can provided the needed
operation (in the lattér case, the generic firm is required to receive, test,
and release the supplied bulk to the processor [micronizer] who, under
CGMP, performs the micronization and, after inspecting each micronized
lot, releasing and ship the mICI’OI‘IIZGd,WAPJM back to the generic firm who

must receive, inspect [sample and test] and release the micronized

product to the generic firm's manufacturing operations).

All of the preceding needs to be appropriately documented and
submitted.

Second, since this guidance applies to NDAs and ANDAs, this reviewer
is certain that the commenter knows that firms do the studies alluded to

as a part of the product development process else why would so many

otherwise stable actives be formulated as “salts”?

“The formulation developed with the particle size of the API will effect dissolution and  bioavailability and
if the firm can get these to come within the expected or required range using the par’ucle size as delivered
by the vendor, what testing must be performed?.” >

15. If nothing else the manufacturer must test to determine that the partlcle

'~ size distribution of each shipment of each Iot of the API lS the same as_
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that of the lot shlpments used in the studles alluded to by the commenter
as well as, for the initial lots, the other testlng in the USP monograph (to
confirm that the AP| is USP grade) as well as other tests that the source
(microbial testmg on APIs from fermentation), productlon process
(residual solvents, toxic lmpurltles) or method of holding or shipping
(contaminants, product mix-ups, and substltutlon of counterfelt APls) may
indicate need to be conducted e
“B. Lines 422 - 430 concern excipients and a discussion relative not only to the role of each excipient but
to their characterlstlcs that can 1nﬂuence drug product performance What is requn'ed at present is that

for 20 - 30 years help his ﬁrm answer th.ls”’ )

16. The obvious answer to_this, questlon is that it depends on who that’
formulator is” and what he or. she understands about how to detect
measure and specn‘y such.

In some cases, the firm will need to hiré someone (employee or

consultant) who has the requisite knowledge tralnmg or comblnatlon
thereof.

“The role of each seems to already do that, The formulator knows how each excipient affects drug
product performance and so should the FDA reviewer. “

17. Contrary to what the commenter states about formulators only some know
- "exactly how each excipient affects drug product performance and even
fewer understand how the interactions of the excipients in the formulation
with each other and the actlve combme to affect the

bk S ol @MWM«

drug product. [Note Th|s reviewer's statement is based on %m

years of off again, on again consultations with ‘formulators that cannot cogently

even discuss the effects of scale on excipient’ performance much less explam what
the critical lnteractlons are among the excrplents and the APl or APls that affect',
product performance ] -

Moreover, since most FDA reviewers are NOT formulators, why does the
commenter feel that such reviewers should know
formulators seem to know? S

“The formulator’s job is also how much of each e>fc1p1ent gets put into the formulation to give the desired
formulatxon characteristics. The FDA reviewer probably doesn t have that - type. of knowledge or skill and

and if it works, what further dlscussmn is needed? The firm is now bound by the selected formulanon

18. Now the commenter argues that the FDA reviewers do not have the same
level of knowledge as the appllcant firms’ formulamdrs

Since the Agency reviewers are scientists, regard/ess of their skllls as

formulators, the application reviewers should be able, when such information
is provided, to review this type of information and determine. whether or not
itis suff|c|ent to support the applicant’s claims.
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Therefore, the guidance’s ‘reque‘s’t's"'iﬁ ‘this area arevalldandthe -

applicant should provide the information requested.

“C. Line s 492 - 493 discusses the development of the release mechamsm of a modified release product. It
seems that this should | only be necessary when a novel or patented release system is used such as the GITS
system when 1mt1a11y used. For other well known contrg]led@rg]ea51ng agents this should not be necessary
since their mode of affecting release is well known.”

19. This reviewer knows that this commenter S remark IS specnous on ItS face
Having been intimately involved with the problems “associated with
getting lots of Hydroxypropyl Methylcellulose, USP (Hypromellose, USP)
from DOW that were the same as the lots_used in the formulatuon ,upon

which approval and the FDA- accepted specn‘lcatlons were based for EN

generic 450-mg sustained-release Theophylline, this reviewer can attest
that the EXACT mode by which these affect release is NOT known, [Note:
In the instance cited, “even with the complete set of parametric measurements

that DOW was_ able to provide, and the creation of a special grade based on

feedback of which |ots produced acceptable drug umts the generic firm was

forced to receive pre-shipment samples of those three to_five lots of DOW's
production for the month that matched the DOW criteria (DOW ”specral grade X",
prepare lab scale batches of each test not less than 24 samples from each lab-

scale batch (of about 100 umts) in the generic firm’s (SO 25 compliant lab, and,
based on the results obtalned by that lab, and authorize DOW to ship those zero to
three lots that gave acceptable drug product using the pre-shipment samples
(yes, 0 % to 60 % acceptable each month from the few (3 to 5) of the 100s of lots
that DOW produces monthly — a very small percentage of DOW’s monthly
production of lots of Hydroxypropyl Methylcellulose {Hypromellose}) So much
for the commenter’s thelr mode of affecting release is well knowf‘: "]

_“D. Lines 537 - 539 states that ‘In general, use of an overage of a drug substance to compensate for

degradation du'ri\ng”the manufacture of a product’s shelf life, or to extend the expiration period, is not
appropriate.” This statement is basically correct in that overages are not to be used ordinarily. However,
this would be improved by addmg the following statements. The word “considered” should be added =~
beforé the word ‘appropriate’. The thought should be expanded by the following sentence. ‘However,
certain important drugs would not be marketable unless overages were used for example epinephrine
solution,’”

20. While this reviewer and the commenter m fo agree in principle that
arbitrary overages should be avouded ‘this reviewer recognizes that such
must be included to: a) ensure that 21 CFR 101(a)’s formulation
requirement of “not less than_100 percent of ...,” b) make up for losses during
production, and/or ¢) compensate for unavoidable degradation during
production and slow degradation in the released drug product unit
occurring within the drug product’s |ifetime.

“E. Lines 662 - 663 mention leachables with reference to footnote 17 which states: The level 2{ di-2-
ethylhexyl phthalate (DEHP) leachmg “from polyvmyl chloride containers should be assesszd; “and
appropriate reference to DEHP leaching should be included in the product labeling.” Again, this seems to

make Iabehng reqmrements more stringent than what is acceptable presently As far as | can determine,

PN P
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not all drugs packaged in DEHP’ specxﬁcally in LVPs packaged in polyvmyl chlonde containers are

required to contain such a reference.”

21. The commenter’s remarks here seem to lgnore the reallty that as time

passes, the industry and the Agency may |dentn‘y,«as in thls case a

weakness in the drug- product safety controls.

If the commenter was to review the Agency’s recalls database, the
commenter would flnd that thls problem was only identified recently and,
therefore, would not have. even thought of, much less addressed, prior to
the discovery of this problem.

As with all of life, the Agency’s regulatory framework lS 2 llvmg and
adaptable framework.

The draft text offerecl should be mcorporated into the fmal CMC

gurdance because the problem |t addresses |s real o

“Shortening the Document

We recommend delenon of the followmg in the, draft gmdance )

1. In IV. Pharmaceutical Development (P.2) that lines 377 - 678 be deleted, about 7.5 pages. Allow
firms to submit what they believe should be in such a report (section) w1thout instructing them as to what
should be therein or providing them with a ‘how to’ guide. After all, the firms have developed the
product and should know it best. _Depending on the drug that was developed there is no reason for such
areport to be in the same format or cover 1dent1(:a1 areas for all drugs

rationale for the wdeletlon ‘that 'is in_keeping with either i) the industry’s
avowed goal of uniform review or ||) the’ Agency s goal of receiving uniform
applications that provide proof of compliance to all facets of CGMP; and
b), based on this reviewer's experience, this section is a must.

“2. Delete Attachment 1, lines 1856 2116, about 6 pages. Leave it up to the ICH and 1nd1v1dual firms to

‘recommend/select spec1ﬁc tests for specific dosage forms such as appear in TCH guidance Q6A for solid

and liquid oral drug products and parenteral drug products As noted in the draft guidance, the universal

descrlbe and control their products thhout too much rote mstructlon from FDA J

23. This reviewer finds that the commenter’s remarks have 'vlt
reporting requests of the Agency - factually, each firm m
justify (establish) scientifically sound and appropriate specifications, standards, samplmg
plans, and test procedures designed to assure that components, drug product containers,
‘closures, in-process materials, labelmg, and drug products conform to appropriate standards
of identity, strength, quality, and purity.” — these responsibilities cannot be
delegated

Contrary to the commenter’s first remark, “Leave it up to the ICH and individual
firms to recommend/select specific tests for specific dosage forms such as appear in ICH guidance
Q6A for solid and liquid oral drug products and parenteral drug products,” this responsibility

is the firms’ alone, it cannot be delegated to the ICH nor does the Agency’s

A LR
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.draft guldance by asking that the applucant report ‘the requested

information, in any way usurp that responsibility.

What does the commenter’s second remark, “As noted in the dre
the universal tests have already be stated in Q6A ” have tO dO “with” the mn US‘|OI'1 Of
which tests a firm chooses to do, how they do them and the mformatnon
that establishes that the firm’s choices a
appropriate? T

‘Nothing that this reviewer can see,

The commenter’s third. remark Allow ﬁrms the respons1b1hty to select spec1ﬁc
tests that best descrtbe and control thexr products WJthout too much rote mstrucnon from FDA

requested and how, |t should be structured. »
Based on the reallty that the Agency’s requests are

perly balanced

between their need to know and the paperwork burden (after all the firm’'s

are supposed to have almost aII of what has been requested if they are

truly operating in a CGMP- comphant manner so there should be no

significant “additional_controls” burden) and the commenters fallure to
provide any cogent rationale for not provrdrng what is requested the draft
text in Attachment 1 should be retamed and, where rt can be enhanced

3. Delete all references that appear ina number of places in this draft guidance to addltxonal future draft
guidances. The latter have no real status at FDA or at least are not supposed to have status and therefore

ottty 90 T B S

really cannot be factored into thls partxcular draft gmdance “This will affect perhaps 10 lines. -

24.

This reviewer agrees that references to non-existent documents should be
removed but thinks that the Agency would do well to mcorporate “some’
specifics from each into the CMC guidance and, by adding, “When
published, the guidance in the specrfrc guidance will supersede the general
guidance currently being provided,” allow the CMC gundance to be fmallzed

and issued irrespective of the future guidances.

“4. Delete Table 1: Example Target Compos1t10n Statement and Table 2 Proposed Batch Formula (no
line numbers associated with these tables). Will save at a minimum of 1 page. Firms know how to
prepare batch formulas and composmon statements.”

25.

This reviewer strongly dlsagrees because ‘on more than one occasron thls

reviewer has found that the formulations developed for submlssmn and,
some cases, approved provrded drug product batches havmg,\ {on.average
% in one case) of their label ¢ alm or targeted level.

Since the problems occurred in several firms, some firms not only do
not know how to prepare CGMP- compllant formulas but they ai“so do not
do so.

Therefore, this commenter’s proposal should be rejected.
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'h/'”Da’ted fune 12 2003

. .Aegis Pharmaceutlcals Submlssf” u
To Docket 02D- 0526 “C 03”

Note: The original INTRODUCTORY comments are /quoted in a condensed font (Perpetua),
the quotes directly from the draft guidance are quoted in a stylized font (Lydaan) and this
reviewers comments are in a publishers font (News Gothic MT) to' make it easier for the
reader to differentiate the “speaker” in the various text passages that follow. In this
review, this reviewer's numbered comments are SImpiy made after the commenters
remarks. -

This commenters begin by stating, “Aegis Pharmaceuticals Inc. submits these
comments on the Draft Guidance for Industry on Drug Product: Chemistry, Manufacturing and Controls
Information; Availability in response to’ the Federal Register notice of January 28, 2003. This Draft
Guidance addresses the information to be submitted in ANDAs and NDAs for drug products to ensure
continued product quality. Recommendatlons are prov1ded on the mformatlon ‘that should be included

product, (5) reference standard matenals (6) Contamer closure systems, and (7) stability.’ “Information is

also provided on the type of pharmaceutical development information that should be included in an

application submitted in the Common Technical Document (CTD) format.”

“Aegis finds this draft guidance an unnecessary escalation of iféquii:erﬁehts:fg:)r the submission of ANDAs,

and NDAs. This escalation is most obvious in the requirements for the Pharmaceutical Development
Report (PDR). Currently, the information descnbed in_the PDR is reviewed with a FDA investigator
durmg an FDA audit. A drug developer collects this mformatlon as the process is bemg developed and it
content and format is specific to the SOPS of the developer. This new requirement for inclusion in the
ANDA and NDA and the prescrlptlve guidelines presented, will burden the Agency and restrict the
development activities of the firm,”

1. First, this reviewer finds that th|s commenters use of the word4
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“escalation” for “lncrease” is. elther a) an unfortunate chOIce or b) an
indicator of the commenters predlsposmon to re5|st any change in
guidance in the CMC sectlon of an application.

Second, the commenters “vocrferously” object to havmg to file the PDR

section on the grounds that, “Currently, the mformatmn “described in the PDR is /L

, reviewed with a FDA mvestlgator durmg an FDA audit.”

In" making this comment, the commenters admit that that “same”

burden is currently on the FDA’s inspectorate.

Thus, by requesting that same information to be submitted there will
be, contrary to the /mp//cat/on commenfers remarks no add«tlonal burden on
the Agency. -

In the commenters’ words, the burden will just be reapportloned SO that
the larger review staff will just be rehevmg some of the reduced
inspectorate’s burden.

On that basis alone, the review process should be no slower and
probably faster than is currently the case.

Moreover, by requesting the information_in a_standardized format, it
will be easier to review and, unlike the current state of affairs, available o)
- . that if there isa questlon the FDA audltor W|H not have to hunt through a
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large mass of unstrugggyrdg\dmw[g_){go_rds to find th mformatron ne:
> SeltfohdPvgds 2 LA BT Wit st S ) R s e
confirm compllance
Therefore, the commenters are left with the nebulous ObjeCtIOl"l

1nclus1on in the ANDA and NDA and the prescrlptlve gmdehnes presented wxll ; restrict the o

development activities of the ﬁrm

Apparently, the Commehrers choose to ignore the posutnve benefuts of”f
being provided an activities documentatlon _roadmap to provndmg the

Agency with an easuly revrewed submrss:on , o
Moreover, since this guidance only apphes to the information
requested, it does not in any way, shape or form “restrict the development

activities of the firm,” “provided that ~\f\rrm‘ s current_systems are CGMP

compliant. N ,
As guidance, it simply outlines what is_needed and requests that the
needed information be provided in a deflned structured manner.

R

DS

If, as the commenters assert, the firm has the information in |ts’fynles ina

format different than that requested by the guudance the firm may ‘elect fo
submit it in its orlgmal format Qrovrded it truly does meet the requests
strictures, note the format difference, ‘and provide a simple statement that
the alternative format is equivalent to that in (the guidance.

“Aegis recommends that sections of this Draft _Guidance wb%rg aﬁ!},ﬂ? requlrements are escalated be
eliminated or changed. These sections are detalled belo ) ion, Aegis recommends that the 8
pages of the PDR be replaced with a list of tOPlCS that the ANDA and NDA applicant should consider in

* the process development ofa drug product.”

2. For the reasons. outhned in, Rewewer s 1, thls rewewer recommends thatm;“ o '

R s OGS 2t o B - i a1

the commenters’ remarks be rejected
“Discussion:

Aegis finds this draft guldance an escalation of reqmrements for the submission of ANDAs and NDAs

‘This escalation occurs in the Pharmaceutical Development Report (PDR) section and other sectlons of the f /

draft gmdance

3. For the reasons outlined in Revie 551, this reviewer recommends that

the commenters’ remarks be igno

“Presently, the information requested for inclusion in the PDR is reviewed with a FDA 1nvest1gator durmg
a FDA audit. The information is collected as the process is bemg developed ‘and it is specxﬁc to the SOPS

of the developer. This new reqmrement for 1nclus1on in the ANDA and ‘NDA and the prescriptive

guidelines, will burden the Agency and restrict the development activities of the flrm

4. For the reasons ou’clmed in Rewewers 1 this revrewer recommends that
the commenters’ remarks be lgnored
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burden to Lhc ngcu»] will be in s e]r“lnnn' the review and anm-mm] of ANDAs :md NDA The PDRV

w111 be a 1arge and concentrated report addressmg chemistry, formulauon and analytlcal information. *

5.

Based on the commenter’s own statement&s' the Agency already has the
burden of reviewing all of the informa ion "that this draft_ “guidance is’

requestmg be submitted and, because it is in an unstructured mass of

records, the Agency currently has the added burden of ferretmg out and
piecing together the information needed from disparate records.

Accepting the commenters’ rnm;\rke fhﬁ PDR WIII reduce fhe burdeny o

on the Agency not increase it.

“The typical review chemist does not have the sklﬂs necessary to assess the quahty of the development
activities. This_will lead to slower reviews, addltlonal resources and mcon51stent 1mplementat10n of the

guldance

6.

While the typical review chemist may exist, thrs rewewer for one, has
never met or conversed with that person.

Moreover, while the FDA investigator may have as little as the
equrvalent of a degree in some area of science, like Geology, the personnel
that review applications are persons that typlcally have degrees and often
advanced degrees in the relevant sciences (e.g., chemistry, biology,
chemical engineering, physics, pharmacy and the like).

To be a Chemistry Reviewer, you have to be a bona fide Chemist.

Moreover, such are more likely in today’s FDA to have the skills to -
. assess the quahty of the development actnv:tles |n a flrm than some who
"perform the on-site audits.

In addition, this rewewer‘s‘“ experience is that, as a group, the Review
Chemists_(working in the same physical locatnon as their supervisors): a)
tend to adhere to their checklists better. ‘and b) are"able, by looking at the

information provided in the formats requested to ascertain whether or not

the information requested has been provided than an equally qualified
investigator at a site. can by dlggmg through dlsparate records.

As Sam Clark, now an ex-FDA mvestlgator in the area of software
validation said, “If | ask and you aren’t able to provrde the documents
requested, | need go no further.”

Thus, by requesting the mformatlon prov1ded be furnished in a
particular format, even filing clerks and computerlzed systems can be
trained to recognize when requested information is mlssmg — detecting
missing records in a subm|SSIon is not “rocket science.’ ) N

For all of the preceding reasons as well as. those stated m Rewewer s 1,
this reviewer finds the commenters’ list of woes to the Agency not only
unconvincing but also at odds w_rthmrweallty *
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“The restrnctlon in the development process ‘at the ﬁrm w111 come frorn the developer s tendency to =
satxsfy the prescrlptlve requn'ements of the PDR and not fully explore the process parameters. This will
result in a less comprehensive characterization of the process.”

