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“Section XII.A. Executed Product Records (R.1.P)
Lines 1799-1800 require only one representative EPR to be submitted for an NDA. Please clarlfy lines
1803-1804 whether one representative EPR would be acceptable for submission of an ANDA also. One
batch record clearly represents the product manufacture multiple batch records ina submlssmn contain
very redundant information.” ‘

The commenters seem to have misread Section XI.LA.1. 5

The EPR discussed in Lines 1799-1800 is but one of the EPRs reqwred for
NDAs as the narrative in Lines 1802-1803 Clearly indicates, "DISCUSSIOH of which
EPRs should be included in the NDA can be a topic at pre-NDA' meetmgs >

In the ANDA case, the batch records submitted serve: a) to establish that
the batches listed were indeed produced in a controlled manner that is
consistent with CGMP as well as: b) to provide details as to dn‘ferences if any,
among the records.

_In both cases, the EPRs are thus not at all redundant.
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.I‘

J&J Pharmaceutical R&D’s Submnsann Posted)J»une 27, 2003
To Docket 02D-0526: ‘C-13"

[Note: The original comments are quoted in a condensed font (Perpetua), the quotes
directly from the draft guidance are guoted in a stylized font (Lydian) and this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When the commenters quote the draft guidance, the italicization that J&J
introduced is preserved within J&J’s quoting thereof.] ‘

“Provided in the General Dlscussmn Section are the general 1mpressxons of our scientists
1nc1udmg comments on 1ssues of greatest concem to our busmess Other comments as well as those

discussed in the General Dlscussmn Section, are presented in the Comments Section by sectlon and line
number. To assist you during the review, the draft guidance text appears in italics.”

“General Discussion: . ) :
The following comments are intended to promote further discussion and ultimate creation of a
sc1ent1ﬁcally—based informative final guidance for’ Drug "Product Chemlstry, Manufacturmg and

Controls:”

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

After all, one can scientifically structure a document without including any

~ science or, for that matter, any text that demonstrates adherence to CGMP in it.

“This draft guidance appears to increase filing requirements in many areas and/or introduces
requirements that have not been hlstomcally pért of CDER ﬁhngs The collaborative work from CBER
and CDER on this guidance may have pre<:1p1tated these additional requlrements If so, mtenswe ongoing
discussions between FDA and industry are recommended and non- essentlal requlrements should be

eliminated.”

First of all, guidance cannot introduce requirements - it is only guidance.

Second, all that the current draft guidance seems to do is suggest means
by which an applicant can incorporate into their application proofs that they
understand and are intending to produce their candidate drug product in full
compliance with the clear written requirements of the drug CGMP regulations as
set forth in 21 CFR210 and 21 CFR211.

Thus, this reviewer sees no reason for any “intensive ongoing dlscussxons and,
havmg carefully reviewed the guidance suggested sees no mstance where there
iS “non-essential” guidance that “should be eliminated.”

That the Agency is finally upgrading its guidance to address all areas of the
drug CGMP, a historical deficiency in the prior guidance, and provide gwdance"
as to how an applicant can demonstrate compliance should be applauded.

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

o
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" referencing may be p0551ble where new ﬁhng reqmrements duphcate information’ tradltlonally ‘filed in
IND Amendments. Similarly, it would be very beneficial if the draft guldance identified whefher specific
sections applied to NDAs, ANDAs or both.  This would decrease potential confusion and filing
requirements for industry. Finally, verification is requested that ex1st1ng DMFs will not require

reformatting into a CTD format. (Section: IL.D. Line 216)"

;\,’\ .......... add itk
lbU IIIS }JIUVI CU VWit

Again the com
“requirements.”

In general, all sections in the guidance apply to both ANDAs and NDAs and
where differentiation is needed, the guidance clearly provides it.

Finally, the comment concerning the reformatting of existing DMFs is
appropriate to “CDER’s Drug Master Files guidance” - not to the current
guidance ' L

1
“Clarification is requested regarding FDA’s position on Interim Acceptance Criteria. The draft guidance
addresses the use of interim acceptance criteria when ‘occasional” uncertainty due to limited data and
experience with the product and scale-up of manufacturing process exists. (Section VIL.F. line 1480) Can
FDA provide guldance on what is meant by ‘limited’? Can FDA clarify whether the failure to meet the

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

The commenters seem to be confused about what the guidance ’suggests
and to have, by severely editing what was suggested distorted the gurdance
being offered.

The gurdance states (emphases added)

‘e Acceptance Criteria |

Occasionally, an applicant may wish to propose inferim acceptance criteria for a specific test because
there is some uncertainty whether the same type of results will continue to be observed for
production batches. This uncertainty often occurs when (1) there are hmlted datg avarlable at ﬂl@

time the application is submitted and/or (2) the manufacturing p proces t’or productro batches wrll be

different (e.g., scale, equipment, site) from that used to produce ‘the batches used to support the

application and the effect, if any, of the differences has yet to be characterized. The proposal should

include the (1) reason why the interim acceptance criteria are being proposed, (2) number of
consecutive production batches that will be produced and tested and/or the time frame before the
acceptance criteria will be finalized, (3) data analysis plan, and (4) proposed reporting mechanisms

for finalizing the acceptance criteria when the proposed final : acceptance criteria are tlghter, broader,

or the same as the interim acceptance criteria. An appllcant should not propose usmg interim
acceptance criteria as a substitute for providing recommended or agreed’ upon (e.g., at pre-NDA
meetings) information in an appllcatlon For example, proposing interim acceptance criteria would
not be appropriate when the stability data package recommended in the ICH guidance Q/A: Stability
Testing of New Drug Substances and Products has not been provided.** For NDAs, flnahzatlon of
mterlm acceptance criteria will be a Phase 4 commitment.

34 For those apphcatxons that fall within the scope of QlA

Since the guidance in this area begins by stating, “Occasronally, an apphcant may
wish to propose interim acceptance criteria,” the use of interim acceptance criteria
should only be proposed when the applicant cannot (not has not bothered to)
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‘acquire sufficient data for the test in guestion to project definite acceptance /

criteria that the batches drug product will meet that are appropriately inside of
those criteria permitted for the drug product in commerce. ’

Thus, it is obvious that the term “limited data” applies to the scope of the =~

data and not to the number of values For example, an ANDA or NDA apphcant
isw orking with an APl that hasn_ot been manufactured for a penod of time
sufficient to establish valid process ranges for the critical property the test is
designed to measure. [n such cases, the applicant may, based on the
availability of only one or two lots of the API, be forced to propose interim
particle distribution specification acceptance limits “when partlcle size
distribution is a key (critical) APl property.

However, the apphcant isin a better posntlon than the Agency to deternjine
whether, or not, the available data is “limited” to the extent that the int'e’rim
acceptance criteria” approach presented should be used. -

Given its inherent complexity, the Agency nghtly concludes that most of the
time applicants can set definite acceptance criteria that, as they gain expenence
in producing the drug product, they may revise based on the results of their

“annual review” of the drug product.

[Note: For example, based on the observed batch unlformlty of the final blends from

the initial production, the firm may 'set a “tablet welght" acceptance specn‘lcatlon

from a) the batch target weight (200 mg) to b) the batch target weight + 10 mg
(210 mg). Subsequently, a review of the prior year’s data finds that the final blends

for the batches, though within thea pproved productlon limits, are not qu1te as

uniform as originally projected. The firm can then change its weight rarige from
“200 mg to 210 mg” to “202 mg to 206 mg" to reduce content varlablhty and file

the change with its annual report.]

Thus, the Agency rightly Ieaves it up to the appllcant to determme when
they have a “limited data” case.

The drug CGMP regulations explicitly requlre a drug product batch to meet
all of its batch acceptance criteria including statistical quality control criteria

(21 CFR 211.165(d)) as a condition of the release of that batch from one stage

to the next and for release for distribution,
Thus, there is no need for the FDA to comment in this regard

“The draft guidance statement regardmg inconsistencies between procedures publlshed in t.he European

Japanese and United States Pharmacopoeias is incomplete. ' As stated in the draft guldance Cwhere the

texts differ or where there is a dispute, the result obtained from the USP procedure is conclusxve
(Section V.I.A. line 1045) The use of the USP procedure however, may be inappropriate for any number
of scientifically justified reasons. A requirement that Juétrﬁcatlon be given for non-use should be added to
the draft guidance statement. The statement should be revised to read ... where the texts differ or where
there is a dispute, the result obtained from the USP procedure is conclus1ve If the USP procedure can
not be used, scientific justification should be provided.”

The FDA cannot ighore the explicit requirements wrltten into the law (the
FDC Act) governing the manufacture of drugs.
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‘That law makes the requirements of ‘the appl"c'c'a’bv’le””"lh;lSPé" WF? or

Homeopathic Pharmacapela of the United S‘tates (“HP-US") the sole final
arbitrators ONLY for components inh commerce.

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

The reality is that excipients from certain sources may not meet the
requirements set forth in the USP, NF or the HP-US even though they may meet
the requirements established in the EP or the JP and vice versa. o

If a compendial componentd oes not meet the requirements set forth in an

official compendium, it cannot, by law, be used in the production of an FDA -

o

approved drug product for which there is an official USP’ monograph
Moreover, the use of such in a new drug product will require the apphcant
to work with the USP to have the official component monograph (USP or NF)
modified or a new monograph issued before the USP issues a monograph of the
new drug product or risk having to cease manufacturmg ‘the new drug product
when the USP monograph for the new drug product becomes offl(:lal o
Therefore, the Agency should not make the’ change proposed ‘

“If multiple manufacturing sites are planned it can be valuable to consider data from tﬁese sites in
establishing the tests and acceptance criteria.” (Section V.1LF. line 1423)" The statement regardmg the
use of data from planned manufacturlng sites to establish tests and acceptance criteria is confusmg This
statement appears to be inconsistent with FDA’s position that site- speaﬁc stability data is not necessary.

Further clanﬁcatlon would be apprecmted »

The gu:dance prov1ded is for estabhshlng ‘acceptance criteria” for the tests
that an applicant is proposmg

Rightly, the Agency recommends including ‘test data from’ samples from

multiple sites when the use of multlple manufacturing sites is planned so that

the confounding effects, if any, that are site specific will be properly recognlzed \
and incorporated into the acceptance specifications being proposed.

No where does this guidance propose that the data being incorporated into
the setting of the acceptance criteria for the production of the drug product are
to be from stability data - rather it simply recommends that, in such mstances /
the applicant would do well to generate data from muitiple sites or l’lSk post
approval, finding that batches produced in a given srte fall to meet the
acceptance criteria established inthe firm’s approved filing. :

Thus, the Agency’s guidance recommends a scientifically sound and prudent
course of action for those who contemplate manufacture in multiple SItes
“Clarification is requested on the level of testing suggested for non-novel exc1p1ents by the sponsor The
statement ‘A certificate of analysis (COA) from the manufacturer and the test results from the same bgtcb from the
drug product manufacturer should be provided for the components described in P. 4’ is confusing. The guidance
seems to suggest that the drug product manufacturer may not utilize vendor COAs after the vendor has
been qualified. Will additional testing (beyond Appearance and Identification) by the drug product
manufacturer be required? (Section V1.D. line 1089). The inclusion of a complete listing of ‘FDA-
recognized standard references (e. g AOAC Internatlonal Book of Methods )’ in the guldance Would be
extremely useful ?
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. There is no contradiction between what the guidance requests and the
routme post- approval pract|ces available to the appllcant

The guidance simply requests that, for the lots used in the appllcatuon the
applicant provide both the “certificate of analysis (COA) from the manufacturer” of the
component and “the test results from the same batch from the drug product manufacturer

Currently, the drug CGMP requrres “additional testing (beyond Appearance and
Identification) by the drug product manufacturer.” ‘ r

Unless the manufacturer develops, validates, and uses specmc ldentlty
tests (and, in general, the “Identification” tests in the USP and NF ‘areN OT
specific), the drug product manufacturer is currently required to do full
compendial testing on “representative samples from each lot of each shipment of each
component.” . n

In addition, when other tests (such as, flow, affinity, compressibility,
surface roughness, bulk density, tapped density, and intrinsic dlssolutlon) are
critical to the differentiation between lots that should produce acceptable
batches of the drug product and lotst hat will not ‘the drug manufacturer is
required to develop and perform such testing on appropriate lot-shipment-
representative samples from each shipment of each lot of each component.

Because the listing for FDA-recognized standard references would be
required to be updated annually and readlly available from the FDA’s web site, it
would be lnapproprlate to include them in this guidance.

However, a reference to said document list and its on-line web address

. could be included in the gwdance to address this |ssue
" Therefore, this reviewer again recommends that ‘stich a list be’ developed" o

and a reference to it be provided in the gurdance (see reviewer’s rewew of
PhRMA’s formal docket submission).

“Our scientists are concerned that this draft guldance greatly expands the requlrement for 1dentlﬁcat10n
of impurities in excipients. The draft guldance states, ‘All expected drug impurities “(e. .2 degradatlon
products of the active 1ngred1ent 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.” (Section VILE.I line 1343) This
statement appears to irply that stability indicating methods should be developed by either the vendor or
sponsor for vast numbers of potential excipient impurities and degradation products. Limits of detection
and quantitation would potentially need to be set on a product-by-product basis. The enormous effort is
scientifically difficult to justify (especially for oral or topical drug products) and is extremely Burdensome
for non-novel exaplents Clarification from FDA would be greatly apprec1ated

First, the draft guidance srmply requires the applicant to list the items -
not to develop stability indicating methods, set limits of detection, set I|m|ts of
quantitation, and test for all 'such.”