7.

The commenters’ remarks are Jnconsistent with the fact that the guidance

pushes the developer to not only fulfy explore ‘the process paramefers but

also to gather and report the documented evidence that supports the
development process’ validity.

Since the guidance addresses areas (such as physical properties and
physical property interactions) that the current CMC guidance does not, it
is, or should be, obvious that the opposite will _happen - a guidance-
following applicant will provide proof of a much_more comprehensrve

_characterization of the process than is done at present

Thus, while warning of ‘Agency slowdown and burden, the commenters
are actually transferring the firm’s concerns _of the impacts on its
submission schedule to the Agency.

Based on the preceding realities, the commenters’ remarks should be
discounted or, in the least, taken with a Iarge graln of salt

“Aegis recommends that the 8 pages of the PDR be replaced with a list of tOPICS that the ANDA and NDA
applicant should con51der in the process development of a drug product

8.

This comment is but an almost exact repeat of a remark made earlier (ln
the sentence precedmg Revnewer S 2)

“Additional examples of requirerrfenté escalaﬁoﬁ are 'lis‘(c'erd/Betlo:w‘; o

A. Lines 681 - 970 V. Manufacture (P.3)

This section states that a ﬂow dlagram should be included for the manufacturmg process. Previously,
many, but not all subrmssmns included flow diagrams. To require such a diagram is requiring more
information in the application.”

This reviewer agrees with the commenters first statement, ‘

Then, the commenters state that “ - many, but not all submlsswns mcluded ﬂow
diagrams” — another statement this reviewer accepts.

However, based on the commenters first remark, a “should” is not a

“must or a “shall,” and, therefore, this draft’ gurdance contrary to the

commenters’ third statement, imposes no requirement.

“Moreover, again acceptrng the commenters’ observation concernmg
today’s submissions, many already include flow dragrams \

Thus, flow diagrams or their equivalent have become a de facto CGMP

requirement even though they cafnot be set forth as a guidance
requirement — by definition, gurdance rsn ot and cannot be made to be
synonymous with requ;rement
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m L “a. The flow diagram is discussed in lines 782-796 descnbes in detall the 1nform
' " included. These include weights, critical process controls and the eqmpment use
that this is not necessary information for a flowchart and the information already exists in other
sections of the apphcatlon

10. This reviewer respectfully drsagrees with the commenters’ remarks
- concerning what the’ requested flow diagram should cover and thmks that
to cover all steps that fall under CGMP, additional steps should be
included.
That information exnsts has no. bearlng on whether or not a flow
diagram should cover that lnformatron N
After all without any information, ‘how can anyone generate a flow )
diagram?
Aren’t all flow diagrams hrgh level overviews of information?

)

e beilevefm”' A

Based on the preceding realities, this reviewer not only supports the

scope of the flow diagram currently requested in the draft guidance but
also thinks that it" should be expanded to cover all aspects of

manufacturing from |ncom|ng, through in-process, to release and

distribution.

“b. Lines 816-822 discuss the description of the manufacturing process and the difference that exists

between requirements for an ANDA and NDA. Both of these applications should have the same ] )

reporting requirements for the manufacturmg process

s A 11. First of all guidance does not estab!rsh requrrements it simply provides an
£ov “ - approach to satisfying requirements that the proposing Agency, the FDA in
this case, thinks is appropriate.

Second, the lines in question state: “For NDAs, the description of the
manufacturing process can be either a detailed narrative description or a proposed master
production record W(MPR).lszowever, CDER and CBER prefer that a detailed narrative be
provided for an NDA. For ANDAs, the proposed MPR should be submitted, A narrative
description should be submitted to supplement a MPR when appropriate, for example, when
novel processes or technologies warrant description in greater level of detail. Executed
Production Records should be provided inR.1.P."

Thus, the text crted _addresses drfferences in the presentatlon of the
information requested and NOT dn‘ferences ln what mformatron |s bemg
requested.” :

Third, all such application CMC sections do have the same reporting
requirements as set forth, in general, in the CGMP regulatlons 21 CFR 210
and 21 CFR 211, and, in specific, in 21 CFR 314 through 21 CFR 320.

Based on the preceding, this reviewer thinks that the commenters’
remarks should be dlscounted

“B. Lines 975 - 1126 VI. Control of Exmplents (P. 4-)”

“a. Lines 1084 - 1087 list the criteria needed to justify proposed excipients specification for non-
compendial exmplents The criteria_ mclude relevant development data, batch analyses, data
from drug product stability studies and mformatlon that is presented in other parts of the
g apphcatlon The statement that thls )ustrﬁcauon should be as recommended for a drug substance
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(which will be given in a fqrthcqmjfxg guidance) is a substantial escalation of current requirements
where, per current practice, it is up to the firm to justify the chosen specifications for non-
compendial excipients according to their own SOPS.”

First of all this reviewer agrees with the commenters implied objection to

references to “a forthcommg guidance” that is not even ‘available in, draft for

review.

However, that text is in Lines 1081 — 1083 and even these should be
087): “Justlflcatlons for the proposed

reviewed in their context (Lmes 1078
excipient specmcatlons should be provided where‘ ppropriate.  For compendlal excipients,
justification of the acceptance criteria for tests beyond those included in the monographs is
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 provided in the discussion of section $.4.5 of the forthcommg drug substance
guidance). The justification should be based on relevant development data (P.2.1.2), batch
analyses (P.5.4, R.1.P), and any other relevant. data, such as data from drug product stability
studies (P.8). The discussion in this section should umfy, either by reference or in summary,
data and information that are located in other sectlons of the apphcatlon

Revrewmg this paragraph the first thing this reviewer notés is that such

justifications are only requested where it is_appropriate to do so
(“Justifications for the proposed excipient specnﬁcatlons should be provided where
appropriate.” [with underlining added for emphasis].

For compendial excipients, the guidance simply requests a “justification of
the acceptance criteria for tests beyond those included in the monographs.”

‘For noncompendial excipients, the guidance requests the “specifications
for noncompendial excipien’t's should be justified as recommended for the drug substance”
which is their proper treatment because by law any component of a drug
product, including excipients, is a drug.

Nothing in the proposed text conflicts with the commenters’ remark
is up to the firm to justify the chosen spec1ﬁcat10ns for non- compend1a1 exc1p1ents accordmg to

their own SOPS” Qrowded those “sops” are CGMP compliant.

Therefore, this reviewer finds that the only objection that the

commenters make that is valid is_ the lmphed one concernmg the
referencing of non- exrstent documents

“b. Lines 1121 - 1126 for novel excipietxté indicate that full details of manufacture,
characterization, and controls w1th cross-references to safety data should be provxded The
disclosure of a novel excipient’s manufactunng process to a drug product developer is rare. This

information is most likely to be in the DMF. To require “the applicant to include this in

application is unreasonable and an escalatlon of reqmrements

The commenters remark concermng mformatron in a DMF is a red herring
because as the commenters should _know, such contmgencres are
addressed by the applicant’s’ referencmg the ‘applicable portlons of the

DMF and the DMF holder’s providing awl,e‘tter of authorlzatron for the FDA; A

to review. that portlon of the filed DMF.
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£ o - Based on the precedmg, the request for thls needed mformatron/rs NOT“
unreasonable though, in some cases, it may add to the body of
information requested.

Finally, because the information ‘request is contained in_a_guidance, it
estabhshes no_requirements - only provides an approach to estabhshmg
that a firm operates in compliance with CGMP, =

Therefore, the remarks made by these commenters should be
discounted. - :

“C. Lines 1129 - 1509 VII. Control of Drug Product (P.5)
Items a, b, and ¢ represent an escalation of requirements

14. Because this text is a gutdance document tc_annot and does not attempt
to change requrrements

It simply modifies the portion of the requirements addressed in the

CMC section of an application for whrch the Agency is requesting the

applicant to mcjuvqew supportmg docume,ntatton _that estabhshes_w o

compliance with CGMP.

“a. Lines 1153 - 1\15§:r‘eq'{ii't‘é§""that certain in-process tésts be perfotnied in lieu of ﬁt;ished
product tests (such as hardness and tablet weight) and should be included on the COA. Thisnota

standard practice and it does not appear in the GMP regulations. This is not consistent with

current requirements and should be changed ?

15. As the following will show, the commenters’ remarks totally misconstrue
-~ the text and the factual realities associated wrth the te
In context (Lines _ 1144 1162) the text in question states:
“The specification sheet should Ilst all tests to which each batch of a drug product will conform
and the associated acceptance criteria and should also mclude a reference to the analytical
procedures that will be used to perform each test. Acceptance criteria are numencal"lrmlts, ’
ranges, or other criteria for the tests. described. If an analytical procedure will be used only to

generate stability data, the analytncal procedure ‘should be described in P.8.3. Justified

interim acceptance criteria and tests with sunset provisions should be included in the

specification (see section VILF). Presentation of information in a tabular format is suggested.

The specification sheet should also identify:

+ tests that can be performed in-process in lieu of testing the finished product (the results of

 such tests performed in-process should be included in the batch analysis report (e.g.,
certificate of analysis))

+ all analytical procedures that will be used for a test; identifying which are regulatory and
which are alternatlve “analytical procedures when ‘multiple analytucal procedures can be
used for a test s

* acceptance criteria for the test usmg the regulatory analytrcal procedure and alternatlve B

near infrared (NIR) or retention tlme for HPLC)

« release and shelf-life acceptance criteria when both are used.” o
The flrst bullet contams the text from the cuted hnes (Llnes ~1153 -

~ - 1155).
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All that is eguested here |s for the apphcant to dentlfy which tests on
the requested global spec:flcatlons sheet’s listing of tests that that can be
performed in-process in lieu of testing the finished product” with the parenthetical
request that “the results of such tests performed in-process should be included in the batch
analysis report (e.g., certificate of analysis)).”

Again the text makes requests — it does not establish requirements.

Moreover, the text does not request, “certain in- -process tests be perfdrmed in lieu
of finished product tests.”

However, factually, the test “tablet weight” is required by the CGMP
regulations (21 CFR 211,110(a) and 21 CFR 211.110(b) on each in-
process batch test where such testis appropnate

The cited passages state (emp asis added):

“(a) 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 fo be conducted on
appropriate samples of in-process materials of each batch Such control procedures shall be
established to monitor the output and to_validate the performance of those manufacturing
processes that may be responsnble for causing varlablllty in the characteristics of in-process
material and the drug product. Such control procedures shall mclude, but are not llmlted to, the

following, where appropriate:
(1)L ablet or capsule weight variation;
(2) Disintegration time;

(3) Adequacy of mixing to assure uniformity and homogeneity;
(4) Dissolution time and rate;
(5) Clarlty, completeness, or pH of solutions.

prgcgglur§ where appropriate. Examination and testing of samples shall assure that the drug
product and in-process material conform to specifications.

Based on the preceding, tablet weight (for varlatlon) is a test that is
explicitly required for tablets because the clause “where appropriate” is
required to be taken to mean “unless the test is mapprOpnate for the drug
product in question i.e., for example tablet weight variation for an
ointment product in tubes.

Moreover, when tablet hardness variation is linked to variation in the

release of the active or actives from a tablet drug product, then hardness

monitoring is also reqmred

Thus, contrary to the commenters’ remarks, such in-process testing is
required by the CGMP_ regulatlons on batch representatlve samples 21
CFR 211. 160(b)(2)). ”

While requesting such to be reported on the batch analysis report (e.g.,
COA) may differ from the practices of these commenters’ firm, the tests
themselves mQ‘St Qe{rtajnly are “consistent with gngrgnﬂt,};equirements."

Based on all of the preceding, the text simply only requests that CGMP-
required testing be reported on the batch analysis report when that testing
is done “in lieu of testing the finished product.”
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Therefore, the request is reasonable and valid and the draft text should,

*‘retain it in the final guidance.

“p. Lines 1286 - 1305 require that batch gﬁalysiﬁ bewp\réi(fiaed for ALL bgt,qhgs,:pwsme;éw fox; CMggl L V,

efficacy and safety, bicavailability, bicequivalence, and primary stability studies. To include ALL
batches used for clinical egﬁégcy and safety, bioavailability, bioequivalence, and primary stability

studies will involve a huge amount of data of the type described in lines 1297 - 1305, This.

requirement should be changed to pivotal studies only.”

16. This reviewer disagrees with the commenters’ remarks because the Agency
needs that information to determine whether or not the firm’s conclusions

and interpretations of the studies submitted are valid and predict that the

firm’s manufacturing, processing, packing, packaging, labeling, testing

and quality control operations are CGMP-compliant.

Applications that lack any of the requested information may be rejected
or placed on hold - thus delaying the application’s approval.

Thus, it would seem that firms would be anxious to provide all of the
data requested and more to ensure that an overlooked study will not hold
up their application’s review. : -

fomemp s, o i

© “. Lines 1330 - 1334 presentation of asséy, im}ﬂﬁﬁiy‘ riéé'iﬂts, degradation products ‘arid ;'esidual |

solvents results from ALL batches will inyolve a huge amount of data. This requirement should
be changed to include pivotal batches only.” Y

17. SeeReviewers’16. .
"~ T"Moreover, as ‘written, the commenters’ rem
“applications because these do have a batch or batches of the drug product
that are used_in the pivotal (or key) clinical trials that can be prope
identified as a “pivotal batch” or “pivotal batches.” o o
In an ANDA application, the key batch is called the bioequivalence
batch. o '
In such applications, the term pivotal is not used nor would it be
appropriate to do so. ’ : o '

“These examples of requirements escalation are the strongest cases where the draft guidance has increased

be_properly’

the requirements as compared with the current guidance and practice. The above references illustrate

how and where escalations of requirements occur and should serve as examples to change the draft
guidance to better reflect current requitéments. ~ T T DU
Recommendations: B h

Aegis Pharmaceuticals recommends that the 8 pages of the PDR be réplaced with a list of tépics’that the
ANDA and NDA applicant should consider in the process development of a drug product.

We also recommend that the examples of escalation of ‘requirements listed above be changed to reflect

current approved guidance and practice. In addition, the draft guidance should be reviewed for additional

“examples of escalating requirements and they should also be revised to reflect current approved guidance
and practice.”

“Aegis believes that following the recommendations made in qur comments will reduce and potentially
-+ eliminate the ipﬂc;jegsihgqi-eqiiiré"ﬁiehfs\reﬂected in the draft guidance.”
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For all of the reasons previously stated by thrs reviewer, thls reviewer
recommends that these commenters’ remarks be drscoynteq&)

e sl R A
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Harry L. Welles’ Submlssmn Dated June 4 2003
To Docket 02D- 0526 “C 02”

Note: The original INTRODUCTORY comments are quoted ina condensed font (Ptl*pdtld)
the quo’tes directly from the draft guidance are quoted in a stylized font (Lydian) and this

reviewers comments are in a pubhshers font (News Gothic MT) to make it easier for the

reader to differentiate the ‘speaker” in the various text passages that follow. In this

review, this reviewer’s comments are made after ’{he commenter’s | remarks and, wnen o

"

the commenter’s remarks are " are placed an5|de' ’the box

AR A.»od,

This commenter begins by stating,”
Thank you for the opportunity to comment on the draft Guidance for Industry, Drug Product, Chemistry,
Manufacturing, and Controls Information. This is an extensive document that clearly represents a

considerable investment of FDA resources and contains some 1mportant con51derat10ns for presentmg the
drug product section of an apphcatlon

Although comments on draft guidances often focus on the parts of the guidance that the commenter
would like to have changed, I would like to highlight a few important points in the guidance that that I
believe are very helpful and which should be retained in the final guidance. These are the following:”

Line

Commen
Number omment

R N T T = A N i o I R WIP P SO L 3
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1457, The concepts of sunset test protocols and interim acceptance criteria are very useful. Having them in the

1480 guidance may eliminate some barriers to, their 1mp1ementat10n In some instances, the use of sunset test
protocols could streamline the regulatory processes for both FDA and .industry while ensuring the delivery
of quality drug products to the marketplace,

In general, this reviewer agrees with the commenter provided full CGMP
compliance is established and maintained.

Similarly, this reviewer is a strong proponent “of scientifically sound and’
appropriate predefined contmgent (hierarchical) samphng and testmg plans in
applications.

CRn

g v e e A ek bos 3 ke S DAY e By e m S LINT e
885-901 The discussion of reprocessing is clear, concise, and provides a very reasonable approach.

While this reviewer agrees, this reviewer also thinks_that the “Glossary” should
define this term and, firms electing to include such in their applications shouid
provide detailed_explanation (justification) of the reasons that their process could
not be developed to be robust enough that such |s not required.

Py B o T iww mx,“»

1793 The concept of provndmg EPRs for representatlve batches is good and should be retained. The provision of
EPRs for all stability and BA/BE lots, adds bulk and complexity to the apphca‘aon but may not always
serve a useful purpose.

This reviewer agrees with the commenter’s first statement, but takes exception
to his second because all such data serve to mcrease or decrease, as the case
may be, the Agencys understanding as to “whether or ot the “application
presents a CGMP-compliant picture of the processes, controls and systems that
will ensure the safety, efficacy and quality of each RELEASED unit in each
ACCEPTED batch should be safe, efficacious, and, if tested, meet the drug
product’s established post release specifications for that umt h
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“I have several general comments:

1. For consxstency with ICH, replace “CMC” with “Quality” wherever possible.”

In general, this reviewer agrees that, for harmonization with the ICH,
“CMC” could be replaced with “Quality” wherever possible, but, upon reflection
and in consuderatlon of the importance of names, would recommend that it be
replaced with. the phrase “CGMP Quality” so that it is harmonized both w1thwthe \

ICH and the FDC Act's requirement for CGMP that the CMC section’s

documentation is supposed to demonstrate.

“2. The use of the outline numbering for the CTD headings (with CTD numbers in parenthesis) is
cumbersome. If FDA needs to_maintain the outline numbermg system for the guidance, perhaps it
could be used for Sections I and I of the guldance then the rest of the guidance could be presented in
the CTD format ?

While this reviewer agrees thh the commenters observatlon that the/m o

outline (and referencing) system used in this gwdance is cumbersome this
reviewer would, as others have, suggest that the outlme 5|mply use the CTD
referencing system.

“3, There are several places where this guidance calls for information that is more properly a GMP
requirement.  These include provision of duplicate test results (supplier and applicant) for
components; in-process stability results; and stipulation of different requirements, depending on
whether the applicant or the supplier performs full testing. These should continue to be GMP
requirements and not be added to_the application. This information should be reviewed during an
mspectlon rather thanina regxstra‘aon document.