Obviously, the Agency expects the component manufacturer to know the
compositional make-up and stability of the components that |t manufactures for
use in the manufacture of drug products. ‘

However, as stated initially, this section only asks the apphcant to I|st all
such ;

R

108



A REVIEW OF FORMAL COMMENTS TO PUBLIC DOCKET 021)70526 o

The real impact of an appliceht’s doing what is sﬁggested would be to
ehmlnate those vendors that cannot supply the requisite data from the
applicant’s approved vendors list.

“Additional clarification is needed for the following statement: ‘All analytical procedures for excipients
should be validated.” (Section KC. line 1062) Compendial procedures are well characterized, validated
methods and generally should not require additional validation. Manufacturers however should ensure
that these methods are appropriate for specific ch:ug‘ products. We propose that ‘All’ be deleted and
‘appropriate’ be added to the statement. The statement should be revised to read Analytlcal procedures
for excipients should be validated, where approprlate ”

Given the text which follows the quoted portion of Line 1062, “When 'énalytléal
procedures from the current revision of an official compendium or other FDA recognlzed standard
references (e.g., AOAC International Book of Methods, analytical procedures from EP or JP that are
interchangeable with a USP General Chapter) are used, they should be verified to be swtable under
actual conditions of use,” the definition of term “validated” used here’ includes
“verified” when the analytical procedures are from recognized sources it would
be inappropriate to make the change suggested.

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

,“Comments Section:

[ I R S N O L LI AP U R S S R NP W LT T e e Lo bt A e
Part 11T 1

HIC - Line 265

Please change the following statement 'to read ‘In some mstances, the composztzon gf d1stmct suly‘brmulamons
(e.g., cores, coating) of the drug product may be listed separately in the composztzon statement

“HIC - Line 269

In these cases, the composition of the immediate release and extended release portwns of the drug product may be
listed separate]y These cha.nges are suggested to provide ﬂexlblhty in the presentatxon of mformatmn In

Since this guidance presents suggestlons and not requurements there IS no
need and the commenters present no rationale to justify the change suggested

Moreover, the text as proposed in the draft is rational and shoufd facilitate
the reviewer’s assessment of the applicants’ submissions.

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

For all of the preceding reasons, this rewewer cannot support the changes
recommended.

“IIIC - Line 358 (footnote 1) S ,

‘Equivalent to 50, 100 and I.50 mg, respectively on the anhydrous basis.” Does this suggest that poteﬁcy should
be reported on an anhydrous basis? We request guidance regardmg how potency should be reported as
free base/acid or salt form.”

PR PN
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Lines 341 - 345 clearly address the reporting issue and, thus no
additional guudance is needed. .

“Part IV

IVA.la - Line 394

For example, f particle size is expected to uyquence the dissolution rate, drug product testing should be Conducted to
support the appropriateness of the test and acceptance “criteria jbr the' drug substance partzcle size distribution.” We
recommend the following be added to the statement above ‘Dose Volume term > 250 mL (BCS Category
2 and 4)." The statement should be revised to read ‘For example, if particle size is expected to influence the
dissolution rate (Dose Volume term > 250 mL (BCS Category 2 and 4), drug product testmg should be
conducted to support the appropriateness of the test and acceptance criteria for the drug substance part1c]e size

3

distribution.

Knowing that particle size distribution, as well as other cr|t|cal vanable
factors, may both directly and mdlrectly affect dissolution, this reviewer's
inclination would be to suggest that particle-size distribution effects be
established and documented for the particle size distribution’s effect on batch-
representative samples evaluated for drug-product uniformity and stability with
respect to the observed sample, and projected batch, distribution @f’if"a)' the
dosage unit’s weights; b) the contents and specific contents of each active; ¢)
the availability and rates of release of each active; d) the key |mpur|tles ‘and e),
in some cases, manufacturability.

“IVA.1b - Line 409
- “The compaalnhty of the drug substance with the excipients used in the drug product should be dzscussed if
formulation stablhty data suggest potentlal mcompatxblhty The statement lmphes ‘that formal exmplent
compatlblhty studies are reqmred ‘Because - excipient’ compatﬂnhty is often carried out as part of
formulation selection studies, compatibility studies on drug substance and individual exmplent should not
be performed separately.”

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

The applicant should discuss the compatlblhty of the drug substance even
when the data clearly show that they are compatible.

Obviously, such discussions must be supported by appropriate studies.

Moreover, as written “compatibility of the drug substances with the excipients”
(collectively), the guidance suggests for them to be studled together and not as
inferred individually. h

If the intent were to suggest md|v1dua| ‘testing, the language would have
stated “compatibility of the drug substances W|th” each of “the excipients used no

“IVA.2 - Line 451

‘An applicant may wish to discuss tbe use of noncompendzal-non nove] exczpzents W1tb tbe appropnate revzew .

division prior to submitting its application to ascertain the level of information that would be Warranted to support ‘the
b2l

use of the excipient.

Given the Agency’s goal of reducing the Iength of txme between appllcatlon
submission and application approval, the “is encouraged to” Ianguage m the draft
is more approprlate than the alternat:ve proposed ’
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. If any change is warranted, the phrase “is encouraged to” could be simply
changed to “should” in keeping with the gurdance s ovemdmg goal of presentmg
the Agency’s best thinking on how an apphcant “should” go about preparmg the'
Chemistry, Manufacturing, and Controls sections of an apphcatlon o

“IVA.2 - Line 456 :

‘See sections VI and XI C for addnzonal gu1dance on the ugfoz‘matlon tbat sbould be submitted to support the use of this
type of excipient.” Please define the term non-novel (e. .g- used in EU, listed in Inactive Ingredient Guide,
etc.).”

The term “non-novel,” as it applies to excipients used in drug product
formulations, means any excipient that has been previously used in one or more
approved submissions for a drug product of the same type as the appl/cant is
proposing.

Obviously the complete set of terminology pairs for eXCIplents is: a)
compendial—non-novel, b) compendial—novel, ¢) noncompendlal—non novel
and d) noncompendial—novel.

“IVC - Line 580

‘A table should be provzded that compares the equ1pmem used to produce c1m1ca1 batches that support eﬂicacy or
bioequivalence and primaty stabllzty ‘batches to the equ1pmem proposed ﬁr productmn batches The ‘FDA has
sought to simplify equlpment compansons and has issued guldance (e.g. SUPAC Equlpment Addendum)
to assist industry in descnbmg smaller scale and productlon equ1pment in a‘manner that allows for rapla
review and approval Clarification is requested regarding whether a list of eqmpment usmg the table
format and termmology recommended in the SUPAC gmdance is satlsfactory

Only in cases where the drug product proposed is covered by the “SUPAC
Equipment Addendum” would it be appropriate to use the format and
terminology recommended, provided that information provides all the
information being requested. ’ V‘ “Z

“IVC - Line 580 ) ) .
Please change the statement to read, ‘For equlpment of different opefatmg design or prinéiple a table
should be provided that compares the equipment used to produce clinical batches tbat support efficacy or b1oequ1valence

and primary stability batches to the equipment proposed jor production batches

Regardless of the apparent differences or lack thereof the apphcant should
submit a table that compares the equipment used in the key submission
batches specified to the equipment'proposed for the production batches.

Notwithstanding the permissions conveyed by SUPAC, the apphcant bears
the burden of proving what they are proposing to do is similar enough to what
has been done to ensure that there is little or no risk of srgmf;cant drug product
uniformity changes between the equnpment and scale that has been used and
the equipment and scale that the applicant proposes to use for full scale
production.

This reviewer (having some experlence with formulations rangmg |n scale
from 0.75 cu. ft. [0.02 cu. m] to 175 cu. ft. [5 cu. m]) has been in several

‘situations where a firm failed to recognize the negative impacts of scale on
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" materials and found that snmply scaling up the production” process “while

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

For all of the preceding reasons, this reviewer opposes the change
proposed.
“IV.C. - Line 584 o
“The table should identify (1) the identity (e.g., batch number) and use of the batches produced usmjg the specified
equipment (e.g., bioequivalence stud)/ batch # 1234) and (4) any significant eqmpment differences (e .g-» different
design, operating principle, size).” Please include in this guidance a representative table of equlpment similar
to that provided in SUPAC Equipment Addendum. Alternatlvely, a cross reference should be prov1ded

Agree with the commenters tha’c a detailed example table would be useful
to include in the guidance.

Because it might mislead those whose products fall outside of SUPAC the
guidance should not cross reference the “SUPAC Equipment Addendum

“IVD - Line 589 - : - : : .t

‘D. Container Closure System (P.2.4°) We recommend that the container- closure sectlon be clanﬁed and

generalized into a broad outline of the information contained in FDA Guidance: Contamer Closure
Systems for Packaging Human Drugs and Blologlcs followed by a reference to the FDA Guidance:
Container-Closure Systems for Packaging Human Drugs and Biologics for more spemﬁc 1nformat10n

“IVD - Line 596
For clarity, the following sentence should be revised to read, ‘A brief description of the contamer r closure
systems listed in P. 7’ should be provxded Any special storage and transportatnon container closure systems
that may be necessary for proteins or ‘other envxronmentally sensitive drug products should also be
provided.” "

3

“Part V

VA - Line 695

‘Addresses for foreign sites should be provzded in comparable detail, and the name, address, and phone numbet of the
U.S. agent for each foreign drug establishment, as required under 21 CFR' 207.40(c), should 'be included.’
Maintaining accurate and current information in the NDA can be problematic. Please prov1de guidance
whether Form FDA-2857 (Drug Listing Requirement) may be used alternately to prov1de the detailed
information requested ?

Maintaining accurate and current information in compliance thh 21 CFR

207.40(c) in any “CMC” document being prepared for submlssmn can be

problematic.

However, because: a) the applicant has more “control” (lnﬂuence) over and
interaction with the foreign firms it is proposing to reference in an application
than the FDA; b) there is no assurance that the Form FDA-2857 data is up to
date; and c¢) the applicant has the responsibility for submitting; accurate
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information, it would mapproprlate to suggest that an appllcant can rely on the
information in the Form FDA-2857 database. =

Of course, an applicant is free to use this approach when the firm is certain
that the foreign site maintains an accurate and up-to-date Form FDA- 2857 that
provides all of the information requested by the Agency.
“VA-Line710
“To facilitate pre-approval mspectmn related activities, it is recommended that the name, teIephone fax number and e-
mail address of a contact person be prov1ded  for each site Ixsted in the appbcatmn See comment to Lme 695 v

Iy
i

Please see this reviewer's comments to the prior entry

“VB - Line 748
The section ‘Reference to Quality Standards’ is redundant as thls mforma‘aon is already provided i 1n hnes 304
through 315 of the draft guidance.”

The commenters are correct, but no point is made as to what action, if any,
the commenters’ think should be taken to address this redundancy. )

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

“The suggested information for reportmg in this section is the same as the
guidance provided in the correspondmg text in Section IH C under the same
heading, ‘e Reference to Quality Standards.”” “

“VC - Line 824

‘A statement should be provided that ruminant-derived materials ﬁom bovme spongi ﬁrm encepha]opathy (BSE)
countries as dgﬁned b)/ the U.S. Department of Agriculture (9 CFR 94.1 I) are not used or mampu]ated in the same
Jacility.” This information should be provided in Sectlon X1I, Regxonal Information.”

This reviewer thinks that the inclusion of the S|mple statement quoted is
appropriate where it is.

However, the guidance should be modified to provide a section ln Section
XIl that spells out, for each referenced site, exactly how the 5|te ensures
compliance with the commitment made in Section V. C

o
o
i

VC.2 - Line 849

“Steps in the process should have the appropnate process controls 1dentgfied Assoaated numeric values can be presented ‘
as an expected range. All critical process controls should be included in the a'escrzptwn of the mamy‘&cturmg process
(MPR or narrative).”

The revision in the language suggested would place the gwdance at odds ‘

with the requirements for process controls set forth in 21 CFR™2TI.110 and

211.160, and the other areas of 21 CFR210 and 211 that mandate controls
Therefore, the guidance should remain as drafted, “All process controls, critical or
otherwise, should be included in the description of the manufacturmg process (MPR or narratlve)

“Part VI ) o ) i B o *
VI - Line 9136
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..*The P.4.1 to P.4. 4 1ry‘brmatzon for each 1nd1v1dual exc1p1ent sbou]d be grouped togetber in the apphcatwn For

! ‘greater document clarity, we propose a flexible approach that minimizes lnformatmn redundancy by
perrmttmg information common to excxplents to be grouped together ‘

Since the guidance is only that — guidance, each ﬂrm is free to follow an
alternative provided it implementation satisfies aII of the apphcable CGMP' (
requirements. _

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

On that basis, this undefined alternative “ﬂexrble approach” should not be
substituted for the one spelled out in the draft L o
“VIA - Line 1022
‘In addition to listing all the tests for an excipient, the specy‘icatlon should 1dentgfj/ the tests that tbe drug product
manufacturer will routinely perform and the test results that will be _accepted ﬁ'om the exc1p1ent manqﬁzcturer s
certificate of analysis (Cofd).” We would greatly appremate clarification regardmg the 1mpact of this
statement on reduced testing/ vendor quahﬁcatlon Would the ﬁhng of a Supplement be’ requlred to
change testing agreements between the exaplent manufacturer and the drug product manufacturer”’

Some type of notification is required in all cases (minimally, as a changes
effected” section in the firm’s next “annual review” report for the drug product)

In cases where the drug product manufacturer is. lmp!ementmg a major
reduction in the level of routine testmg performed, a “changes 'effective”
supplement might be needed. , R

For “narrow therapeutic range” and sterile drugs, the dru’g-product
manufacture may, in some cases, need to file a “pre-approval” supplement and
wait for the Agency to approve it. o ' R

In all cases, a call to the local district should clarify what the approved
application holder needs to do T
“VIC - Line: 1062 ,
‘All anaI)/tzcaI protedures for excipients should be validated.” Please note that most Compendial ‘methods are
well characterized and consequently do not require validation. We request that the statement be clarified
to reemphasize this fact.”