This reviewer rejects this commenters recommendatlon on. several%m .

grounds:

A. Nothing in the statute (21 u. S.C. Title 9, Federal Food, Drug, and Cosmetic
Act, as amended [commonly abbreviated as “FDC Act"]), the CGMP
regulations governing drug products (21 CFR 210 and 21 CFR 211), or the
filing requirements for ANDAs and NDAs (21 CFR 314 and following) that

this reviewerc an find prohibits the u.s. Food and Drug Admmlstratlon o

(“EDA”) from requesting the submlssmn in an app//cat/on of any

document that an appllcant is REQUIRED:"a) to have’ generated and

maintained to comply with the statute or with 21 CFR 210 or 21 CFR =

211 and b) by statute or regulation to be avaﬂll\ablemfor V,lwnspectxon

B. The responsibility for establishing that processes, controls and drug

- products comply with CGMP. is not borne solely by the FDA’s

inspectorate — all FDA personnel directly or indirectly involved in the
review of an application have a duty to ensure that what is approved
does comply with CGMP as it is defined in 21 U,S.C. 351(a)}(2)(B) and
reiterated in 21 CFR 210.1(a).

C. The Agency therefore has the discretion of requesting any such
document that is required to exist be submltted to the Agency or having
its personnel mspect that document in an on ‘s‘;,te audit. =
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£ 1 D. The providing of the information requested in the formats requested will
not only reduce the review burden upon the inspectorate (a dwindling

resource in the Agency) but also speed the review process by: a)
ensuring that the requisite. CGMP compliance is supported in the
documentation _submitted  (eliminating review holds when a PAlL A
inspection finds major deficiencies that would have been obvious had =~
the Agency requested the information. in  the submission) and b) -
providing the inspectorate (committed to using a systems approach to
inspection) with a clearer picture of which systems need the more focus.
[In essence, the additional information constitutes an in-depth pre-audit
survey of the sponsor’s sites and systems. In addition, by asking the
information be provided in a structured format that facilitates_review,
the Agency will save those person-days that the inspectorate has been
spending assembling and collating that same information - thus
allowing the Agency to increase its review efficiency by minimizing the
clerical burden on_the inspectorate.] ’ ‘

Based on the preceding factual realities, the commenter’s remarks should.
be ignored. ' ' :

“Specific suggestions for revisions are in the attached table.

If you have questions, or if I can be of assistance in any way, pleé.sewfeel‘fi‘eé to contact iné aé 513-831-
5802 or hlwreg@fitse.net.” o R S ’

R

;me Proposed Revision | Rationale

umber

65-74 Eliminate the reference to | This is a drug product guidance. Drug substancé reqﬁirlc:fx;la;xté shéuld beaddres;eZi
drug substance requirements, in the drug substance guidance. o
This reviewer disagrees | In the context presented (an introduction to the CTD), the
with this comment. comments made pertaining to the drug substance are

appropriate and some cannot be deleted without
. misrepresenting what the Modul;a 3 is supposed to address.
320-322 | Delete the sentence This is very prescriptive. At times it may be useful to provide other information

“Components that are used in about these components.

the manufacture of the drug

product and do not appear in
the finished drug product ...
should be identified as
processing aids..

This reviewer does not
agree.

How is it that suggesting that such “should be identified as
processing aids” prohibits the applicant from providing other
information about these components?

Since the guidance simply suggests a “name” for such components,
nothing other than the applicant’s decision prevents the application
from providing other information about these compounds.

In fact, the guidance suggests that a specification should be
provided for each such processing aid (Lines 1008 -1010).

T T A e
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Line
Number

Proposed Revision

Rationale

362-680

Delete  the phax;maceutic;\l
development section in the FDA
guideline and refer to ICH.

This reviewer disagrees.

This section in the FDA guideline is very detailled and prescriptive. My
understanding is that there may be an initiative in ICH to develop a harmonized
guideline on pharmaceutical development. FDA should not preempt that effort.
If ICH does not develop a harmonized guideline, the CTD guidance serves as an
adequate starting point for this sectlon and the apphcant should ha.ve some
flexibility in presenting the data,

The FDA is charged with assisting the industry to operate
in compliance the requirements of the FDA Act and CGMP.

What the ICH may, or may not, do in the future is not
certain. ’

Given the requirements of CGMP, the CTD guidance does
NOT serve “asan adequate starting point for this section.”

Because the document is guidance and not requirement, it
does not, as the commenter implies (by using the terms
detailed and prescriptive) restrict the flexibility of the
applicant.

Provided the apphcant’s alternative “prescription” is
equivalent to the FDA’s guudance the apphcant should have
no problem with it.

Thus, though detailed, ‘the guidance offered is rational,
needed, and should be retained — ICH can then use it as the
basis for their initiative when and if they decide to undertake
such.

549

Replace “study numbers” with
“appropriate cross reference
identifiers”.

Agreed.

= R P Vs wen e paerSA 5 e ) . P O EE L o R RS E T Lt g ke
As written, this implies that there will be stabjlity reports with tltle pages, etc.
in the Quality section, such as is done for the Clinical sectign. This is not
necessarily the case. More general wording should be used to allow for
differences in approach.

710-712

Delete this section,

This reviewer disagrees.

Personnel information /15 provxcie({ in ﬁe drug estz;bli;hr;en(f infoﬁ;léﬁc;ﬂ
attachment to Form 356H. This form is, updated and submltted w1th every

( body of the Quahty module. Duphcaﬁon in the quahty sectxon i$ redundant and

the information there become get outdated.

The commenter ignores the facts: a) upon submission the
reviewer is supposed to be ready for inspection, b) the
applicant is already required to keep the referenced
information up to date, ¢), since the inspectorate gets a copy

© | of the CMC “Quality” module, providing this would expedite

the review process, and d) the Agency has no leverage to
ensure that the component supphers keep that information
up to date.

Based on the preceding facts, the Agency has properly
included a request for this information.
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Line

Number

Proposed Revision

Rationale

784-785

Delete  “(e.g. weighin'gm (of»'
components _ through finished
product release)”. o

This reviewer respectfully
aj gre with the
commenter’s remarks
about what the requested
flow diagram  shouid
cover and b) knows, that
to cover all steps that fall
under CGMP, additional
steps should be included.

oA
) disagrees

Requiring basic plant opelraﬁor;sisﬁci; aswelghmgand ;élé;;; two&bgsan:n Zti;e
flow diagram adds to the complexity of the diagram without providing useful
information. The flow diagram should focus on the major manufacturing unit

operations.

Discounting the initial sentence as_a mixture of
unsubstantiated, claims _and irrelevant facts, this reviewer
agrees with the\comvmepte[ — “the flow diagra;rx should focus on the
manufacturing unit operat\ic;nsv.”h T B

However, regardless of the complexity, or the lack thereof,
the routine manufacturing unit operations addressed by
CGMP start with: a) receipt of components; b) sampling of
components; c) testing of components; d) release of
components to production; e) allocation of components for a
given batch; f) start of production of a batch; g) charging of
components for the first phase of manufacture; h) in-process
control of the first phase of manufacture; i) - k) sampling,
testing and/or examination, and release of the output of the
first phase in the manufacture of a batch to the next phase;
and ends with unit operations: ia) - ic) the inspection
(sampling and testing and/or examination), and release of
the finished packaged batch of drug product; and id) the
transferof ~ the released batch from manufacturing to
warehousing or distribution. o S

Therefore, the requested diagram (which may be
composed of a series of “sub” diagrams) should address all
regulated manufacturing unit operations.

Since that is the case, the preceding should be included in
said diagram or set of “sub” diagrams.

824-830

Move the paragraph on
ruminant-derived materials to
the regional information.

Provided the move is_to
the appropriate
Appendix in Module 3,
this reviewer concurs.’

This is a US-specific requirement and not part of the manufacturingzproces;
description. To have the requested statement here introduces US-specific
information into 2 document that otherwise would be suitable for use in most

¢ - e 2 el i ot SRt 0 on et oms
geographic regions, Regional requirements should be adﬁressed in Module 1 or
the Appendices to Module 3. ’

Though not bound by the ICH guidance, the draft “CGMP
Quality” guidance’s format should parallel that of the ICH to
the extent that it legally can.

855-865

Delete “as illuétlia;f;eé m the
following examples:” and the
bulleted list. o

~This reviewer disagrees.

Ve

The general statement that a control “may or may not be critical” is sufficient.
The applicant should not have any trouble in interpreting that. If FDA thinks
more detail is necessary, a discussion of the principle involved in deciding if a
process is critical would be a better approach. a

This reviewer recognizes the power of providing examples
as an aid to the understanding of what is being requested.

Further, this reviewer knows that those who fill out any
information request appreciate examples and bulleted list
that they can use as “check lists” to ensu | _applicable
requests are satisfied. o ‘
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02D-0526

Line

Proposed Revision Rationale
Number '
927-929 Add a statement suchv as | FDA has defined tests done on intermediate products as critical process)ccrxrrol’s,

“Although they are considered
product critical process controls;
some tests on intermediate may
not need extensive justification if
they are consistent with current
industry practice or compendial
standards, for example, hardness
or assay of a core tablet prior to
coating.“.

This reviewer disagrees.

however, the acceptance criteria for some of these are well established and need
no further for justification.

Tl comme !
The commenter’s statement is false.

Factually, the CGMP regu ulations deﬂne the types of control
and procedures (tests) to be considered for use_on each
batch and specifies, “Such control procedures shall be estabhshed to
monitor the output and to validate the performance of those manufacturing
processes that may be responsible for causmg variability in the charactenstlcs
of in-process material and the drug product.”

Thus, whenever a. firm, finds that any of these are required
to control each bafch they become critical controls. k

If they are not such then they should either not be being
used by the firm or their use should be justified in as PQIT.

In addition, the CGMP regulatlons require each
manufacturer to establish (justify that) that the controls they
use are scientifically sound and appropriate (21 CFR
211.160(b)). ’

As the Agency knows, factually it has been established that
the requisite controls are not those in the USP or NF because
these are ONLY scientifically sound and appropnate for drug-
product in commerce - not necessarily for in-process
materials. '

In addition it has been established that the sample
numbers and/or used in many cases by the mdustry,
including most pubhshed examples, do nhot, as Agency
management is aware, meet the requirements of 21 CFR
211.160(b)(2) and/or are, for other reasons, not
scientifically sound.

Based on the preceding it is, or should be, obvious that:

a) This added text should be rejected and b)

b) Each submission should provide a regulation-compliant,
scientifically sound, and appropriate justification for any
in-process ‘control that is required to be used on each
batch (to ensure compliance with 21 CFR 211.110).

Factually, most firms do not perform tests or examinations
when they know that these tests or evaluations contribute
nothing to the their  requirements for product quality
mandated by the govemment or, for appearance, by the
consuming public.

If tomorrow the consumer were to magically stop equating
physical appearance and appearance uniformity in a coated
tablet to the drug-product's quality, then the manufacturers
would drop those attributes from its current statlstlcal
attributes inspection plans the very next day

nt |c falea
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02D-0526

Line

Number

T P A Y

Proposed Revision

Rationale

982-983

Delete “and the applieaht mtends
to perform full testing on each
batch received,”.

This reviewer opposes
this deletion.

should be rejected.

Full or reduced testing by the applicant is 2 GMP issue, not a regist:r%tion issue.

First, by taklng the phrase out of context and makmg a
the commenter dehberately distorts what is being said.

The text in question (Lmes 981 - 987) states (underlining

added):
“Compendial-Non-novel Excipients: When a compendial excipient is tested
according to the monograph standard with no additional testing and the
applicant intends to perform full testing on each batch received, the excipient
(e.g., Sodium Chloride, USP) can be listed under P.4 with no detailed
information provided in P.4.1 through P.4.4.”

The current text simply and rightly states the conditions
under which the sponsor can list the compendlal references
to the mgredlent testing it is proposing without any
additional mformatlon -

Deleting the second condition would subvert the ntent of
this text - to insure_that the FDA reviewers, wxll 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 perform.

Thus, though wrapped in the language that would lead one
to believe that this is an issue_between a CGMP requirement
and a reglstratton requnrement this commenter is attemptmg
to have the text modified to escape having to report exactly
what testmg the suppher and the applicant are doing.

Moreover, the commenter’s rationale has no basis in fact.

Nowhere in the CGMP regulations or the FDC Act does th|s
reviewer find any prohibition for the Agency’s request for an
applicant to provide the requested documentation in support
of an application and require it to be only reviewed as part of
an inspection.

Contrary to the implication of the commenter's remarks, all
FDA personnel are charged with ensuring that all
manufacturing practices and drug products comply with
CGMP. »

Thus, this is a registration issue because the reviewer is
required to ascertain CGMP adherence  prior to
recommending approval. V

Second, guidance is guidance - not requirement.

Third, the documentation requests are justified because

| they provide the supporting evidence (proof) that the
| applicant’s assertions are valid and/or CGMP compliant.

Finally, the phrase is a npca ondltlona ____1 on when
the applicant may simply Tist the’ compendnal monograph
without explanation or justification.

For the preceding reasons this commenters suggestion
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A REVIEW OF FORMAL COMMENTS T0 PUBLIC DOCKET 02D-0526

Line
Number

Proposed Revision

Rationale

982

Replace “with no addjtional
testing” with “and no additional
testing is needed to ensure the
suitability of the excipient in the
product”.

This reviewer must and
does oppose this change.

Additional testing is done from time- to tlme for a vanety of reasons. Thls sectxon
should focus on attributes of the excipient that ensure product quality.

Having proposed removed half of what the commenter
must really feel is an onerous request, the commenter turns
his attention to “adjusting” the first restrlctlve clause to his
liking.

Again, by taking the phrase out of context dividing the
changes suggested for the same text passage, and making a
tangential issug (what “This section should focus on”) into the
“rationale” for the proposed, change; the commenter again

deliberately distorts what is being said.
The text in question (L ineg 981 - 987\ still states

“YuUeSuLie LA -2~ Ll

(underlining added)

“Compendial-Non-novel Excipients: When a compendial excipient is tested
according to the monograph standard with_no_additional testing and the
applicant intends to perform full testmg on each baich received, the excipient
(e.g.. Sodium Chloride, USP) can be listed under P.4 with no detailed
information provided in P.4.1 through P.4.4.”

The current text simply and rightly states the conditions
under which the sponsor can list the compendsal references
to the ingredient testing it is proposmg W|thout any
additional information.

However, were this change and the prevnous change to both'
be made, the text would be reduced to:"

" “Compendial-Non-novel Excipients: When a compendial excipient is tested

according to the monograph standard with--no-additional-testing and no
additional testing is needed to ensure the suitability of the excipient in the
product and-the--applicant-intends- to-perform -full testing-on-each-baich
received, the excipient (e.g., Sodium Chloride, USP) can be listed under P.4
with no detailed information provided in P.4.1 through P.4.4.”

As proposed, the applicant could simply list the excipient
whenever any one monograph standard test is performed
because this commenter did not insert the word “full” before
the word “mon,ograph" and all compendnal -non-novel
excipients would simply be listed

This is the case, because the applicants would continue
doing what most are daing now, they ignore the strictures of
21 CFR 211.84(d)(2) that require doing af least one specific
ldentlty test before the suppller s report ‘of anaIySIs can be
used in lieu of testing.

Instead they claim to follow 21 CFR 211.84(d)(1) that only
requires an identity test, but instead of an ldentlty fest, they
perform an “Identification” test.

Then, the use the results of that “Identlflcatlon" test 1o
justify accepting the supplier’s report of analysss

Finally, based on doing perlodlc cross checks of the
supplier’s results with theirs on some lot, they falsely claim
that they are operating’in comphance with CGMP..

Hopefully, the Agency, reading this reviewer's comments,
will crack down on this viglative practice that, as this reviewer

has pointed out, seems to be widely used.
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< Line .. .
Proposed Revision Rationale
Number
oo e e y N L L T R e
989-990 Delete “The P. 1.4 to P.4.4 for | This organizational detail has some merit, but it is inconsistent with the

each individual excipient should
be grouped together in the
application.”.
This reviewer disagrees
with the commenter’s
proposal.

organization of the CTD guideline and granularity document. If FDA disagrees
with the organization of CTD it should work through ICH to change it.

As the Agency of a sovereign government, the United States
of America, the FDA is, in nho way, constrained by the
guidance issued by the ICH, a non-sovereign body (“NGO.")

Whenever the FDA chooses it may ignore such guidance
and should in this case because grouping the data by
excipient makes it easier for the application reviewer to
understand whether or not the specifications for a given
excipient are adequate for the use of that excipient in that
formulation. s

Frankly, this reviewer thought the industry was all for doing
what it could to expedite the review process but time and.
time again comments such as this remind this reviewer that
the industry’s agenda seems to be other than the one tl
espouse in public.

Therefore, this reviewer again recommends that the Agency
leave the draft language as it is and ignore this commenter’s
proposal.
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Line
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Proposed Revision Rationale

Number

1022- Delete this paragraph. 1. Full teéting‘fnustv be ‘do;e by elther thema.nufactu:er«ofdthe exéxpler;to}d;e
1030 applicant, However, the issue of whether the applicant does full testing or

This reviewer not only
disagrees  but  also
proposes that this
paragraph be corrected
to fully mesh with all of
the applicable CGMP
requirements  for  all
components as shown on

reduced testing is a GMP issue and should not be part of the application.

2. The statement regarding specifications and testing for polyols is important;
however it should be addressed independently of the drug product guideline.

Before considering the commenter’s avowed rationale, the
text needs to presented so that anyone reading either the
comments or this reviewer's appraisal thereof can know what
was stated. ,

The text in_question states: “In addition to listing all the tests for an
excipient, the specification should identify the tests that the drug product
manufacturer will routinely perform and the test results that will be accepted
from the excipient manufacturer’s certificate of analysis (COA).27 At a
minimum, the drug product manufacturer must perform an appropriate
identification test (21 CFR 211.84(d)(1)). However, when there are specific
safety concerns relating to an excipient, testing in addition to an identity test
would be warranted. For example, diethylene glycol contamination of polyols
such as glycerin and propylene glycol has caused numerous fatalities, and the
specification should include testing for potential impurities and contaminants
for each batch received by the drug product manufacturer.

2 The drug product manufactirer must establish the refiability of the supplier’s
analyses through appropriate validation of the supplier’s test results at appropriate
intervals (21 CFR 211.84(d){2)). The reliability of the analyses need not be
established at the time the application is submitted. However, the specification
should indicate the tests that will be performed dnce the reliability of the supplier’s
results has been established in accordance with_current good manufacturing
practices.”