As stated in the review of the General Comments that brought up thls very
point, the statement is what should be sald since the gurdance provrded clearly
indicates that “complete validation” is not needed for analytical procedures
methods that are from those publlshed by bodies recognized by the FDA
provided the recognlzed analytical procedure is used without any modxflcatlon -
such “only require verlflcatlon under actual condmons of use.’

“VID - Line: 1089

‘A certificate of analysis (COA) fmm the maanacturer and the test results for the same batch from the drug product

manufacturer should be prov1ded  for the components described in P.4. The ugformatzon should be for the materials used

to produce the batch described in the executed producnon record (R.1.P)." We request that the last sentence be

changed to “The information should be for a representauve batch of the material showing conformance to
o
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the specification (P.4.1)." Results of tests on the components of EPRs will bé included ifi section R.LP, as
stated in the draft guideline.” ‘

This reviewer sees the_logic in suggesting the information provided here(
“should be for the materials used to produce the batch described in the executed productlon record’
and NOT just from some “representative batch of the material” as the commenters
propose. e -

The rational goal of this guidance is to ensure that the manufacturer fully
characterizes the materials used in the key batches submltted in support of an
application.

Therefore, this reviewer sees compellmg reasons for retarmng the Ianguage
in the draft guidance.

“VID - Line 1093
‘Use of terms such as conforms or meets specification is discouraged.” We suggest that this paragraph be removed
as it is stated in R.1.P Part VIL.”

Rather than removing it, this reviewer contmues to. recommend changmg rt
to “Use of terms such as conforms or meets specification is proscribed,” but accepts that the
current language is probably adequate
“VIIA - Line 1147 3
The following sentence should be revised to include * a.nd/ or”. The sentence should read as follows ‘If an
analytical procedure will be used on]y to generate stabzbty data, the ana]ymca] procedure should be Jescnbed inP.
8.3. _] ustzfzed interim acceptance criteria and/ or tests with sunset..

|
|

T B
i

“VIIA -Line 1167

‘Some tests that are identified as appropriate for mcluszon in the speaﬂcatmn can be proposed as penodzc quahty
indicator tests when there is sufficient data and justi jeation.” Please prov1de ‘further information regardmg what
FDA would consider sufficient data and justification to support a penodxc quahty 1nd1cator test.”

'

“VII A- Line 1194
‘For example, justification for a PQIT would be more likely _fbr the om] dosage jbrm tben fot a bzo]ogzca] or

M

biotechnology- denved parenteral drug product

The proposed change improves the grammatrcal correctness of the
statement being made and. should be adopted h

“VIID -Line 1288 /
‘Batch analysis data should be promded for all batches used for clinical eﬁicacy and sqféty, bwavazlabzhty,
bioequivalence, and primary stability studies.” This reqmrement may be redundant if certificates of analy51s are
provided in other sections of the NDA. The sentence should be revised to read “Batch analy51s data should
be provided (or cross reference provided to this data in another NDA section) for all batches used for
clinical efficacy and safety, bioa‘{ailabiljty, bioequivalence, and primary stablhty studies.” (
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While this reviewer agreés‘ with the need to revise this sentence jjalopg the
““lines presented, the review suggests the revised Ianguage should be:

“Batch analysis data should be prowded here (or a cross reference should be
provided to this data when all of it has already been reported in another part
of the CMC section of an application) for all batches used for clinical efﬁcacy and
safety, bioavailability, bioequivalence, and primary stability studies.”
“VIID -Line 1289

‘Batch analysis data should also be provided for any other batches that are bemg used to estabbsb or justify
specification and/or evaluate consistency in manufacturing.” We feel that this statement is also’ redundant as
this is provided in Control of Drug Product, Specifications (VIL. Ay

If the commenters’ statement is true, then the proper course is to change N

this sentence in a manner similar to that used in the previous comment.’
Therefore, this reviewer would suggest the following:
“Batch analysis data should be provided here (or a cross reference should be
provided to this data when it has already been reported in another part of
the CMC section of an application) for any other batches that are bemg used to
establish or justify specification and/or evaluate consistency in manufacturmg

“VIID - Line 1288 >
‘Batch analysis data may be provxded for all batchos used for chmcal efﬁcacy and safety, bloavallablhty,
bloequlvalence and primary stablhty ‘studies.”™ )

The reviewer dlsagrees with this substltutlon of “may” for “should” in the
guidance and supports the use of the draft language as originally drafted.

The application reviewer needs the batch analysis data from all batches
used for clinical efficacy and safety, bioavailability, bioequivalence, and primary
stability studies to judge whether or not the drug product meets the expected
standards of safety and efficacy as well as whether or not, the production
process and controls conform to all of the requlrements of apphcable CGMP
regulations.
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“VIID -Line 1291 o R o
““The batch analysis reports (e.g., COAs) and collated batch analyses data should include a description of
the batches.” This should not be necessary if the data is tabulated. Does this mean that COAs are
required for all of the aforementloned batches?”

Given the nature of the lnformatlon that the Agency expects to frnd in the
“description of the batch” (Lines 1294 1305) the provision of this rnformatlon is /

necessary regardless of whether or not the data is collated

Contrary to the commenters’ rnference of a requrrement fOI’V“COAs,"‘the N

need is for the listed information that |dentrf|es the batch COAs are only
suggested as an example (“e.g.”) not as what is meant ( ‘

On this basis, the requested information” shoutd be provided and the
language in the draft for this part of the guidance should Abe kept as it is.

VIID.] -Line 1311 :

‘Batch Analysi’ We recommend that the reqmrements in this section be deleted. The mforma‘aon
requested is extensive and would typically be included in IND amendments. Only lnformatlon requlred
to support the NDA specification should be included in the NDA

Again the commenters mistake the scope of the proposed guldance and
acts as if it only addresses NDA applications.

Since it addresses both NDA and ANDA apphcatrons ‘and there is a justified
need for the reporting of the requested information in the application (if nothing
else, it facilitates the application’s review), the requirements of this sectlon need
to be kept as they are.

‘The_little additional effort requlred by today’s NDA filer to transfer the
information from electronic files in an_ IND to the NDA application is more than
offset by the decrease in review time appllcatron reviewer must expend

in searching through dlsparate documents”to flnd the mformatlon that he or she\m o

is seeking.

“VIID.1 -Line 1317

‘A summary of any change in the analytical procedures should be provided if the analytical procedure ( 1) change over
the course of generating the batch analysis data and/or (2) are di ﬁ'erent from the analytical procedure included in
P.5.2. We believe this is also redundant as the historical information about the analyucal procedures is
captured in the stability section (X.C. ). “We feel that the requxrement ofa summary of changes is unduly
burdensome. If the principle of the assay changes (titration versus HPLC) then this should be 1ncluded

but minor changes (mobile phase and chromatographlc condmons) need not be reported l

Contrary to what the commenters assert, not all of the h|stor|ca|
information about all test procedures is captured in X. C.

Moreover, the generat|on and inclusion of a summary of the changes if
any, in this section of the CMC again facilitates the review process.

Since the applicant’s method history section of SOP or Work Instruction for
each method used should contain this information, mcorporatmg the requested
information into the application is not * unduly burdensome.”

For all of the precedlng reasons, this reviewer recommends that the draft
language be retained.
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“VHID.2 - Line 1332 j

‘However, collated data should bekprovzded for at least assay and 1mpur1t1es (e. g degradatwn products reszdual
solvents) and should be considered for other tests such-as-water-eontént dependent on the dosage form.’

This reviewer sees no need for the addition of the phrase “at Ieast and
frankly does not understand what is the mtended ‘meaning of the phrase
“dependent (| depending?) on the dosage form” in the context that it appears. ‘

This reviewer therefore recommends that the draft’s language be retamed

1

“VIIF -Line 1371 | | o | N
‘Attempts should be made to identify all degmdatwn products found at ugngﬁcam Ieve]s in the dtug product Please
provide clarification regardmg what is meant by ‘sign ﬁcant levels.”” o

While this revrewer supports ‘the need for a definition of ithe term
“significant levels,” he believes that this is a complex issue that should be
addressed by the applicant in his or her discussions with the Agency. 4

The answer will obviously be influenced by the nature of the drug product
and its route of administration as well as by the toxrcrty (acute and short term
chronic) of the degradants in questlon

For example if administering 0.1 micrograms/kg of a glven degradants
fraction to the mouse in an acute toxicity study kills all of the test subjects,
knowing what the degradants are and controllmg them become critical issues —
in such cases, the appropriate “significant leve!” may be 0.0001 % by werght or
less.

This is the case because the degradants fraction is very toxic. ( (

On the other hand, if a 1 mg/kg 30-day chronic toxicity study in the mouse
and the hamster shows no evidence of adverse effect the degradants )
information is less crucial and the ICH API gundance Jimit of 0.1 % by weight
may be an appropriate srgmflcant level” threshold

“IX Line - 1539

‘If an NDA is submitted for a new plastic that will be used for blood component stomge, adequate 113format10n on the
plastic should be submitted, including the composition of the p]astxc We recomrnend that spe01ﬁcat10ns also be
included for blood component container-closures.”

This reviewer believes that the commenters’ concerns can be addressed by
revising the language begrnnmg at Line 1539 toread:
“If an NDA is submitted for a new” material “that will be used” in a “blood componentﬁ B
storage” system, adequate |nformat|on on the materlal should be submltted mcludmg the
composition of the” material.
After all, though new p|astrcs head today’s ‘concerns in the blood
component area, in the future some other materlal or material class may be
introduced that would raise similar concerns._
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“XMIA. 1 - Line 1799

‘For NDA submissions, art EPR for a batch manufbctured on . at Ieast a p.zIot ‘scale should be subm1tted we

recommend that “In cases of multiple strengths, one batch per strength should be sufficient for
submission” be added to the above statement. The statement should be revised to read “For NDA -
submissions, an EPR for a'batch manufactured on at least a pﬂot scaIe should be submltted In cases of
multiple strengths, one batch per strength should be sufficient for subrmsswn

This reviewer does not object to the suggested addition but feels that is not
crucial because of the language (in Lines 1800 - 1803) -that follows the line the
commenters addressed, “In cases where clinical batches used in Phase Il trials were less than
pilot scale, submission of the EPR for the largest scale clinical batch is also recommended Dlscuss[kon” .
of which EPRs should be mcluded in the NDA can be a topic at pre- -NDA meetmgs, clearly
indicates that apphcant and the Agency should agree on the nature and number

of EPRs that an apphcant should submit before the appllcatlon is submltted

JEPSTTE
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GlaxoSmlthKIme s Submnssnon Posted Jun? 26 2003

[Note: The original comments are quoted in a Condensed font (Pu’pctua) the guotes
directly from the draft guidance are quoted in a styiazed font (Lydnan) 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.]

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

Time and time again the word “escalation” is used.

Repeatedly, demands are made for the Agency to provide addmonal
guidance or information or lists. '

The commenters also frequently cast their remarks in terms of what the
commenters will do - not in terms of what ’che commenters think should be
required of applicants in general

On the positive side, the commenters provide conSIderable lmpetus to a
restructuring of certain sections to make them more compatlble W|th the
formats mandated in a CTD format that has been adopted by the EU.

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

“I11. DEGCRIPTION AND COMPOSITION OF THE DRUG PRODUCT ¢ )

A. Description of Dosage Form

‘We recommend a standardized list of dosage forms be prov1ded by FDA. “The list should be ahgned with
European Pharmacopoeial Standard terms. (Lines 244-245)”

While this reviewer is all for the use of standardlzed terms, the lndustry and’

not the FDA should develop the list and, as in the EU, the USP is the

appropriate place where such should be estabhshed

Since the EP has such a list it should be easy to get the USP and the JP to
a) use the EP list as the basis and b) agree upon common language deflmtlons
of such.

In the interim, an appllcant is certainly free to use the EP text as a part of
its description of the dosage form. ;
“C. Composition Statement
By first intent, the Drug Master File (DMF) and qualitative information should be referenced If it is not
available, quantitative information will be prov1ded (Lmes 289- 296)

v -

Though the comment is somewhat cryptlc the commenters seem to be

'saying that the DMF option should have been presented first.

However, the commenters do agree that when ‘it is not avaﬂable,"‘quantitative
information” should “be pr0v1ded ~

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

I
i
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" A.2. Excipients (P.2.1.2)

An updated list of known excipients from FDA is. needed, because a company would only have
information on its own products. The inactive mgredlent Tist” (pubhshed by the FDA) should be updated
ona regular basis. (Lines 460-466)”

Though the FDA may need to update its excipient list more frequently, the
Agency could assist applicants if it were to include the maximum approved level
for each excipient in each drug-product type m which that exc2|p|ent has been
used.

“An updated list of known agents that nnpart pharmacologlcal act1v1ty is needed from FDA! (Llnes 468-
483)” Cb e .

|

While an updated list may be needed this reviewer thlnks that the
pharmaceutical industry and academia are better equipped to generatc the

needed list than the FDA.