Thus, the first thing this reviewer noticed is that this
paragraph has nothing to do with “full testing” but rather
with : T
1. The identification of who (supplier or manufacturer will do

each test), and

2. The need for safety related tests when there is_an inherent
“concern” (such as: potential toxic impurities, microbial or
BSE contamination, product mixing and mix-up in an
integrated facility) associated with a given excipient.

Based on what the paragraph says, it is obvious that this
text needs to be retained. = 7T 7 o

It is equally obvious that this commenter’s rationale
seems to have been crafted to imply that the paragraph dealt
with issues other than those thatitdoes. .

For all of these reasons, this commenter’s remarks should
be ignored. ,

Moreover, as written, the text misstates the CGMP
requirements for the acceptance of the supplier's report of
analysis (COA) in lieu of full compendial testing and, where
required, tests for other concerns and properties.

To correct that misstatement, this reviewers again offers
the alternative test that is presented on the next page
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Line Recommendation | Revision (s rationale is on the pmvious page)
Number 2 (RS e PP,

T — n 3 AN A e e 3 Lo R e T
1022- Change the text as | In addition to listing all the tests for an excnplent, the specnf' cation should
1030 shown in adjacent | identify the tests that the drug product manufacturer will routinely perform
(cont.) | column so that it fully | and the test results that will be accepted from the exuplent manufacturer’s

meshes with all of the
CGMP requirements for
component acceptance.

certificate of analysis (COA).27" At a minimum, the drug product
manufacturer must perform at least one specific identify test (21
CFR 2 11.84(d)(2)) on a lot-representative set of samples
from each shipment of each 10t?”2 when the manufacturer‘
elects to use information from the supplier’s COA in lieu of
full testing. However, when there are speclf‘ ¢ safety concerns relating to
an excipient, testing in addition to an identity test would be warranted. For
example, diethylene glycol contamination of polyols such as glycerin and
propylene glycol has caused numerous fatalities, and the specification should
include testing for potential impurities and contaminants for each batch
received by the drug product manufacturer.

o Cr T 5 R i o d of 1P N e $telts

7 To elect to use thls optlon, the drug product manufacturer must a)
petform at least one specific identity test on lot-shipment fepreséntative samples
from each lot and b} establish the reliability of the supplier's analysés through
appropriate validation of the supplier’s test results at appropriate intervals (21

CFR 211.84(d)(2)). The reliability of the analyses need not be established at the
time the application is submitted. However, the specification should indicate the
tests that will be performed once the reliability of the supplier’s results has been
established in accordance with current good manufacturing practices.”

The drug manufacturer must comply with the réquirements for
component sampling set forth in 21 CFR 211, 84(b), “Representatlve samples
of each shipment of each lot ‘shall be collected for testing or ‘examination. The
number of containers to be sampled, and the amount of material to be taken from
each container, shall be based upon appropriate criteria such as stal ncal crltena
for component variability, confidence levels, and degree of precision desired, the
past quality history of the supplier, and the quantity needed for analysis and
reserve where required by Sec. 211170" and 21 CFR’ 211.160(b)(1),

“Determination_ of conformance to appropriaté” written’ speclﬂcatlons for the
acceptance of each lot within each shipment of components, drug product
containers, closures, and labeling used in the manufacture, processing, packing, or
hoiding of drug products. The specifications shall include a description of the
sampling and testing procedures used. Samples shall be representative and
adequately identified. Such’ procedures ‘shall also requiré appropriate retesting of
any component, drug product container, or closure that is sub;ect to
deterioration,”

[Note: When the fu%t monograph opt:on is chosen for excipient

testing, there is no need to cite 21 CFR 211.84(d)(1) and when the

21 CFR 211.84(d)(2) option is elected, citing 21 CFR 211.84(d)(1)

would be incorrect. Therefore, the glidance should refrain from

citing 21 CFR 211.84(d) (1).

Thus, the Agency should cite 21 CFR 211.84(d) when ‘addressing full

monograph testing and 21 CFR 211. BA(dX(2)

when addressing either aspect of the “Accept CoA” optron

a. At least one specific identity test or s

b. Establishing the relisbility of the supplier’s analyses through
appropriate validation of the suppl:ers test results at
appropriate intérvals.]”
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Line

Number Proposed Revision Rationale

3 v Finder Bt o5 e 388 2 i e, e dnath
1089- Delete this paragraph. Comparison of COAs from the manufacturer and the apphcant isa GMP issue.
1094 Requiring such a comparison in an apphcatlon is an unjustified new regulatory

This reviewer disagrees
and recommends that
the draft text be retained
“as is.”.

reqmrement

Before proceeding to review the proposali, the text needs to
be considered. ‘ ' s

The text reference states: “A certificate of analysis (COA) from the
manufacturer and the test results for the same batch from the drug product
manufacturer should be prowded for the components "described in P.4. The
information should be for the materials used to produce the batch descrlbed
in the executed prgdugpgn record (R. ! P\ Test results should be exnressed
numerically or qualitatively (e.g., clear, colorless solution), as appropnate
Use of terms such as conforms or meets speaﬁcat/on is discouraged.”

The first thing this reviewer sees is that no comparison of
COAs is being requested, all that is being requested is a copy
of the supplier's COA and the manufacturer’s results for the.
same batch. )

Moreover, the request is that the information be provided
for the materials used to in the EPR batches.

Since no compatison is requested much less required, this
rationale is sper:lous on its face and need not be addressed
further.

Based on the preceding, this text should be retained. and
incorporated into the final “CGMP Quality” guldance ’

o e b
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Line Proposed Revision Rationale

Number -

1153- Reword to say “if a test that is Clarity. o
1155 usually performed on the finished

product, is instead performed in-

nnnnnnn +ha
process, the in-process results

should be provided in the batch
analysis.

This reviewer objects for
the reasons stated and
knows that this text
should be retained and
incorporated into the
final guidance.

Bt v Y

In context (Lines 1144 - 1162), the text in question states
(with pertinent text underiined): “The specification sheet shouid iist
all tests to which each batch of a drug product will conform and the
associated acceptance criteria and should also include a reference to the
analytical procedures that will be used to perform each test. Acceptance
criteria are numerical limits, ranges, or other criteria for the tests described.
If an analytical procedure will be used only to generate stability data, the
analytical procedure should be described in P.8.3.  Justified interim
acceptance criteria and tests with sunset provisions should be included in the
specification (see section VILF). Presentation of information in a tabular
format is suggested. The s ecnficatlon sheet should also _:dentl :

* tests that can be p_ﬁgrformed m-pw rocess ln heu of testmg the finished
product (the results of such tests perf i

in the batch analysis report (e.g., certificate of analysis))

« all analytical procedures that will be used for a test; identifying which are
regulatory and which are alternative analytical procedures when mult|ple
analytical procedures can be used for a test?0

* acceptance criteria for the test using the regulatory analytical procedure
and alternative analytical procedures when the criteria are different (e.g.,
conformance to a spectrum for near infrared (NIR) or retenhon time for
HPLC)

« release and shelf-life acceptance criteria when both are used.”

The first problem that this reviewer has is the one of
grammar — “the specification sheet should also identify” “if a test that is
usually performed on the finished product, is instead performed in-process, the
in-process results should be provided in the batch analysis.”

How can a specification sheet identify a future condition in
a given case?

Obviously, it cannot.

Since the commenter stated that the rationale used was
clarity, it is also equally obvious that he falled to add any
clarity with the his substitution

Based on the preceding alone, the present text should be
retained unless other better text that preserves the request

Moreover, this commenter again attempts to turn a simple
request “tell me which in-process tests, if any, can be used in
lieu of testing the drug product” into something else
apparently because, given his suggested “alternative, this
commenter is seeking to conceal the exact nature of the
applicant’s in-process and release testing programs.
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Line
Number

Proposed Revision

Rationale

1174

Delete the reference to in-house
method numbers in the table.

This reviewer disagrees
with this comment and
would suggest that the
example table ‘be
modified to contajn a
footnote that states,

“When the firm does not

use any formal system of
method identification,
other than the name, of
the method, that full
name should be included
in the table.

Py )

In-house numbers are not necessary for method 1dent1ﬁcatlon Alternatxve nammg
conventions could be used, for example Reverse Phase HPLC Determination of
Compound X. With electronic cross-references, this is clear and concise.

First of all, while technically true, the commenter’s first
remark is disingenuous because the reality is most all firms
use formal identification systems to name, track and control
their methods,

In almost all cases, that identifier is considerably shorter

than the full name of the method and is, therefore, more
suited for inclusion in a nhvmml tabular format.

(P2AS b L0y =Ll L aula

Moreover, even if the apphcant submits an electronic
submission, where physical width is not a ‘concern, the
primary electronic links in that submission are the method
identifiers. T

When reviewing an application, it facilitates the review
when the primary and alternative method or methods, if any
appear next to one another.

Second, contrary to common sense this reviewer states

_"With electronic cross references, this is clear and concise® — 8 Sentence

that begs anyone to know for certain what is clear andw
concise and to ‘what, if not an ldentlfler do the cross
reference refer?.

Based on the precedmg, this reviewer accepts that, to allow
for the possibility that some firm somewhere only uses
method names, a naming alternative should be considered.

1288

| Reword to say “Batch analysis

data should be provided for
batches used in relevant clinical

efficacy and ...”

This reviewer objects to
this change and wouid
propose the following as
a scientifically sound
and appropriate, CGMP-
compliant alternative for
Lines 1288 -~ 1291:
“Batch analysis data should be
provided for all batches used in
studies  designed to
assess clinical efficacy and
safety, bicavailability,
bioequivalence, and primary
stability.”

All studies and/or batches may not be relevant to the application, for exerrq;le
exploratory studies for other indications. . . . . )

As an investigator having in-depth experience in
investigating production process for the root causes of the
differences between batches and the factors that affect or
correlate with drug- product batch values, the requested
information is crucial to determining whether or not a
process and the controls on it are a) operating in compliance
with CGMP and b) capable of producing batches of drug
product that are sufficiently defined and controlled to the
point that the data obtained predict that all of the units in the
batch would, if tested, pass.

In addition, as written, this reviewer’'s change partially
addresses the commenter’s concern (“studies and/or batches may
not be relevant to the apphcatxon, for example exploratory studies for other
indications”) because the data from all such studies is relevant
to assessing the performance ‘of the applicant’s systems

Further, by making the change in the manner proposed by
the reviewer, this reviewer avoids introducing the obvious
ambiguity that inserting the word “relevant" would create -
because what is relevant depends upon the “ person” makmg
the “relevance assessment" ‘while the designed purpose of
each study is supposed to be cfearly deflned before the study
is initiated.
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Line Proposed Revision Rationale

Number

1286- Eliminate the requiremertlth for This section callsufox: CQfAs f,oﬁr«ékil batcheg& ‘cpvlvlatel(\i) batchvanal;rsm dataforsorne
1334 CofAs for all batches. tests. Providing tabulated batch analysis data on all relevant batches would be a

This reviewer opposes
the changes proposed
by the commenter and,
for the reasons stated,
believes that the draft
text, “The batch analysis
reports (e.g., COAs) and
collated batch_analyses data
should include a description of
the batches,” should be
incorporated “as is” into
the final guidance.

reV|ew perlod ws -§-Vis submlttlng a current apphcatlon

clearer and more practical way to present the data. The use CofAs is not a clear
or efficient way to present data on multiple clinical, safety, BABE, and stability
lots and they do not add anything useful to the application. ' Documentation
should be checked during inspections, not 4§'part of the review of the application.

After stating what is requested, this commenter begins by
making an unsubstantiated claim, “Providing tabulated batch analysis
data on all relevant batches would be a clearer and more practical way to present
the data.”

The commenter continues with more unsubstantiated
claims, “The use CofAs is not’a clear or efﬁcnent way to present data on
multiple clinical, safety, BABE, and stability Tots and they do not add anything
useful to the application.”

Then, the commenter again plays another verse of his.
favorite tune, “Documentation should be checked dunng mspectlons not as
part of the review of the application.”

This reviewer disagrees with the commenter’s  broad
generalization concerning COAs, “tabulation” (collatlon) of
data, and review efficiency. o

Second, which is needed, batch analysis records or data
collations, depends upon what the reviewer's concerns are
and, since the Agency that has the relevant review experience
and is making this rechest this reviewer must defer to their
judgment of what is. needed_for the efﬂcnent review of an
application.

Third, the batch analysis reports, when structured as the
Agency requests, do provide significant relevant information
beyond the data. |

Further, the commenter's last remark is a ‘conundrum,
since PAIl inspections are integral parts of application review,
what does, “Documentation should be checked during inspections, not as part
of the review of the application” r ea!ly mean?

Factually, by requesting that pertinent documentation be
submitted with the application, the Agency is: a) ensuring
that the data they need to properly review an application has
been requested and hopefully provided and b) conducting an
effective pre-audit survey of the components, systems,
controls, and the drug product that are to be audited during
the PAI inspection.

In the first instance, conforming applications should
generate many fewer “data” holds than at present.

In the second, the FDA inspectorate will be much better
able to generate targeted site-specific audit plans and,
relieved of much of the burden of doing what is being requested of
the submitter (collating the information from different batches,
for example) should be able to perform more inspections
focused PAIl inspections of shorter duration,
in sum adherence to the proposed gurdance will shorten the




it ISR O S S L I O PR e N PR AR s s R Ve A S S )

Line
Number

Proposed Revision

Rationale

1343-
1346

Revise to say “Potential drug-
product impurities should be
listed. These should include
degradation  products  active
ingredient, and residual solvents.
For some combinations of drug,
dosage form, and route of
administration, enantiometic
impurities, excipient degradants,
and/or leachables from the
container closure system may
also need to be considered.

For the reasons stated,
this reviewer opposes
the commenter’s
proposed changes.

Not all of the listed sources of impurities are relevant in aﬂ of the cases. In
general it serves little purpose to dlscuss well known excxplent degradatlon
products for a solid oral dosage form. thxﬁcatxon that the applicant should
consider other sources of impurities in specxf' ¢ instances should 4be sufficient.

First, this reviewer agrees with the commenter "Not all of the
listed sources of i lmpurltles are relevant in all’ cases

Thus, he was perplexed to see that the commenter
proposed to change the word “expected” to “potentlal” even |f
the scope of the request were restricted to the drug product

The commenter’s second remark is a generalization that
adds little to support the change proposed.

In the third statement, the commenter’s remark seems to
go against the mdustry s posrt;on that apphcatlons be treated

teve

,,,,,,

to variable levels of concern.

Moreover, the proposed changes would also, if ‘adopted,
lead to ambiguity and variable revrew oufcomes for, in the
case of ANDAs, submissions for’ the same rug products
submitted in different years.

The Agency’s request seems much more hkely to result in
improving  application unn‘ormlty, apphcatlon review
uniformity, and facilitated application rewew than the
commenter’'s alternatives.

1346-
1347

Change to read “Drug substance
process impurities that carry
over into the drug product
should be identified here, but
need _not be discussed further
unless they are also degradants.”

This reviewer  proposes
that a simpler alternative
wording considered, “For
example, drug  substance
process impurities that could
carry over to the drug product
should be listed here” since,
upon refiection, this
reviewer sees no need for
the modifying clause,
“evenif ...”

Discussion in the drug substance section is sufficient.

Before commentmg, the text needs to be V|ewed
The text in question (Lines 1346 ~1349) states “For example,
drug substance processi mpurities that could carry over 1o the drug product
should be Ilsted here even if they are re_normally_controlled " durin
substance t ggmg and will not be included in the drug product speaf cation.

At first glance, there seems to be little dlfference ‘between
the effect of the two texts because “listed here” and 1dermﬁed
here” are effectively the same thing.

However, the difference between “carry over into” and

“could carry over into” is significant.

in addltron, the difference - between the Iocally applicable
modifier, “even if they are normally...” and the more globally
reachmg modifier “but need not be discussed further
unless...” is also significant.

Based on the preceding, this reviewer will defer to the FDA
with respect to the change of modifier clause but recommend
that the word “could” be retained and the modlfymg ‘clause
be removed as superfluous.
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Line

Number Proposed Revision Rationale ) )
1570- Delete “Stability study reports | This assumes that freestanding stabﬂlty reports are written, The guldance should
1571 should also be included.”, describe the information needed i in the application, and al]ow flexibility in the
format,
This reviewer disagrees; The cited staternent does not, as the commenter states
Each  CGMP-compliant | assume that any partlcuiar type of stability report is wrltten
stability test generates a It simply presumes CGMP compliance.
report. 21 CFR 211.194(a) outlines all of the ltems that a lab
The guidance text in | record must contain.
question should be kept Sec. 211 194(6) requires: “A statement of the results of tests and
as it is. how the results compare with established standards of ldentlty, strength,
quality, and purity for the component, drug product contamer, closure, in-
process material, or drug proauc: fested.

21 CFR 211.194(e) requnres “Complete records shall be
maintained of all stablhty testing performed in accordance with Sec.
211.166.

Thus, all stability records containa ‘report, “A statement of the |
results of tests and how the results compare with estabhshed standards of
identity, strength, quahty, ‘and purity for the’ ‘component, ‘drug product
container, closure, in-process material, or drug product tested.” A

Thus al stability studies generate reports and the
commenter’s remarks are, at best, unaware what CGMP
requires vis-a-vis stability testing. o ‘

1573- Move the section on analytical | Information on analytlcal procedures may apply to all three types of studles‘

1593 procedures to line 1623, after | (formal, supporting, and stress studies). A stand-alone section on analytical
the section on stress studies | procedures would be a more straightforward way of presentmg it, rather than
(1622). including it in the formal studies.
This reviewer agrees. -

1580 Delete “(e.g. weight loss)“.” In most instances determination of weight change ofa product w1th a calibrated

For the reasons stated,
this reviewer does not
agree with simply
omitting the example.

[Note: this reviewer would
suggest that, in the future,
the Agency could choose a
different test as its example
to nip such in the bud - this
reviewer would suggest
“closure opening torque”

because most don’t even
presume to know how to do
the test much less how to
do it properly and, in many
cases, the test is critical to
ensuring lifetime ~closure
integrity, especially for
drugs packaged in umt of
use contamers ]

balance is a standard laboratory procedure and should not requnre presentatlon of
the procedure and validation data.

Factually, based on experience in more than a dozen US
and foreign laboratories, ‘there is no one standardlzed
procedure that all laboratorles ‘use nor,’ “for that matter a
uniform calibration procedure for the balances ‘used or
uniform balances types.