If an updated list is needed, then the industry should ‘submit all, ‘instances

where they have observed such to the USP for pubhcation in an |nformat|onal
monograph therein. :
However, no matter what the list states the appllcants should stlll test their
formulations for this effect because the formulation may be usmg a) an
ingredient not on the list that 1mparts pharmacologlcal actlwty in the
formulation they have developed or b) an ingredient on the list in a “novel”
manner such that lngredlent ‘may have a previously unrecogmzed
pharmacologlcal effect. ‘ o
“B.1. Formulation Developmenf(Pd 3. 1) O . ¢ Lo
Clarity is needed about the special features of drug product discussed. (Lmes 507-512)”

Again, the comment is too cryptic to convey what specnﬂcaliy are the
concerns that the commenters have about the special features gundanCe ‘

“B.1. Overages (P.2.2.2)

The last sentence is too constraining. It should be changed to ‘Use of an overage to compensate for
degradation must be justified by data on the basic stability of the drug substance and data on drug product
manufacture and stability. Information must also be prov1ded demonstrating that the ‘excess active
ingredient added to compensate for instability does not compromise safety nor efﬁcacy of the medication
and that the level of degradation products associated with the need for an overage do not pose safety nor
tolerability issues.” (Lines 537-539)”

This reviewer agrees with the commenters’ suggestion and suppo‘rts the
language proposed. ‘

This is the case because: a) permits overages of actives to compensate for
degradation losses and b) spells out what an applicant needs to provide to in
the application whenever the applicant proposes to add an overage to offset
degradation of the active in productlon of the drug product and/or over the drug
product’s proposed explratlon dating period.

~ “B.3. Physicochemical and Biological Properties (P.2.2.3)
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More clarity is needed relative to establishing a relationship between biobatches and n vxtro release
(dissolution) testing. (Lines 543-550)” '

What the commenters seem to be requestlng here is for the Agency to
include in the guidance some eprICIt suggestion that the applicant should link
the performance of the biobatches to the in vitro release testing obtalned for the
test used. “

Given that bloequwalence ‘batches are associated wntthNDA apphcatlons -
where the in vitro release testing (Dlssolutlon or g ease) has long been
established in an offncxal compendlal monograph, “the applicant usually has little
flexibility in adjustmg the in vitro release test.

Since this link is often tenuous, this reviewer sees no need to suggest that,
in general, the data for such be interpreted by some esoteric companson to the
performance of the biobatches tested.

“We agree, as these seem scientifically reasonable, that 1) the drug substance concentration in the drug
product should be compared to the solubility of the least soluble solid state form and 2) when the drug
load is close to saturation, the solid state forms of the drug substance that can crystalhze from the drug
product vehicle should be discussed. (Lines 552- 556)

i
“C. Manufacturing Process Development (P.2.3) : |
Only equipment spec1ﬁed as part of critical step(s) should be defined by its basic operating prmcxple The
additional level of detail should be handled dunng a pre approval inspection (PAI) or a Good
Manufacturmg Practices (GMP) mspectlon (Lmes 580-5 87) .

This reviewer dlsagrees and thinks that all design differences should be
provided to the application’s reviewer in the submission. o »

The guidance only requests that the “operating principle” differences be
reported not that the operating principle be reported for all. ‘

In general, submissions in an application can be used to evaluate ‘a) the
applicant’'s understanding of the CGMP requirements requested for equ1pment
and b) the applicant’s approach to compllance '

The inspectional process (PAl"and GMP) 'is designed how well the
applicant’s performance in manufacturing complles with CGMP. '

Moreover, the FDA inspectorate uses a copy of the CMC sectlon of an
application to plan its PAl inspection.

The less clear the CMC section_is the more likely it is that a) the length of
the inspection will increase_ and/or b) Agency resources will be Iess than
optimally deployed y

This reviewer knows that the requested lnformatlon should be prowded and
that providing it should speed up the overall application review process

“F. Compatablhty (P.2.6) !
Clarity is needed for which dosage forms to which this should be applied. This needs to be tied to label
use; not off-label use of the drug product (Lmes 655- 666)”

Sede s s
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Since all dosage forms have compatibility |ssues that should be addressed '
this reviewer does not know what facets of the gurdance provrded that the
commenters think need to be clarn‘led

The commenters’ remark, “not to off-label use of the drug product,” Seems to tie to

the draft guidance’s suggestion that the applicant should supply compatrbrllty
information for the drug product proposed in the application “wrth llkely
coadministered drug products

Given the language in the draft guidance, this reviewer see no need to add
verbiage to deal with compatibility studies with a coadmlnrstered drug product
being used in an off-label manner.

Based on the preceding, ‘there is 'no compelhng reason to modlfy ‘the
referenced language in the draft gurdance )

“y. MANUFACTURE (P.3)

A. Manufacturer(s) (P.3.1) ‘ S -
This information should be put in the Establishment Information (in Module 1). As is, thls reduces the
reusability of this module for Common Technical Document (CTD) submissions. (Lines 685-708)

The information requested should be provrded as requested because it is
needed by the Office of Compliance (which usually only receives a copy of the
CMC section of an application) for identifying the sites and the lnspec’nons
needed for the sites specified in the applrcatron

For that reason alone, the draft text in this area should remain as. |t is.

“Batch Formula (P.3.2) P

Clarity is needed as to how this relates to the + 10% range that is assumed is acceptable varlablhty
following GMP. The concern is that this may apply to film coatmg quantltles “that are spec1ﬁed as ranges
(smce an exact quantity is not practlcal) The agency shoulcf cIarlfy how tfns guldance on ranges apphes to i

Nowhere in the CGMP regulatrons is there any perm|55|on for any glven
level of variability much less a 10 % range.

Each applicant is supposed to develop a formulation and justlfy the “
variability that is allowed about the target value in the formulatlon

For example, applicants have and can easuly jus’clfy film coat hmlts that
range from the target minus 20 % up to target plus 50 % for a film “seal” coat

(containing no a) color, b) active or c) release control mgredrent) that |s used to = ‘

seal the surface for inking.

As with other guidance, how it applies depends upon the exact instance
and, in general, an applicant can establish whatever ranges the science,
practical limitations of the production process used, and the controls permit
provided the tolerances set are set based on sound science and produce CGMP
comphant batches.
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Since no manufacturing process produces units WIth “0” tolerances
practically, all have ranges.

From the point of view of quality and CGMP compliance, the ranges
established should be as narrow as production limitations permit when the
factor can adversely affect the crltlcal varlable propertles of the drug product.