As a Ph.D. Analytical Chemist and former Quahty Control
director overseeing the operation of the mterna! RM,
Validation, In-process, Release, Stablllty, Complaint and
method’s improvement and validation lab functrons as well as
several specialized contract labs, having’ worked ‘with”
operations in more than a dozen other firmsin the Umte
States, United” ngdom Japan, Germany, ‘France and China,
this reviewer can attest to the need for Iabs to have and the
Agency to request proof of the rellablhty of even the 5|mp1est
unit operatrons
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Line

Number Propos‘ed Revision Rationale 4 | . B -
1607- Delete the words startirig with | In-house holding of in-process materials should be cons1dered a GMP
“Stability data to support holdixig requirement, not part of the application. In addmon tjlese are not supportmg

1613

. ” to the end of the paragraph.

This reviewer strongly
opposes this deletion for
all of the reasons stated
~ the draft text, or, if
such exists, an improved
version thereof should be
incorporated into  this
final CMC guidance.
[Note: Lacking the "data
requested, an application
reviewer cannot Anow that
the holding times proposed
in an application = are
scientifically sound and
appropriate - a CGMP
requirement. If  these
holding times are not
substantiated by the data
provided, then, the prudent
application reviewer could
place the application on
hold and request the
applicant provide said data.
Most firms claim they do not
want to delay their
applications. If this is the
case, prudent firms will report
the stability data that support
any and all hold times not just
those longer than 30 days.
Finally, because this
document is guidance, a firm
may choose to follow the
course that this commenter
has proposed instead of the
one the Agency has
proposed.]

studies” as defined by ICH QIA.

Contrary to the position stated by the commenter in his
first statement, in addition to the drug product (“flnlshed
dosage form”), the Agency is charged with evaluatmg whether
or not the production processes and controls do, or do not,
comply with CGMP.

Apparently the commenter has overlooked the SpeCIfIC
requirements that address the issue the’ commenter ralses

The applicable section rs Sec 211 111 Tlme llmltatlons
on production states (emphasis added); “When approprlate, time
limits for the completion of each phase of production shall be established to
assure the quality oftthe drug product Dewatlon from establlshed time limits
may be acceptable if such deviation does not’ compromlse the quality of the
drug product. Such deviation shall be 1ustlf ed and documented r

Thus ‘Wwhile the apphcant is reqwred to establlsh tlme

The Agency recogmzmg the burden that supplymg all of
the required studies would lmpose has ;ud:crously limited
their request to a hold period of 30 days or longer.”

Thus, the request is very reasonable

Moreover, were it to be removed, each apphcatlon would
be subject to the judgment of the apphcatlon reviewers as to
what the “time-delay start point” ‘should be for | requestrng ‘such
studies - silly me, thought the /ndustry ivas fort unlform reviews.

As to the commenter's second remark, concerning ICH
Q1A, the followmg realities apply:

1. No guidance is perfeot (

2. The ICH guidance is not bmdmg upon the FDA

3. Recognizing this deficiency hopefully the ICH will adjust”
their ‘understanding of supportlng studles to include
those required to support in-process hold" tnmes |

Of course, firms can avoid havmg to submlt this
information simply by holding all of their in-process materials
for less than 30 days (as measured from the date and time of
completion of the precedmg step to the date and _completion
of the next step). :

Of course, they will still need to do the studies on to
beyond the maximum times pro;ected between steps and
have those studies ready for the PAX" reviewer to mspect

B Do s the s 0 s e i e




Line
Number

Proposed Revision

Rationale

1651

Delete the footnote, or revfse to
say the ICH stability are the

primary reference sources.

This reviewer disagrees
with the commenter's
remarks.

Regulators and industry have worked very hard to develop gmdelmes the ICH
guidelines. FDA g\ndelmes should not supel‘sede them FDA guidelines should
only address areas not covered by ICH or that are umque “to the Uu. S

Flrst, n< the Agency were ‘to lssue gundelmes they would
supersede any guidance - because they are legally binding on
both the industry and the Agency, the FDA does not currently
issue guidelines,

Knowing that the FDA understands better ‘than ‘this
reviewer what it can and should do with respect to the ICH
guidances, this reviewer will defer to thelr judgment and,
barrmg an Agency-initiated change, this text shoutd be left as
it is in the final CMC’ gutdance

1793

Delete “Phase HI Clinical”.

The regulatlons require that EPRs be provxded for bxoavallablhty, bloequwalence
and primary stability lots, not Phase III Clinical lots.

S B

1817-
1819

Delete the sentence that starts
“This should include ...“.

This reviewer knows that
this draft text or, should
it come to exist, an
improved version thereof
should be incorporated
into the final CMC
guidance.

Provision of duplicate CofAs is unnecessary Comparlson of suppher and
applicant data is a GMP issue and can be addressed by ‘the inspector if
appropriate,

While thls reviewer agrees that prowdmg “duphcate CofAs is
unnecessary,” this text makes no such request. '

Since the Agency is charged with a duty to ensure that the
manufacturing, controls, and drug products are CGMP~
comphant and the commenter admits that thls comparlson

“is 2 GMP issue” that “can be addressed by ‘the inspector,’ * then it is also
an application review issue that can be addressed by
requesting the apphcant to prov:de the reqws;te m ’ rnatlon

1893

Add after included “if
packaged in single unit
containers.“.

This reviewer cannot
agree with this reviewer.

Umformlty of dosage unit is apphcable fo 1nd1v1dua1 dosage units.

This reviewer knows that it is important for the semisolids
that the manufacturers” determine the unlformlty regardless
of the packaglng

This is the case because this reviewer has been involved in
several product mvestlgatlons mvolvmg hydrocortlsone
creams and triple antibiotic omtments

The problem in all but” one case was SIgmflcant non-
uniformity across the batch in the filled tubes

Obviously, this mformatlon shou!d be’ subm|tted
The draft text should be retained, lf nothmg else, because the
commenter has failed to present any rationale, much less a
substantive sCIentn‘rcaHy sound rationale, for the change the
commenter has proposed. .
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To Docket 02D-0526: “C-01" " ™

Note: The original INTRODUCTORY comments are quoted in a condensed forit (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 text passages that follow. When
quoting from the USP, a Times New Roman font will 'be used. In this review, this
reviewer's comments are made after the commenter’'s remarks and, when the
commenter’s remarks are “boxed,” are placed inside the box. ’

These comments begin with “The comments being provided to Docket: "02D-0526" are
based on a second reading and review of "Draft Guidance for Industry 6hED1"ﬁg&P¢i"‘6ﬁdﬁct:
Chemistry, Manufacturing, and Controls Information; Availability [G:\1215dft.doc —
12/16/02]" that attempts to add elements that connect various issues in the draft provided by the Agency
to the CGMP regulations upon which they are §ﬁpposeﬂ to be based. The current qonirrl'e;nts“e@body
slight revisions and grammatical corrections fr@)rh the NofiginaI\ cdmmgnfts submitted earlier (posted on 8
April 2003).” «

Line “331” — “In general, a fixed amount for each component should be sta’cedij’"sﬂhiqurl’cj)be revised |
to read as follows: : RRE

. g . Ly v L DO N g ,;:J;‘; o o2 :‘w,ww ..wﬂil_wél_xxt é g, et W"::, T R
Except for the active ingredients and the filler or diluent used to balance the cﬁ‘ange in the weight of the weight of

each “Drug substance” needed to ensure that the requirements bf 21 CFRWZI f}iﬂl(a) are met, a fixed amount
for each component should be stated. o o S e
[Notes: To satisfy the reqtiirements of 21 CFR 211.101(a), the amount of active should be c?etermined by
adding a small amount over the label claim (typically, 0.5 % to 1 %, or, if there are significant losses in
processing, 0.5 % more than ythe worst-case processing loss) to the la}bfgl \claiﬂni amount a{lg therjx dlyldmg that
weight by the “as is” weight-fraction purity of active in the lot or batch of :tH’é\ active pharmaceutical ingredient
(APL; “Drug substance”) assigned to be used in a given batch of the drug product. The resulting weight should
be rounded to the nearest 0.01 % of the weight calculated. ‘Tﬁen,;“t\hé’ww;eight of the largest “Filler” or
“Diluent,” or the one first blended with the drug substance should be éiiﬁfaéﬁgiély reduced so that the weight
of the drug substance plus that filler or diluent is a constant. For example, IF: a) the label claim s 1 mg, b) the
firm adds a 1% overage, and the weight-fraction (éﬁ}ft‘/}}) of ‘the Tot of API'to be used is 0876, THEN, the
formulation would need to be adjusted to Img x 1.01/0.876 = 1.152965037 or, rounding to the nearest “0.01
%,” 1.153 mg. Then, 0.153 mg should be appropriately subtracted from N\tx}/{ém\;i;éighg of the appropriate “Filler”
or “Diluent.”] - o o j S
In general, this reviewer agrees with the commenter’s proposed revision but
would modify it slightly to read: e
" “Except for the active }ﬁg“iedi'eﬁtsyNé};H tbeﬁ]]eror diluent used to Bq?dncz the Eh’ange in iHéwu;eigii)t‘ of the
weight of each ‘Drug substance’ needed to ensure iﬁét the tequiremént;: éf 21 ‘CFRNZVAIWIA.WIONI‘”(a) are met, a
fixed amount for each component shot\lld{lj)‘e‘ s;tated.;‘ IE'I cases ‘where the 7 appllca nt is
required to adjust the weight of the active or actives or can justify a range
for the weight of some other component, the total weight in the portion of
a defined formulation containing the actives should be a constant.”
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2 Page 10
Comments On “Table 1” at Line “358”

2.1  First the weights in the table should be umformly expressed for each 1ngred1ent as shown in the
“Revised Table 1” shown on the next page

R

2.2 The weight of the “Drug substance” neec]s to be more than 100 % ¢
requirements set forth in 21 CFR 211.101 (a), "“The batch sha_"
provide not less than 100 percent of the 1abeled or established amoun‘g of actlve mgrechent To
do thisa shght overage must be added and the drug substance must then be corrected for its “as
is” fractional welght punty [Note 21 CFR 211 84(d)(2) requlres the’ purxty of components to be
determined, "Each « component shall be tested for conformxty with all appropriate written spec1f1cat10ns
for punty, strength, and quahty " )

[NPEULIIVS L) oSS L 5231}

otrictiy, mul.m:zu X” is a “Filler” ana not a uuuent because tne term ejnt’ apphes to ;
components that dilute actives by some mteger multlple Moreover the level ofN this “Filler”
must be reduced by the amount the correction for purity increases the welght of drug substance
so that the total “Core Tablet Welght” is mamtalned w1thout changmg the level of d1s1ntegrant
blndmg agent or lubricant.

)
(%]

2.4 The changes proposed i in “Table 1” are ina bojd font 7

This reviewer agrees ‘with all that is sa
the text, “Excipient X” is a “Filler’”” and not a liluent’
components that dilute actives by some mteger multlple,iw could be betterystated as, “Excipient
X” is a ‘Filler’ and not a “Diluent’ because the terrri ‘alluent P it that should be
restricted to instances where the component dllute acuves by some mteger multxple of

I g“t“ that ln commenters “2 3”

ETLIZYRET R LS

- the actlves level.”

P

b b
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“Revised” Table 1: Example Target Composiﬁ@n”gtétédléﬁf

150 mg

Component . : e 50 mg
Referenced Quality Standart{i Functlon( Tablet Tablet Tablet
Core Tablet ‘ t D ok 5 e e
Il h dard | Drug Substance. N D
Drug In-house standar rug Substance L )
55. ! 111. ! 1
substance 55 mg 00 “"g 166.65 mg
ipi NF Biluent Fill
X Excipient ner 2845mg* | 59.00mg® | 88.35mg?
Excipient Y NF Disintegrant 22.0mg 44.0 mg 66.0 mg
iExcipient Z In-house standard Binding Agent ? 5.0mg 10.0 mg 15.0 mg
IMagnesium Stearate NF Lubricant =~ = "’ 1.5mg 3 .Omg 45mg
ICore Tablet Weight 1 113.5mg 227.0 mg 340.5 mg
I Film Coat Solution ‘ . R V"‘l - e
!Puriﬁed Water usep Processing Agent —_— — —
ydroxypropyl usp - 77 JFilm Coat s 9.0 o 13
P]:le_thylcellulose > Mg v meg > mg
3 ‘. -
Color Red™ DMF Holder Y Film Coat Color . 0.20 mg .
standard
@:‘ E Y 3 ;
&£ 3 Color Blue™ DMF Holder Y Film Coat Color 0.05 mg . 0.45 mg
“ Standard /
Titanium Dioxide usp Opacifier 0.10 mg 0.10 mg —
otal Tablet Weight 118.15mg | 236.30mg | 354.45mg
Print Ink Solution ‘ . . W o w - ’
Printing Ink Solution* § DMF Holder Z Identification
Standard -

! Equivalent to 50, 100, and 150'mg, Tespectively, on the 'iﬁﬁy'd\ré”ﬁsvﬁé&fgiWE?QB%wﬁfﬁﬁéﬁ@%é@%ﬁgaﬁi’fgéé‘s\\sf‘ﬁg&;éﬁég of 1.0%
and corrected for purity by dividing resulting weight by “as is” fraqtjpna} weight purity and rounding result up to nearest 0.01 mg.
For example if the “as is” fractional weight purity is 0%.9j8N7\’°/jo, anxd‘wf‘}iyé’ q'gith?{e is:’tci be forrriu]ygtedés 2100 mg tablet, the drug
substance amount would be 112.45 mg. - o o Dot - C )

*The weight of filler is adjusted by subtracting the extra weight of Drug SﬁBsiﬁhEé“ﬁd}iéﬁ‘ﬁfdﬁ%ﬁébﬁiaii;fﬁé\iwﬁii o
weight in order to keep the total weight constant. In the example shown, an extra 1.45 mg of Drug Substance
would reduce the weight of “Filler” from “539.00 mg” to “57.65 ‘mg.” C ! o

*The qualitative and quantitative composition statements for the two colors aré incorporated by refererice from DMFE 99999 The
information is located in the January 21, 2001 éﬁnendmjent to the DMF, Volume 2, page 104 and 105. See the letter of
authorization from DMF Holder Y in Module 1. o T . L

*The qualitative and quantitative composition of the ink is provided in Table XYZ in the application.

N AR L L e e SN A I S R
e —— _ e i % i

- ' o L e e e
This reviewer concurs with the changes proposed in this table.
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-+ 3 Page “10” T " S Ly

Lines “364 — 367,” “The Pharmaceutical Development section should contam mformatlon on the

development studies conducted to establish that the dosage form, formulatlon ‘m nufacturmg o

process, container closure system, mlcroblologlcal attributes, and’ usage 1nstructlons are appropriate
for the purpose specxﬁed in the apphcahon should be rev1sed as foﬂows‘

The Pharmaceutlcal Development sectlon should contam 1nforma,1on on the dev 1
conducted to establish that:
a ) Components, and their 1dent1ty, purzty, qualzty and control speci 1cat10ns, »

b) Dosage form and its statistical- qualzt/v—contro] “based batch- release spec1 ications,
) Formulation and the overages qf actives added

) Maanbctunng process and its reptesentatzve samp]e based in- process control specz 1cat10ns

PR
T PP PR Iy SN

} Lontainer-ciosure system and that system ’s acceprance ana pegarmance spect chatlons

f) Microbiological attributes, mcludmg, as appropnate V1ra1 and / or endotoxzc attnbutes and

g) Usage instructions

are scientifically sound and approprlate for the purpose specified i in the apphcauon

[Notes: e

“a)” Component identity, purity, quallty” is requxred to satlsfy 21 CFR 211 84 and component control
specifications” are required to satisfy 21 CFR 211.110.’

“b)” Dosage-form statlstlcal~quahty—controI—based release specxﬁcatxons are requlred to satxsfy 21
CEFR 211.165 (specifically, 21 CFR211. 165((1) and, for dosage forms contammg mgredlents that control
(accelerate or retard) drug avaﬂabﬂlty, 21CFR 21 I'.16’7(c)

“c)” Component overages are required for the active mgredlents to meet the prowde not less than
100 percent” requxrement of 21 CFR' 2 (a) \ ' &

“d)” Representative-sample i m—process testmg is requlred ‘at commencement or completxon of 51gn1ﬁcant

_ phases” (21 CFR 21171 IO(C)) ‘to’ monitor the output and to validate the ' performance of those
: manufactunng processes that may be responsxble for causing varxablhty in the charactenstlcs of in-process

material and the drug product” (21 CFR 211, 110(a))

“e)” Container-closure system’s acceptance and performance specifications are requxred to satisfy

St s

21 CFR 211.84 and the implicit requlrements of 21 CFR 211.130 governing ‘Packagmg and labelmg '
operatlons

“f)” The phrase * mcludmg, as approprlate, prlonlc  viral, and/or endotoxic attrlbutes” should be
added to ensure that such are considered and, where such can affect product safety, reﬂected in the
submission documents.

“g)” “are scientifically sound and appropnate s CFR 211 60, ‘.. controds shail 1nc1ude the \
establishment of sg;x_ennﬁgall;( sound and” appmpjjate specxﬁcatlons standards sampﬁng plans “and test
procedures desxgned to assure that components drug product contamers closures, in- -process materials, \
labellng, and drug products conform to appropnate standards of ldentxty, strength quahty, and purity,”
requires all controls to be, first, scxentlﬂcany sound and, second appropriate — not Just “appropriate”
as the text currently reads ]

R

This reviewer agrees wnth the comments made

T IS R X FARA

i

Page “10”

Lines “367 ~ 368,” “The studies included in this sectlon are dlstlngufhed from routme control tests conducted accordmg R

to specifications (e.g., release testmg, stabxhty testmg) shmﬂd be rev1sed as fo ows:

The studies included in this section are dlstlnguxshed from routme control tests con ucted accordmg to the sczenuﬁca]ly
sound and appropriate spec1ﬁcat10ns (e. g., incoming testing, m-pracess testing, release testmg, and stablhty testmg) derived from
the results found from the testing qf the appropriate fu]]—scale Batcb or ]ot— representatwe samp]es durmg the _ﬁnaI stages (j' development

This reviewer concurs. o
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4

¢ '1
pagn “11” ’ ' ' S i

Lines “369 — 371,” “Additionally, this section Should identify and aescrxbe the formdlatwn and

process attributes, mcludmg critical parameters, that can’ mﬂuence batch reproducmbxhty, product “
performance, and drug product quality.” should be revised as foﬁloﬁvs
“Additionally, this section should 1dent1fy and describe ‘the component formuLatxon and process

attributes, including critical parameters, wluch ~can influence batch reproduc1bﬂlty, product
performance, and drug product quality.”

This reviewer concurs; the uupaus of the pro“pert'eé he components on
the manufacturing reproducrblhty ‘and 'drug pro oduct quallty should be
addressed. Pt e e e e e
6 Page“11” e o .

Lines “383 — 390 ” “Key physxcochermcal characterlstlcs (e g water content, solub1l1ty, partlcle size
distribution, pmymorpmc form, solvation or hydratlon state pH dlssomatlon constant (pKa)) of the
drug substance identified in S.3.1 that can mﬂuence the performance or manufacturablhty of the drug
product should be discussed. If the drug su%stance is structurally ‘modified from an active moiety
(e.g., salt, endogenous protein) and the mochﬁcatxon affects a key physxcochemlcal (e. g , solublhty)

and/or biological characterlsmc, this should be dlscussed “These dlscussxons should Cross-reference

4 P o b

any relevant stability data in S.7. 3).” should be revxsed as foilows‘
y ty

“Key physicochemical characterls'acs (e.g., water content solublhty, partlcle size dlstrxbutlon buIIz

and tap density, flow, surface affinity, hardness, polymorphxc form, solvatlon or hydratlon state, pH

dissociation constant [pKa]) of the drug substance 1dent1ﬁed in $.3.1 that can influence the"
performance or manufacturablhty of the drug product should be discussed.” If the drug substance is
structurally modified from an active m01ety (e.g., salt, endogenous protem) and the’ modification
affects a key physicochemical (e.g., solubﬂlty) and/or biological 'characteristic, thls should be J

discussed. These discussions should cross- reference any relevant stability data in S.7. 3) #

This reviewer concurs; physical propertres other tﬁan “partrcle srze dlstrlbutlon

are important and need to be mentroned

7

Page “14” :
Lines “511 —512,” “Data to support scormg should mclude content umformlty and dlssolutlon
studies comparing split versus whole tablet 125 should be rev1sed as follow5'

Data to support scoring should include batch-z representatlve content umforrmty and dlssolutlon sarnple

studies comparing the batch active-un iformity and ‘batch active- re]ease propertzes gf the sp11t ‘tablet ﬁactmns to

the corresponding batch-representative samples gf the whole tablet

This reviewer would revise the commenter s proposal to read _ “
“Unless the tablet scoring is ‘used’ purely as an |dent|fymg feature and '

the tablet labeling states that the tablet is not to be broken, Da datato
support scoring should mclude batc[i representatzve content umformlty and’ dlssolutlon sample
studies ‘comparing the batch active-uni fonmt] and batch active-release propemes qf the sp]zt tablet ﬁactzons

to the carrespondmg batch representamve samp]es qf the whole tablet

i
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Page “14” e
Lines “521 — 524,” “The amount of overfill should be sufficient to ensure that the ﬁmsﬁed dosage

form meets appropriate pharmacopeial tests (e g, United States Pharmacopem (usp) Genem] Chapters
<1> Injections, <698> DeIzverab]e Volume, §7§ 5> Mmzmum F11] Should be revxsed as follows:

Full-scale-batch-representative samp]e testing should be used to estabbsb tbat tbe mm1m m‘specgﬁed overf 11 is
sufficient to ensure that each and every article of the fimshed dosaae fbtm in timt the bgtch meets the

minimum CGMP batch- -acceptance requirements set _fbrtb in 21 CFR 211 and f tested, will meet the =~

appropriate pharmacopeial tests (e. g, United States Pbarmacopem (USP) GeneraI Cbapters <1> Injections,
<698> Deliverable Volume, <755> Minimum Fill.

LR

This _reviewer concurs, but would correct “<755> Mlmmum: Fﬂl"ktO “<T55>

Minimum F111) " and add the followmq sentence:

“In cases where no full-scale ‘batches have been produced “the results
from the testing of the largest scale batch havmg Jche same formulatron as’
the proposed formulation should |nclude the mg “of the lesser of® a)
twice the number of batch- representatlve units that compllance with 7SO0
3951 (or the equivalent American National Standard, ANSI/A 30 Z1e
would require, or b) at least three times the number of "batch-
representative required by those standards for the srze of that Iargest
scale batch.”

Page “14”
Lines “531 — 537,” “An overage is a fixed amount of the drug substance in the dosage form ‘that is

. added in excess of the label claim. Any overages ‘included in the formulatlons descmbed in "P.1 should o
be justified. Information should be ‘provided on the: (1) amount of overage 0 reason for overage' o

(e.g., compensate for expected and docu.mented manufacturmg Ibsses, ensure propef dose dellvery),
and (3) justification for the amount of the overage The overage should be included in the amount of
drug substance listed in the composmon statement (P.1) and the representanve batch formula
(P.3.2).” should be modified as follows:

An overage is a fixed amount of the drug substance (actzVe mgredzent) in the dosage form that is added

in excess of the label claim. Any overages included in the formulatlons descrlbed in P 1 should be

justified, including the overage added to satzgfj/ the reqwrement set forth m 21 CFR 211 101 (a)
Information should be provided on the: (1) amount of overage 2 reason for overage (e.g.,
compensate for expected and documented manufacturmg losses, ensure proper dose dehvery), and
(3) justification for the amount of the overage The overage shouId be included in the amount of drug -
substance listed in the composmon statement (P.1) and the representatlve batch formula (P 3.2).
[Note: For overages arising from the variation in the welght of the “less than 100 % pure” API necessary to
provide the required weight of active ingredient (dmg substance) in the formulation, the amount of API listed
in the composition statement (P.1) and the representatlve batch formula (P.3.2) needs to be approprlately
increased based on the wexght -fraction ™ purity” of the active mgredlent (drug substance) in ’the API

The formula for computmg the required weight of each API should be:

(Reqmred weight of active 1ngred1ent) / (welght—fractlon al purity of the APIy

Tt is neither scxentlfxcally sound nor approprlate to use “100 %” d1v1ded by the Assay in place of ‘the welght-

fraction purity (“100 %” divided by the welght-percent purlty) “This is the case because the reported “Assay” of
a given lot of APl is NOT a valid measure of the purity of that lot of API." This is 'tbe reason 21 CFR\ )
211.84(d)(2) specifically requires, “Each component shall be tested for conform 1ty with all appropnate written
specifications for purity, strength, and quahty This is the ‘case because APT purity is not tbe same’as AP strength
(typically measured by an Assay). In addition, the weight of the appropriate “Filler” or “Diluent” in the
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composition statement (P.1) and the representative batch formula (P.3.2) needs to be reduced by the addmonal
Welght of API required.]

This reviewer concurs.

10 Page “14” :
Lines “638 — 640,” the indent “* for sterile products the integrity of the contalner ciosure system
as it relates to preventing microbial contamination” should be followed by

®  For protein-based components and products denved ﬁom ammal sources, the proof that such products are ﬁee
of prionic contamination including any transmzss1ble spong form encepbalopazby (TSE)

®  For components and products derived ftom amma] tissues sub]ect to contamination by V1ruses the proofs that
such product are free of viral contamination

®  For components and products that may contain endotoxms the nature and Ievel of such contammants in such
components and products and the pathways and levels of reduction by ‘which are reduced to acceptab]e levels in
the finished drug product.

In general, this reviewer concurs but would recommend changlng the
phrase “free of viral contamination” t0 free for adventmous viral contarmna‘aon
11 Page “20”
Lines “765 - 767,” “Explanatory notes should be mcluded as appropnate For example explanatory
notes should be used to identify components ‘that ‘are removed durlng processmg or the purpose of
inert gases used durmg the manufacturmg process ”'should be revxsed to read

Explanatory notes should be mcluded as approprlate For example explanatory notes should be used
to:

® Explain the ad]ustment of tbe Wezght of API requzred to ensure tbat ;the Wengt qf actwe mgredzent (drugw
substance) added is sufficient to meet the requxrements of 21 CFR'211.101 (a)

®  Explain the adjustment of the weight of the “FJ]er” or “Diluent” reduced to ensure that tbe tota] ﬂ)rmulamon '
weight is of the active ingredients plus the ad]usted “F1]Ier” or “D1]uent WngEt isa constant B '

®  Identify components that are removed durmg processmg or the purpose ‘of inert gases used durmg o
the manufacturmg process

This reviewer concurs.
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£ 12 Pagevt” R -

Llnes “769 770 ? “Table 2” should be rev1sed as follow5' '

Table 2: Proposed Batch I*'o‘rniula1 — 250 mg Tradema(lg’jM /'I‘)ab\lets\

R T Y ey v e T Y R e

Core Tablet’

Component Reference to Quality Standard - Amount (kg or L) per batch
Drug Substance In-house Standard ' o 505.0 kg 2 ) 7
Excipient X ~ I National Formulary (NF) ‘ 305.0 kg 3
Excipient Y~ 7 INF ’ | 280.0kg
Excipient Z In-house standard o . . 50.0 kg
Magnesium Stearate NF 15.0 kg (range 14.5 to 15.5)
Purified Water United States Pharmacopeia (USP) - (200 L) 4
Total Batch Size . X

Fllm Coat SolutlonS ‘\
Component "~ Reference to Quali Standard Amount k or L) er batch
p ty £ P
Hydroxypropyl .
Methylcellulose o usp ) 10.0kg s
Purified Water usp 00y *
£33 TColorRea™ DMF Holder Y Standard ~ 100kg

Color White™ DMF Holder Y Standard 1.5kg
Total Batch Size - . : Y

Print Ink Solution o )
Colorant™ DMF Holder Z Standard ’ J0.15kg ’
Solvent . ~ 7 INF ’ (10L) 6
Total Batch Size : z

! Theoretical yield is 2,000,000 tablets based ‘o 4750 mg tablet weight
“not less than 100 percent” requirement of 21 CFR 211 101(a) is met.

a' 1% formulation overage ad&e&l to’ ensure ‘that the

% The actual amount of API to be weighed out for a glven lot of API xs given by’ the formula 505.0kg/ (API Lot’s wexght—fractlon
purity) with the result rounded to the nearest 0.1 kg, "’ y
* The actual amount of “Excipient X” to be welghed out is 305 0 kg minus (API kg welght computed m ﬁooﬁmote 2 minus 505.0
kg). Ll
*  Water is removed during processing. :
*  Film coat weight may vary between 80% and 120% of target coating weight. :
¢ Solvent evaporates after ink is applied. ’ e L
[Note: The rationale for the precedmg changes (in bold) should be self-ewdent Hov&éizer,' the proposed
changes are reqmred
1. To ensure that 21 CFR 211. 101(a) is met an overage must be added for the active 1ngred1ent The “q
% value was selected beq:ause this is the typlcal minimum value that- permlts a valid (sczentgﬁca?ly sound and
approprmte) ‘determination of the batch strengtb (as required by 21 CFR 211 165(a), “For each batch of drug
product, there shall be appropnate laboratory determination of sansfactory conformance to final
£ ) e specnﬁca'aons for the drug product mclqug the’ ldentlty and strength of each actlve 1ngred1ent prlor to
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m e - release. ...”) based on the “Assay” testmg of a “few” (< 20 at'the 95 % conﬁdence Ievel) ahquots from an
approprlately homogemzed batch- representatzve composxte sample

2. To ensure that the weight of a ngen lot of API added to this formulatlon is sufficxen Atoﬂ prov1de ‘the

required weight of active mgredlent the API welght ‘must be adjusted by d1v1d1ng the nominal weight ~

required by the weight-fractional punty > of the API w1th respect to the active. This is requlred because
no APl is 100 % pure by weight; typically, the ¢ actlve purlty of most APIs is less than 99 % and in some
instances (where the active is purchased diluted in a carrier) may be as little as 1 % of the comnonent s
weight. L
3. To ensure that the overall welght of the formulatlon is approx1mately constant, the welght of some
“excipient” that does not affect active avallablhty (a filler or a dﬂuent) must be reduced m weight by the
amount added by the adjustment of the w. elght of the APT requn'ed

The weights of materials added by welght in the formulatlon table ‘should be expressed to the level
precision that the balance used to weigh them. For mgrements uxspensea oy volume rather than
weight that do not remain in the formulation after the compleﬂon of the processmg steps that add
them, the volume (weight) added need only be expressed to the nearest liter (kllogram) unless less
than a liter (or kilogram) is to be added (in such cases, the volume [welght] added should be expressedv

to the nearest 0.1 L [0.1 kg]).
This reviewer concurs.

E R A

13 Page “21” S R
Lines “774 — 776,” “The description of the Nman‘ufacturing process and process controls should
include a flow diagram of the manufacturmg process and a deta11ed descnptlon of the manufacturlng
process and process controls.” should be revxsed to read

£ L The  description of the manufacturmg process and process controls should mclude .
- o Flow diagram of the manufacturmg process '
® Detailed description of the manufactunng process and

®  Detailed description of the process controls that includes the rationale that establishes that the process
controls specified satisfy: a) the in-process controls (21 CFR 211.110'x .d 21 CFR' 211 léO) and b ) the
batch release controls (21 CFR 211.160, 21 CFR 211.165, an 21 ‘CFR 211 167) setﬂ)rtb in the
minimum CGMP regulations for finished pbarmaceuucals‘&I CFR b3t . T )

This reviewer concurs; the CGMP manufacturing | process begms with the’
proper control of mcommg materials (components contamers closures,
labeling, packaging, and process auxmanes) and only en
finished packaged drug product batch ieaves the manufacturer’s c‘ontrol

4
i

14 Page “26”
Lines “948 — 950,” “When the same analytical procedure is used for both the in- process test and the ﬁmshed product test,
the acceptance criterion for the in-process test should be ldentlcal to or tlghter than the acceptance crnterlon in the fi mshed

product specification.” should be revxsed to read o
S R ‘
/"*@'“P‘, ey ‘w s Rl

When the same analytlcal procedure is used for both the in- process test and thy ﬁmshed product test )
the acceptance criterion for each sc1entgf1ca71y sound batch-: representatzve sample _based ‘in- process test
should be appropriately tighter than  the acceptance cntenon in the fmxsbed product ‘batch- acceptance

specification unless the process steps subsequent to “said m-process test cannot adversely affect the' varlablhty of

the finished product In such cases, the’ acceptance cnte on for the in. ‘process test. can be 1dentxcal to

the acceptance criterion for the ﬁmshed product spe ! the subsequent steps "do not affect

batch umform1ty, or, when subsequent in- process steps are known to lmprove batch umformlty,
o ““"app‘roprlately wider than the acceptance crxterlon in the ﬁmshed product spemﬁcatlon E

‘1265

s when " the'approved“l o
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This reviewer concurs.’ o S :
15 Page “28” i
Lines “1024 — 1026,” “At a minimum, the drug product manufacturer must perform an appropnate'
identification test (21 CFR 211.84(d)(1)).” should be reVISed t :

At a minimum, the drug product manufacturer must perform an approprlate 1dent1f1catlon test and, i f

specific identity tests exist, they must be used (21 CfFR 211, 84((1)(1) “At least one test shall be conducted
to verify the identity of each component of a drug product Specxﬁc 1dent1ty tests, if they exist, shall
be used.”). Moreover, all testing must be performed on a batch- -representative set qf samp]es (21 CFR
211.160(b)(1), “Laboratory controls shall include: (1) Determination of conformance to appropriate
written specifications for the acceptance of ‘each lot within each” shlpment of ¢ components drug
product containers, closures, and labehng used in the manufacture, processing, packmg, or holdmg of
drug products. The spec1ﬁcatlons shall include a descrlptlon of the samphng and testmg procedures
used. Samples shall be representative and adequately identified. ...*). In aJd1tzon ‘the drug product
manufacturer must appropnately determine the punty, not the Assa_y, cf each shipment cf eacb ldt of component
that has a discrete chemical composmon Eacb purzty determmatzon must be performed on an apptoprmte batch-

representatlve samp]e ﬁom the lot tested.” %

In general this reviewer concurs but notes that the phrase “an appropnate’ ‘Y
identification test” should, at a minimur, be changed to “an approprlatel—denﬂﬁeatlen

identity test” to make it quy comphant wnth the CGMP requlrements for
components or, as the rewewer ‘has noted in the review of the "PhRMA

comments, more properly, the cite should be changed to 21 CFR 211.8/4(d)(2)“w o

because, as the regulatory text is constructedﬂ 21 CFR 211 84(d)(1) only applles .

‘when the manufacturer is domg full testmg

If the manufacturer elects to use a report of analy5|s (or certlflcate of

211/84(d)(2)
Based on the preceding regulatory reahty, thls revnewer recommends that

the text in the guidance be changed from, At a minimum, the drug product manufacturer

must perform an appropriate identification test (2! CFR2I1 84( Ni)P.” to “At a minimum, the
drug product manufacturer mUst perform at Ieast one specnflc ldentlty test 21 CFR
211.84(d)2)."

15 Page “29” i
Lines “1053 — 1057,” “When the analytical procedure used is in the current revision of an ofﬁc1al
compendium or another FDA- recogmzed standard’ reference (e.g., AOAC International Book of
Methods) and the referenced analytxcal procedure is not modified, a statement 1nd1cat1ng the
analytlcal procedure and reference can he provrded rather than the analytlcal procedure itself.”
should be revised to read:

When the analytical procedure used is m the current revision of an ofﬁc1a1 compendlum or another
FDA-recogmzed standard reference (e.g., AOAC InternatlonafBook of Methods) and the referenced =
analytical procedure is not modified, enhanced or itst exz gbanged in _q_n,z gv_al, a statement mdlcatlng the
analytlcal procedure and reference can be provrded Yather

er than the analytrcal procedure itself. f the

firm’s 1mpfementatzon qf an analynca] procedure cbanges it in any‘wa‘y ﬂom tbe current FDA recogmzed rev1s1on

| tbeﬂrm must 1nclude a COP)’ (ZfItS GHG.I)’UCGI PI'OC lil‘e“ln ItSﬂjmg
@ Y i e Yt e Wleo gteme R I
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This reviewer concurs.
16 Page “29”
Lines “1062 — 1066,” “When analytical procedures from the current revision of an official
compendium or other FDA recognized standard references (e. g AOAC Internatlonal Book of

Methods, analytical procedures from EP or JP that are mterchangeable with a USP General Chapteryare ~

used, they should be verified to be sultable under actual condl'aons of use. should be rev1sed to
read: L

When analytical procedures from the current revision of an offi(nal compendlum or other FDA
recognized standard references (e.g., AOAC International Book of Methods, analytlcal procedures
from EP or JP that are interchangeable with a USP ‘General Cbapter) are used without an] modification,

change, augmentation or interpretive Ianguage, they should be verified to be sultable under actual

conditions of use. Otherwise, such ana]yncal procedures must be apptopnate]y validated.

While this reviewer thinks that the commenter s suggestlon |s a good this

reviewer thinks that, to enhance this gundances |mmun|ty to the need for
technical revisions caused by agencres ‘outside of the control of tF\e FDA the"
commenter’s text should be further revised to:
“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 pharmacopelas that—are
interchangeable wrﬂr—a—HSP—Gmml—Gmptef) are used without any modi ification, change, augmentatzon or
. interpretive language, they should be’ verlfled to be surtable ‘under actual condmons of use.
TtOthermse such analyucal procedures mast §hould be appropnately vahdated L
This reviewer understands and agrees with the commenter s need for the

restrictive Ianguage are used without any modi ﬂcatmn change, augmentatzon or mterpretwe Zanguage,
on what constitutes an analytical procedure from an FDA recognIZed source but

knows that the inclusion of the restrictive phrase,” “that are interchangéable with a

General Chapter is more restrictive than the underlylng regulatlon S Ianguage and
therefore should not be included in thrs guidance document.

Similarly, the use of the word "must” should, in general, be avoided in
guidance because: a) its use is lnapproprlate “therein and b) those in the
industry to whom it is directed are responsrb!e for knowmg and domg what the
minimums in the underlying regulatuons requlre of them
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17 Page “30”
Lines “1079 — 1081,” “For compendlal exc1p1ents justification of the acceptance crltena for tests
beyond those mcluded in the monographs 1s recommended (e g partxcle Slze ﬂow propertles
impurities).” should be revised to read:’

For compendial excipients, justification of the scxentg’w soundness and appropnateness of the acceptance
criteria for tests beyond those included in the monographs or requxred in 21 CFR 211 84 is requzred '
(e.g., parncle size, flow properties, lmpurmes)

This reviewer concurs with the rewsuon suggested but notes that |s /

grammatical construction is awkward

18 Page “30” o
Lines “1093 — 1094,” “Use of terms such as cory‘brms or meets specgﬁcatmn is dlscouraged should be )
revised to read:

1
[

Use of terms such as “conforms” or “meets speczﬂcanon is proscnbed

This reviewer disagrees, but, to address the commenter s genume
concerns, proposes to revise the gmdance sentence to read, “Use of terms such as
conforms or meets specification is discouraged and, when these terms are‘used, the
report containing them should include the detalled specmcatlon that the
component tested conforms toor meets > "‘ ‘
19 Page “31”

Lines “1100 — 1106,” “Excipients of human or ammal origin should Be 1dent1ﬁed The genus species,

_ country of omgxn, source (e g pancreas), and manufacturer or suppher 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 U.S. Department of Agnculture (9 CFR
94.11). Guidance is available from FDA on The Sourcing and Processing of Gelatin to Reduce the Potential
Risk Posed by Bovine Spongi ﬂ)tm Encephalopathy (BSE) in FDA- Regulated Products far Human Use Use of
terms such as conforms or meets specification is dxscouraged should be revised to read

Excipients of human or animal origin should be identified. The genus, specxes country of
origin, source (e.g., pancreas) and manufacturer or suppher should be clearly indicated.
Furthermore, for excipients derived from ruminant materials (or materials’ ﬁom other
susceptible herbivores), the application should state whether the materials are from BSE
countries as defined by the U.S. Department of Agriculture (9 CFR 94.11). ‘Guidance is
available from FDA on The Sourcmg and Processzng of Gelatm to Reduce the Potential
Risk Posed by Bovine Sponngorm Encephalopathy (BSE) m FDA-Regulated Products for
Human Use.

This reviewer concurs with t"he/nq"i“hot" 'eh'ah'ges proposed.

20 Page “31”

Lines “1108 — 1110,” “The potent1a1 adventmous agents should be 1dent1ﬁed and generalw/ -

information regarding control of these adventitious agents (e.g., spec1ﬁcat10ns, descrxptxon of the
testing performed, and viral safety data) should be prov1ded in thlS secnon should be reVISed to
read: .

The potential adventitious agents should be identified and general information regarding cdntrol of
these adventitious agents (e-g-, speaﬁcatxons descrlptlon of the testing performed and v1ral and prion
. safety data) should be prov1ded in tl'us section. .
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‘This reviewer agrees with the text (addeduby the c;om)men,ter. o

21 Pages “31” to “32” :

Lines “1133 ~ 1142,” “The proposed specrﬁcatron for the drug product should be prov1ded The
specification establishes criteria to which each batch of drug product should conform to f)e considered
acceptable for its intended use. Conformance to specrﬁcatron means that the’ drug product “when tested
according to the listed analytlcal procedures will meet the listed acceptance criteria. A specification is
one part of the strategy to ‘control drug ‘product quahty They are proposed and ]ustxﬁed by the
manufacturer and approved by the Agency Spemﬁcatlons are established to confirm the quality of
drug products rather than to establish. full characterization and should focus on those characteristics
found to be useful in ensurlng product quahty as it relates to safety and efﬁcacy Informatlon on
perlochc quality indicator tests is provrded below.” should be reVISed to read:

The proposed speaﬁcaﬁon for the drug product batch should be prowded The specification
establishes criteria to which each batch of Adrlug product should conform to be considered acceptable
for its intended use. “Conformance to specrfrcatron means that batch representative samples from the drug
product batch, when tested accordmg to the listed analytrcal procedures, will meet conform to the
drug product CGMP requirements estabhshed in 21 CFR 211.110,” 21 CFR 211 .160, 21 CFR
211.165 and, where applicable, 21 CFR 211. 167 and the hsted acceptance criteria. A speCJﬁcatlon is
one part of the strategy to control drug product quahty The manufacturer proposes and justifies their
sc1ent1ﬁc soundness, approprmteness, and corgfbrmance to the appbcable 'CGMP requrrements for the drug product
batch. If and onIy if the Agency fmds that the specrﬁcatron proposed comphes with said CGMP' requrrements, the
Agency can then approve it for use. [Note: As pera 1988'U. §. Supreme Court rulmg (Berkovrtz v. US {486
US 531, 1 00 L Ed 2d 531, 108 S Ct 1954}) tbe Agemy has no autbonty to approve specf cations zbat do
confirm the quahty of drug product batches based on the resu]ts obtained from “the testmg of batch-
representative samples therefrom rather than to establish full characterization and should focus on those
characteristics found to be useful in ensuriirrgznproducty quality as it relates to safety (as nfréusured“b}/ the
batch’s drug product identity, strength, and ]evue.ismqf tbebrnap\urnre\s) and efﬁcacy (asmme\&sured' by the batch’s
uniformity with respect to the active and the actrve reIease or release rate) Informatlon on penodlc quahty
indicator tests is provided below. '

This reviewer supports the changes and additions ‘made, and knows that
these should: a) help the industry to Understand what the regulatlons requnre of
them in this area as well as: b) reduce the Agency s risk that they may approve
an application that is vnolatlve in the CIted areas of the CGMP regu]atlons

4

22 Page“32” . A oot T e o DA e
Lines “1144 — 1162,” “The specification sheet should list all tests to which each batch of a drug
product will conform and the associated acceptance criteria and should also include a reference to the
analytical procedures that will be used to perform each test. Acceptance criteria are numerical limits,
ranges, or other criteria for the tests described. If an analytlcal procedure will be used only to
generate stability data, the analytical procedure should be described in P.§.3. ]ustlfied interim
acceptance criteria and tests with sunset provisions should be included in the spec1ﬁcatlon (see section
VILF). Presentation of 1nformatlon ina tabular format is suggested The spemﬁcatlon sheet should
also identify:

* tests that can be performed in-process in lieu of testing the ﬁmshed product (the resu]ts of such
tests performed in-process should be 1nc1uded in the batch ‘analysis report (e.g-, certlﬁcate of
analysis))

v e
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to be included in the revision for completeness A

23 Page “32”

+ all analytlcal procedures that will be used for a test 1dent1fymg wluch are regulatory and wh1ch
are alternative analytlcal procedures when multlple analytlcal procedures can be ‘used for a test™

“e  acceéptance criteria for the test using ‘the regulatory analytlcal procedure and alternatlve analytlcal (

procedures when the criteria are dlfferent (e.g., conformance to a spectrum for near infrared '

(NIR) or retention time for HPLC). V
* release and shelf-life acceptance criteria when both are used.
The proposed specification for the drug product should be prowded The specrﬁcatlon establishes
criteria to which each batch of drug product should conform to be considered acceptable for its
intended use. Conformance to specification means that the drug product, when tested accordmg to the
listed analytical procedures, will meet the listed acceptance criteria. A specxﬁcatlon is one part of the
strategy to control drug product quallty They are proposed and ]ustlﬁed by the manufacturer and
approved by the Agency. Specxﬁca‘uons are established to conﬁrm the quahty of drug products rather
than to establish full characterization and should focus on those tel‘lSthS found to be useful in
ensuring product quahty as it relates to safety and efflcacy Informatron on perxodrc quallty mdlcator
tests is provided below.” should be rev1sed to read:

The specification sheet should hst all’ tests to wlnch each batch of a drug product w1ll conform and the
associated acceptance criteria for the batch-: representanve samples tested (as required by 21 CFR
211.160(b)(3)) and the calculated batch statistical quabty control values derived from the batch-representative
sample results (as required by 21 CER 211. l65(d)) - The ‘specification sheet should also include a -
reference to the analytical procedures that will be used to perform each test and the recogmzed
statistical standard used to evaluate the statistical acceptablllty of tlle l)atch Acceptance criteria are
numerical limits, ranges, or other criteria for the tests described. If an analytlcal procedure will be
used only to generate stability data, the analytlcal procedure should be described in P.8.3. TJustified
interim acceptance criteria and tests with sunset provrslons should be included in the specification (see

section VILF). Presentation of mformatlon m a tabular format is suggested The spec1ﬂcatlon sheet
should also identify: S

®  Tests that can be performed in- process in lieu of testing the finished product (the results of such
tests performed in-process should be 1nc1uded in the batch analysis report (e g certlﬁcate of
analysis))

e  All analytical procedures that will be used for a test; 1dent1fymg which are regulatory and Wl’llCh
are alternative analytlcal procedures wllen multlple analytlcal procedures can be used for a test™®

®  Acceptance criteria for the test using the regulatory analytlcal procedure and alternatwe analytlcal
procedures when the criteria are dxfferent (e. g conformance toa spectrum for near mfrared '
(NIR) or retention time for "HPLC). Lo {

®  Release and shelf-life acceptance criteria, when both are used.

The proposed specification for the drug product should be provnded The spec:ﬁcatlon estabhshes criteria
to which each batch of drug product should conform to be considered acceptable for its intended use.

Conformance to speaﬁcat/on means that the drug product when tested accordmg to the Ilsted analytical
procedures, will meet the listed acceptance criteria. A specification is one part of the strategy to control
drug product quality. They are proposed and justified by the manufacturer and approved by the Agency.

Specifications are ‘established to confirm the quality of drug” products  rather than to establish full
characterization and should focus on those characteristics found to be useful in ensurmg product quality
as it relates to safety and efflcacy Inf ormatlon on penod ic quahty mdlcator tests |s pr wded below

In general, this reviewer concurs but notes that the added paragraph needs :
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Lines “1164 — 1170,” “The ICH guidance Q64 Speqf cations: Te.vt Procedures and Acceptance Criteria ﬂ:r New Drug Substances
and New Drug Products: Chemical Substances provides recommendations on tests that should be inclided in the specification
for solid oral drug products liquid oral drug products and parenterals (small and 1arge volume). Some tests that are
identified as appropriate for inclusion in the spemﬁcatxon can be proposed as penodxc quality indicator tests when there are
sufficient data and justification. Recommendations on tests for other dosage forms are mcluded in Attachment 1.” should
be revised to read: !

The ICH guidance Q64 Specifications: Test Ptocedures and Acceptance Criteria jbr New Drug Substances and
New Drug Products: Chemical Substances provxdes recommendations on tests that can be used as the basis for
the tests to be included in the spec1ficat10n for solid oral drug products hquld oral drug products and
parenterals (small and large volume). Some tésts that are identified as appropmate for inclusion in the
specification can be proposed as periodic quahty indicator tests when there is sufficient ¢ data to support
such periodic rather than each batch _evaluation provided the firm can demonstrate CGMP comphance without
performing such tests on every batcb In general the tests amenable to such treatment are tbose that evaluate
jacwrs like appearance, that have no direct bearzng on the sqfety and gfmcac] of the drug product 'In genera] the
CGMP for drug product (finished pharmaceuticals; 21 CFR 211) ‘does not’ permlt omlttmg tésts ‘that bear
on the identity, purity, strength and performance quahty of the each drug batch. Recommendations
on tests for other dosage forms are 1ncluded in Attachment 1.”

This reviewer concurs, but would propose the foIIowmg sllghtly rewsed text:
“The ICH guidance Q6A Specifications: Test Procedures and Acceptance Criteria for New
Drug Substances and New Drug Products: Chemlca/ Substances prov:des recommendations
on tests that can be used as the basis for the tests to beincluded n the specnf cation for solid
oral drug products, liquid oral drug products, and parenterals (small and Iarge volume)
Some tests that are identified as appropriate for inclusion in the spemflcatuon can be proposed
as periodic quality mdlcator tests when there are is suffici c!ept _data ’
support such periodic rather than each batch evaluatxonv Ql',OVIded?the ﬁrm can demonstrate
CGMP compliance without performing such tests on every batch. Tn general the tests amenable
to such treatment are those that evaluate factors, like appearance, that have no direct T)earmg on
the safety and efficacy of the drug product as well as those tests that are beyOnd the
CGMP minimums, like in-process statistical process controls and control
charting. In general, the CGMP for drug product (finished pharmaceu‘acals, 21 CFR 211)
does not permit omlttlng tests that bear on the 1dent1ty, punty, strength and performance quahty
of the each drug batch. Recommendations on tests for other dosage forms are mcluded in
Attachment |.” o

i

L S , b .
¢ ! [T

Pages “32” “33,,
Lines “1172 — 1175 ? “An 111ustrat1ve example of a spec1ﬁcatlon sheet is prov1ded in Table 37>
“Table 3”

1 The example provided in Table 3 is deﬁment in several aspects including, failure to a) spemfy
that the sample tested must be batch representatlve, b) spec1fy the number of sample units that
must be tested for batch acceptance, c) specify if the tests should be on each unlt or on a
homogeneous composite (and if on the composite, how many aliquots).

x

2 In addition, as most do, the example confuses specnﬁcatlon limits approprlate to'a glven post-
release grab-sample test (the USP test for an, article) with spec1f1cat10ns appropriate to batch
acceptance or rejection for the approprlate testmg of a batch- representa’ave sample

3  Finally, though appearance testing using ANSI Z 1.4 (or ‘the obsolete Mil Std 105E or lOSF) is an
integral part of the testing used by a firm for batch acceptance no men‘aon IS made of it in the
exarnple table

o BRI ,74 P »*,)"2'3;«”" e L e ?‘,,\,1 v,p,yms‘ww]‘:,r [ A
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4. For compliance with 21 CFR 211, 165(d) the reference standard 15O’ §951 1989 ‘and its’
acceptance criteria need to be addressed when statxstlcal quality control acceptance decisions are

to be made (typically required for active umformlty ( content umformlty "y and the umformlty of
the release (“dissolution”) or the rate of release ( drug release” ) of the active mgredtent '

To address the precedlng issues, the followmg alternate Table 3 shown on the next three pages is
proposed. ;

This reviewer concurs

-
)7

Page “33”
Lines “1178 — 1181,” “The CGMP regulatmns require that for each batch of drug product there will
be appropnate 1aboratory determmatlon of satlsfactory conformance to the drug product
speaﬁcatlon Drug product failing to ‘meet established standards or its specification and any other

relevant quality control criteria must be re]ected (21 CFR 211. 165) should be I‘eVISed to read o

et
H G

For each batch of drug product bemg eva]uated fbr acceptance, the CGMP regulatlons reqmre

® The sampling and examination or testmg of batch representatlve samples (21 CFR
211.160(b)(3)).

® The laboratory evaluations to be performed on said batch—representatrve samples to establish the
satisfactory conformance of said samples “to final specifications for the drug product, mcludmg

the identity and strength of each active ingredient, prior to release” (21 CFR 211. 165(a))

~ e Appropriate “laboratory testing, as necessary, of each batch of drug. product requrred to be

free of objectionable mrcroorgamsms” (21 CFR 211. 165(b))
® Any sampling and testing plans shall be described in written procedures that shall mclude the method of

__sampling and the number of“ umts per batch to be tested; such wntten procedure shall be foIIowed (21 CFR o

211.165(c)). N

L Acceptance criteria for the samplmg and’ testlng conducted by the quahty control unit shall be
adequate to assure ‘that batches of drug products meet each approprlate specxﬁca‘aon and
appropriate statistical quahty control criteria as a condition for their approval and release. The
statistical quality control criteria shall include approprlate acceptance levels and/ or appropnate
rejection levels (21 CFR 211 165(d))

e The accuracy, sensmwty, specificity, and reproduabrhty of test methods empioyed by the
firm shall be established and documented (21 CFR 211. 165(e)) V

e Drug products failing to meet estabhshed standards or specrf catlons and any other relevant
quality control criteria shall be re]ected (@ CFR 211 165(1’)) ' )

This reviewer concurs

[N TP,
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:I'al;le 3: S]Seéiﬁéatioﬂ for Traégmarkm Table

USP Compliance (Lifetime)
NONE outside of 75 —125 % of LC,

NMT 1 in 30 outside of 85 — 115 % of LC

Representative
Sample Number
And Protocol Regulatory Alternative
. (Individual {RI-N} or e . .
Property Being Evaluated Homogeneous Acceptance Criteria Analytical Analytical
g . Procedure Procedure
Composite [with
testing of “n”
aliquots] {HC-N-n})
‘White, biconvex, 11-mm diameter,
Description 4-mm thick, film-coated tablet, with Visual
RI 800 “identifier code XYZ” on one side.
(normal 0 [0] Broken; ANSIZ 1.4 ANSIZ 1.4
Appearance inspection) NMT? 5 {1] Chipped; Normal Reduced:
: . Inspection: Inspection:
[RI— 125 (reduced NMT 7 [1] Film holes/bubbles; s e Tio .
. ) NMT 21 (5] Oth i i def Single Level Single Level
inspection)} M [5] Other minor visual defects | oy 5,0.25 & 1.5 % Same %
10.5 — 11,5 mm in di ’ )
Dimensions/Hardness 3.95_ 4151 ‘i:?}lu:( rameter AP’ # DIM3A AP # ADMO09
Weight L Hardness
s RI -9 or more sets Setup Target: 443 mg NLT® 9.5 KP*
Core Weight and Core of 23 tablets (1 from each | Setup'Mean: NLT 442 mg NLT 10.2 KP
Hardness* e P g M-E AP # WTS4B AP #AWTI
of 23 stations in tablet press | Setup Range: 440 — 446 mg 8.7 — 12.5 KP ’
used) Run Range: 437 -449mg 7.5 - 140KP
g g
Run Mean: NLT 440.5mg NLT 9.0KP
Retention time of the major peak in the
. . chromatogram of the assay preparation
Identification Test #1 HC-200-1 corresponds to that in the chromatogram of | HPLC, AP#EFG2 | AP # UVR19
the standard preparation obtained as
specified in the USP-based Assay.
Identification Test #1 HC-200-1 Responds to the tests for sulfate USP <191> |
RI — 200 (normal test) 211.101(a) Compliance (Release) | HPLC, AP # EFG2
[RI—75 (reduced test)] Mean (X): NLT 100.2 LC® (200);
{NLT 100.0% (75)]
§§ 211.110 Compliance (Release)
Range: 90~ 112 % LC; RSD: < 3.7 %
[92-110% LC; RSD: 4.0 %
§§ 211.165(d) Compliance (Release)
$QC Acceptance Using 1SC 3951 ‘
Active Uniformity in the The “s” method, n = 200, AQL 0.1 % AP # UVS29
Tablets (AUT) -Content Accept: (|112-X|/s) & (|X -~ 90[7s) ’
Uniformity (CU) >273
' “s" method, h = 75, AQL 0.1 %
Post-Release USP Accept: (| 112 -X|/s) & (Ii'( --90}/5) >
Article 30 2.55 HPLC, AP # EFG1

RSD NMT 7.8; Mean NLT 95 % LC

f




S

T.‘ible;“3:> Sﬁeciﬁéafioﬁ f;é)r 'I:rademarkmfablets( 100 n;g 1,) [Contmued] A

| Article— Assay 20

(hqmogexﬁze and test
duplicate aliquots)

Mean: 90 — 110 % LC (2 aliquots)
RSD: NMT 2.0 %

Representative
Sample Number
And Protocol
. .. Regulatory Alternative
RI-] o . .
Property Being (Individual {RI-N} or Acceptance Criteria Analytical Analytical
Evaluated Homogeneous
A . Procedure Procedure
Composite [with
testing of “n”
aliquots] {HC-N-n})
RI — 60 (correlated normal 211,110 Compliance (Release) AP#BCD2
test) Mean: NLT 85 % LC (60) )
[RI — 42 (correlated reduced [NLT 85.5 % LC (42)}
test)] ' " | Range: 78 ~ 97 % LC (60)
(Release) 80— 95 % LC (42)]
§§ 211.165(d) Compli@n\ce (Release)
Active Availability Stage 1 SQC Acceptance Statistical Inference
7 ty Stag Using “s” Approach, n = 60, AQL04'% AP # UVS28
Accept: (|97 — X|/s) & (|X -- 78]/s) >
222
.Using “s” Approach, n = 42, AQL 0.4 %
- Post-Release USP Article | Accept: (|95 —X|/s) & (|X -- 80{/5)>2.04 | AP # BCD1
Dissolution on 6 units . L o
(Lifetime)) USP Compliance (Lifetime)
None: LT® 80 % LC (or MT” 100 % LC)
Mean NLT 85 % LC o
Release has NO intermediate Stage | No Test Defined No Test
Active Availability Stage 2 Post-Release USP Article USP Compliance (Lifetime) AP # BCD1 AP # BCD1
Dissolution on 12 units None: LT 65 % LC (or MT 105 % LC)
(Lifetime) Mean NLT 80 % LC (corrected)
RI— 200 (correlated normal | §§ 211110 Compliance (Release) | AP # BCD2'
test) * | Mean: NLT 85 % LC (200)
[RI - 75 (correlated reduced [NLT 85 % LC (75)]
test)] Range: 75 — 100 % LC (200)
(Release) [77- 98 % LC{75)]
§§ 211.165(d) Compliance (Release)
SQC Acceptanie Statistical Inference
. e Using “s” Method, n = 200, AQL 0.4 % AP # UVS29
Active Availability Stage 3 Accept: (|100 ~X| /s) & (| - 75]/s) >
2.33
.Using “s” Method, n = 75, AQL 0.4 %
Post-Release USP Article | Accept: (|98 -X|/s) & (X --77]/5)>2.12 | Ap # BCD1
Dissoluti 24 unit:
Litetmey | USP Compliance (Lifetime)
None: LT 55 % LC (or MT" 110 % LO)
NMT2LT65 % 1C
Mcan NLT 80 % LC  (corrected)
RI - 200[75] (mean from §§ 211.101(a) ‘Compliahce (Release) .
ADT test) Mean:'NLT 100.2 LC (200); Result from “ADT”
or [NLT 100.0 % (75)] Test
| HC-200-8 (test NLT 8 Mean: NLT 100,0 LC (8 aliquots) HPLC, AP # EFG2
Tablet Strength (Assay) aliquots ex. HC-200)
Post-Release USP USP Compliance (Lifetime) HPLC, AP # EFG2 AP # UVS29

2714
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' Table 3: Speaficatlon for Trademark'rM Ta‘bletsw(lﬂo mg ) [Contmued]

Representatwe
Sample Number
And Protocol
. . . Regulatory Alternative
Property Bein Individual {RI-N} or e o .
EP ] Y ted g (In l-ll‘;mo eiw:s} Acceptance Criteria Analytical Analytical
valnate g . Procedure Procedure
Composite [with :
testing of “n”
aliquots] {HC-N-n})
HC-200-3 NMT 0.7 % by welght RSD NMT 1%
(Release)
Post-Release USP USP <921>;
Water Content Article — grab 20 units | NMT 1.0% Method Ic AP # PQR7
(homogenize and test (Lifetime)
single aliquots)
Degradation Products Release
S d D d t HC-200-3 (Take 200 batch- o
Ppe:;lﬁe egra a lon N representative units and -Ris—“—s—g Ll—f‘emtl—g
roducts homogenize them; then, test 3
Degradant A: unit-dose aliquots, average the | NMT 0.3 %; RSD <4 % NMTO0.5%
- . results & compute the RSD . .
Degra({ant B: 10 values. Batch is acceptable NMT 0.4 %; RSD <3 % NMT 0.6 %
Degradant at RRT™ XX when all impurities meet the NMT 0.2%: RSD <5 % NMT 0.3% HPLC; AP # EFG2
Un ified release criteria set.) o
specifie
Degradation Product Lifetime
Individual Unspecified Post-Release USP. NMT 0.07%; RSD <8% | NMT 0.1%
. Article ~ grab 20 units o
T;:aLDegmdatlon (homogenize & test single
oducts: i
aliquot) NMT 1.0% NMT 1.5%
Release: HC-200-2
. Release Lifetime
s Lifetime: Post-Release .
Residual Solvent A USP Article — grab 20 units | NMT 100 ppm; NMT 200 ppri” GC; AP # XYZ31
gra
(homogenize & test single RSD: NMT 2 % .
aliquot)

requirement set forth in 21 CFR 211.101(a) is met.

NMT = not more than

NLT = not less than

= label claim

LS - S N .

AP = Analytical Procedure

T oa py

The Core Weight and Hardness tests are performed “in process” as the tablet cores are beihg prodpced.

N

o

This product contains a 1 % formulation overage to ensure that the mtent to provnde not less t.han 100 % of the labeI claxm or estabhshed amount

The process is designed to pass at “Stage 1.” However, if a batch in release testing or a post-release USP article fails to meet the “Stage-l” criteria and all
valid results are within the appropriate release range for the batch (60 % to 110 % of Tabel c]alm) or the TUSP's lifetime Txmlts that for this product, requires
all tablets to have a dissolution value that is NLT 55 % of LC and no more than 2 in 6 tablets tested are less than 65 %, then the test plan should revert to full-

v,

sample testing (200 for the release test and any “12” [6 more] and “24” [18 more] for the post-release us fést)

= less than ) ) ) ‘ C B
MT = more than

RRT = relative retention time

P - . - « ' 3

N

In general thls reviewer flnds the proposed alternattve example much more |

P

comprehensive and to the point than the orlgma[ and trusts the fmal guidance
_ will include it.

5t el KR ¥ 1
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26 Page “35”
Lines “1250 — 1260,” “If the analytxcal procedure used is in the current rewsxon of an official
compendium or another FDA-recognized standard reference (e. g, AOAC International Book of
Methods) and the referenced analytical procedure is'not modified, the analyncal procedure need not
be provided. A speaﬁc citation to the analytlcal procedure is sufficient. > When a general chapter or
monograph included in an official compendlum or other FDA recogmzed ‘standard reférence allows
for the use of more than one analytlcal procedure for a test the spec1ﬁc analytlcal procedure that will

<921> Water Determmamon, the method should be specxfied (e .- “"Method Ia) If an analytical
procedure is based on one of these sources but has been modlﬁed the analytlcal procedure should be
provided.” should be revised to read: -

If the exact detailed written analytma] procedure used: a) is avazlab]e In, b) has been copzed Verbamm from

and c) uses the exact equipment specified in the current revision of an ‘official compendlum or another
FDA-recognized standard reference (e.g., AOAC International Book of Methods) and the referenced
analytical procedure is not modified in any manner, the analytlcal procedure need not be’ provxded A
spemﬁc citation to the analytxcal procedure is sufficient®®. When a general chapter or monograph
included in an official compeudlum or‘other FDA recogmied standard reference allows for the use of

»»»»»»

Water Detetmmamon, the method should be spec1ﬁed (e g Method Ia). If an analytlcal procedure is
based on one of these sources but has been, mochfled in_any manner, the detailed wntten validated
analytical procedure and its supporting Valzdauon repon must be provrded v

In general this reviewer concurs except that the added phrase .. must be
provided ..." ‘should be ‘replaced with™ “..."should be provided ...”" because’ this
document is guidance. T . . \

27 Page “37”
Lines “1307 — 1309,” “Test results should be expressed numerxcally or quahtatlvely (e.g., clear,
colorless solutlon), as approprlate Use of terms such as conforms or meets specgﬁcatmn is dlscouraged ”
should be revised to read:

Test results should be expressed numerlcally or quahtatlvely (e g clear colorjess E's‘olution), as
appropriate. Use of terms such as cory‘brms or “meets specchatmn i$ proscnbed In addition, where the
value reported is the average qf several individual results, either an ordered list qf all qf the mdzvzdual results that o
were used to compute the average or, if the distribution qf the results is at least pseudo Gaussmn ‘the range,
number of Va]ues standard dev1at10n, mode, and medzan values should also be reported “In cases “where the
distribution is non-Gaussian and an average is teponed in addition to the reported average, either an ordered list
of values found, or the number gf values, a value j}equency lzstmg and the tange, mode and median’ of the data set
should aIsa be reported. \ i ' s o

This reviewer again dlsagrees wrth the change from "dlscouraged’ to
“proscribed” in the second sentence and agam recommends keeping ‘that word

‘and adding the constraining text prevrous!y proposed by thrs révrewer at

Commenter’s 18. o
The added information should. help firms to report their restlts in a more
uniform and mformatlve manner. that unlike the common current practice of
only reportmg the average value unless more is requrred is also scientifically
sound and helpful to provrdmg the revrewers a truer prcture of the results found

F
t . ( ‘%
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Page “37”
Lines “1330 — 1334,” “Presentation of results from all batches for a pamcular test in tabular and/or
graphical format is often helpful in ]usnfying the acceptance criteria. Collated batch analyses data are
not warranted for all tests. However, collated data should be provided for a assay “and impurltles (e.g-,
degradation products, residual solvents) and should be con51dered for other tests such as water
content.” should be revised to read:

Presentation of results from all batches for a parucular test in tabular and/or graphical format is often
helpful in ]ustlfymg the acceptance criteria. Collated batch analyses data are not warranted for all
tésts. However, collated data should be provided for assay, 1mpur1t1es (e.g., degradation products
residual solvents), active unifbrmzty, and the uniformity of either the active-release or tlze actwe—re]ease rate
and the reporting of collated data should be considered for other. tests such as water content o

This reviewer concurs with the cokmm'ente”r s proposed changes.

Page “40” R o R TR . cpeze 4 e o
Lines “1415 — 1427,” “Justification for the proposed drug product spemﬁcation should be prov1ded

The ]ustlﬁcation should be based on relevant development data (P 2), standards m an official

information that are located in other sectlons of the appllcatlon, either by reference or in summary.
Data from the climcal efﬁcacy and safety, bioavallabihty, bloequivalence and pnmary stabihty batches
and, when available and relevant, development and process validation batches should be considered in
justifying the specification. If multiple manufacturing sites are planned it can be valuable to consider
data from these sites in establishing the tests and acceptance criteria. This is partlcularly true when
there is limited initial experience with the manufacture of the drug product at any partlcular site.

Justification for an in- process test that is used in lieu of a finished product test should be included in

P.3.4.” should be revised to read:

Justification for the proposed drug product spemﬁcation should be prov1ded The ]ustiﬁcatlon should -
be based on

[

e e e

® Relevant development data (P.2),

®  The distributional propemes in the dosage units in each batch re guired td ensure that eacb Batcb a) meets '
the applicable CGMP requzrements and b) will] i if tested, be found to consist qf articles bavmg the property
that every article in the batch will, with a high degree c_)f certamgr, meet the appbcable standards in an
official compendium

®  Batch analyses (P.5.4) that demonstrate tbe un jbtmzty of the batch Wltb respect to its cntical d1str1but1onal

§

quality properties, ‘
Characterization of impurities (P,S_ 5), o :
Stability studies (P'8), : \ S

Toxicology data, and

Any other relevant data.

The discussion in this section should umfy data and mformation ‘that are located in other sections of
the apphcatron either by reference or in summary " Data from the clinical efﬁcacy and safety,
bioavailability, bioequivalence and primary stal)illty ‘batches ‘and, when available and relevant,

development and process validation batches should be considered in ]usufymg the spec1ficat10n If
multiple manufacturing sites are planned 1t can be valual)le to consuiler data from “these sites in
establlslnng the tests and acceptance criteria;’ Tlus is particularly true when there is llrmted initial
experience w1th the manufacture of the drug product at any particular 51te ]ustiﬁcation mcludzng the

o

T e T T



~warranted, those manufacturers whose drfg P du

“rationale that dearly estabbsbes that the proposed substnuzzon comphes W1th all of tbe apphcab]e ‘coMP
requirements set forth in' 21 CFR 211, for any propostd in-process test that is to be used in lieu of a
finished product test should be included in P.3. 4 i

This reviewer finds the commenter s proposal to be a dlstmct lmprovement
over the existing text. ”

In addition, the proposed text should assist the appllcants in assurlng that
their justifications are truly scientifically sound and based on the results data
from the testing of sufficient numbers of batch- representatlve samples ‘

If the applicants follow the gwdance then the review of thefr appllcatlons
should be speeded by the Iessened “data gathenng and collatlon workload on
the PAIl inspectorate. N S ‘
30 Page “41” . 4 .

Lines “1456 — 1459,” “In these or “similar” cn'cumstances “an apphcant could propose 2 sunset test
protocol for a test which would provide for the test to be dropped from the spec1ﬁcat10n after an
agreed number of production batches have met certain crxterla should be rev1sed to read r

In these or similar c1rcumstances, an apphcant coulcl propose a sunset test protoco? for a test “which
would provide for the test to be dropped from the spec1ficat10n after an agreed number of productlon
batches have met certain criteria provided the appbcabfe CGMP regu]atzons do not eprat]y requn'e the test in

question to be conducted on each. batch.

This reviewer concurs with the commenter’s suggested proviso.

In addition, this reviewer would llkewto remlnd ‘the. reader that, where
products are wéll controlled and’
routinely produce drug product lots within limits tlghter than those requ1red for
CGMP compliance should strongly consider using the weIl defined mspectlon '
plans set forth in 1SO that, if properly applled permit some reducflon in the
number that are requ1red for a valid test even in cases where the lnputs‘
(components and in-process materlals) are not rlgorously controlled ‘ N

FN

31 Page “41”
Footnote “33,” “® A proposal to drop a test, based on historical data, can also be subrmtted post
approval in a prior approval supplement should be revxsed to read:

33 Provided the test is not requ1red by the CGMP for fmlshed Pharmaceumcals (21 CFR 21 1) to Be conducted on

each batch, a proposal to drop a test based on hlstorlcal data can also be subrmtted post approval
in a prior approval supplement.

This reviewer concurs Wi \gthe commenter s proposed rewsnon but
suggests that a sponsor consider the PQlT alternative (with valid stages) or, if
the test is not directly or mdlrectly required by CGMP and is truly superfluous,
that test should not be flled in the appllcatlon

§
32 Page “58” .
Lines “2120 — 2122,” After the deﬁnmon of “Acceptance Crlterla Numencal hrmts ranges,

or other suitable measures for acceptance of results of analyhca] procedures (ICH Q6A) In these

or similar circumstances, an applicant could propose a sunset test protoco] for a test, which would
provide for the test to be dropped from the spec1ﬁcatlon after an agreed number of productlon

-y .- L AU RN
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i

he definition of

Active Pharmaceutlcal Ingredlent (API) The component contammg the drug
substance or active ingredient (21 CFR 210.3(b)(7)) that i is available for inclusion into’

the formulation of a batch of drug product or, the Agency’s September 1996 definition,
Active Pharmaceutical Ingredlent (API) any substance that is represented for use in a

drug and that, when used in the manufacturmg, processmg, or packagmg of a drug, becomes an
active ingredient or a finished dosage form of the drug v (September 20, 1996, Guidance for
Industry Manufacture, Processing or Holding qf Actxve Pharmaceunca] ]ngredwnts DISCUSSfON DRAFT
pgs2-3,atD.3).

Although the commenter proposed two deﬂmtnons thls revseWer thmks that
the first is the definition that the Agenoy 5noum add to the uuossary as follows:

Active Pharmaceutical Ingredlent The component contalmng the active
mgredlent (as defined in 21 CFR 210(3)(b)(7) or drug substance (as
defined in this guidance) that is available to the formulator for. mclusmn
into the formulation of a batch of drug product ‘
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