In any case, the applicant must establish the ranges allowed and justlfy the
‘ranges set in the apphcatlon

i
“C. Description of Manufacturing Process and Process Controls (P.3.3) :
Replace the phrase ‘the material might be held for a period of time prior to the next step” with ‘including

holding times as appropriate for the product and manufacturing process.’ (Lmes 787- 796) >

Given that CGMP requires the holding of in-process batches (2I CFR:M““ :

20 1.110(c) In- -process materials shall be tested for identity, strength, quality, and purity as
appropriate, and approved or rejected by the quallty control unit, during the production process,
e.g., at commencement or completion of significant phases or after storage for long pertods) until
approved for further processing by the quality control unit (QCU), most process
are non-continuous. ‘

What seems to be meant IS ‘therefore, “m|ght be held an extended perlod
of time prior to the next step

Similarly, the word “noncontinuous” should be replaced with the word
“discontinuous.” ’ b '

With all of the preceding in mlnd this reviewer would suggest that Lines
790 - 793 be revised to:

o each manufacturmg step w:th ldent|flcat|on of the crmcal steps and any manufactunng step
where, once the step is completed, the material might be held for an extended period of
time (i.e., discontinuous process) before the next processing step is performed

“Comments related, to the statement in the guidance “A statement should be provided that ruminant-
derived materials from bovine sponglform encephalopathy (BSE) countries as defined by the US
Department of Agnculture (9CFR 94.11) are not used or manipulated in the same facﬂlty » follow (Lines
824 -830) :

1) This appears to be an issue that would more typlcally be addressed through GMP,inspection rather
than within the NDA as it relates. to site quahty practxces and procedures which are not product speaﬁc

2) If FDA insists that such information be presented in the NDA, further clarlty, is nee&ed regarding
the typical expectations for new chemical entity (NCE) products as compared to biologics and biotech
products. :

3) If FDA insist on provision of this information for NCE products, they must quahfy thelr
requirements with suitable exemptions for low risk materials such as milk derivatives, tallow derivatives,
gelatin, etc., as reflected in the CDER guidance on sourcing and processmg of gelatm prov1ded certain
measures are taken, it is acceptable to use animals that have resided in BSE countnes in the productton of
gelatin,  Similar guidance is required for other such low nsk materlals ie. tallow denvauves mllk
derivatives, etc. g : : ° coh

The commenters raise some issues that the Agency may need to address as
it revises the initial draft and where lndlcated "deal with the issues ralsed

- l
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However, the information requested is a simple declaration and as such,
seems to be a reasonable compromise given the lack of detailed gurdance that
the commenters think is needed
“D. Controls of Critical Steps and Intermedlates (P.3.4)

The company should have ﬂex1b111ty to determine which batches are included for giving data that - support
the process. These would not necessarily have to be batches for which full batch ana1y51s data according to
specification are given, or for items that would be more appropriate in P.5.4, e.g., (a) port1on(s) of a

batch may be used to establish mixing times. (Llnes 927 929)” h

Since the FDA is only providing guidance, the company does mamtam the
ﬂex1b111ty to determine which batches are included for giving data that support the process. "

In cases where a firm wants to provide analysis data from different
batches than those in the guidance, the firm should discuss their decision with
their local FDA office and work out an acceptable set to supply and submit that

set along with the justification that establishes that the set submltted is as

informative as the suggested set.

Finally, since the commenters did not suggest alternatlve wordnng, the

current language should be retalned

“VI. CONTROL OF EXCIPIENTS (P 4)
For non-novel, non-critical excipients (i.e. excipients which do not have a major impact on the quality or
safety of the finished product), this escalation is unwarranted. FDA will have ample opportunity to
review the rationale and ]ustlﬁcation for reduced testing and/or substltutlon of analy’ucal me’rhods during

Clarification of information on pharmaceutlcal propnetary rmxtures (fiImcoats and ﬂavors) is needed

A, Spemﬁcatxons P.4.1)

For non-novel, non-critical excipients (i.e. excipients which do not have a major impact on the quality or
safety of the finished product), this escalation is unwarranted. FDA will have ample opportunity to
review the rationale and Justlflcatlon f'or reduced testmg and/ or subsututlon of analytical methods durmg ’
a PA1 or a routine GMP inspection. ™ ~ ‘

It is unclear why information on the quahty control (specification, analytical methods, Vahdatlon and
justification of specifications) of novel excipients should not be presented in sections P.4, 1-P.4.4 along
with other excipients. Other manufacturing and controls information logically resides in P4 6 and A.3,
but it would seem sen51ble to keep all exc1p1ent specs and methods etc in one place

Itis assumed that cornposmon and DMF references etc. for proprletary mixtures should be ngen inP4.1
with methods in P.4.2 etc. Clarity would be helpful »

Other than to suggest that the requested information should be reported
in different sections and/or to complain that there is no need for the addltlonal
information requested, the commenters do not suggest an alternative. B

Based on this, the guidance should continue to include’ these requests
with some consrderatlon for relocatmg the text as the commenters suggest

“B. Analytical Procedures (P.4.2) ' R S * ‘
For non-novel, non-critical excipients (i.e. excipients which do not have a major impact on the quality or
safety of the finished product), thlS escalatlon is unwarranted FDA will have ample opportumty to

i e
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review the ratlonale and justification for reduced testlng and/ or subsntutmn of analytical methods during
~a PAI or a routine GMP inspection. "~ = 7 , 0

It is unclear why information on. the quality control (specification, analytical methods, vahdatlon and
justification of specifications) of novel excipients should not be presented in sections P.4. 1:P.4.4 along
‘with other excipients. Other manufacturmg and controls information logically resides in P. 4 6and A.3,
but it would seem sensible to keep all excipient specifications and methods. etc in one place.

It is assumed that composition and DMF references etc. for proprietary mixtures should be gwen in P4.1
with methods in P4.2 etc. Clarity would be helpful.”

Again, other than to suggest that the requested mformatlon should be
reported in different sections and/or to complam ‘that there is no neéd for the
additional information requested the commenters do not suggest alternatlves
or present a regulatlon or science-based rationale for the commenters’ posmon

Based on the preceding and the observatlons made in the prlor reviews,
the language in the guidance should be kept as it is m(the draft guidance with
some consideration for relocation as the commenters suggest.

“C. Validation of Analytical Procedures (P.4.3)

For non-novel, non-critical excipients (i.e. excipients which do not have a major impact on the quality or
safety of the finished product), this escalation is unwarranted. FDA will have ample opportunity to
review the rationale and justification for reduced testing a.nd/ or substltu‘aon of analytical methods durlng
a PA1 or a routine GMP inspection. e

It is unclear why information on the quality control (specification, analytical methods, vahdatlon and
" justification of specifications) of novel excipients should not be presented in sections P.4. 1-P.4.4 along
with other excipients. Other manufacturing and controls information logically resides in P.4.6 and A.3,
but it would seem sensible to keep all excipient specifications and methods etc in one place

It is assumed that composition and DMF references etc. for proprietary mxxtures should be glven in P.4. 1 /
with methods i in P.4.2 etc. Clarity would be helpful

As was the case in the prior two sections, other than to suggest that the
requested information shou!d be reported in different sections and to_complain
that there is no need for the addltlonal information requested, the commenters
do not suggest alternatives or present a regulatlon or science- based ratlonale,
for the commenter’s position.

Based on the preceding and the observations made in the prlor reviews,
the language in the guidance should be kept as it is in this draft guidance with
some consideration for the relocation that the commenters request.

e e

1
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“D. Justification of Spec1ficatlons (P.4. 4)

As stated above, the requirement to provide information to justify the use of reduced testmg regimes for
standard excipients is excessive. (Lines 1089- 1094)

Without providing any science-based or regulatlon -based ratlonale to omrt
the requested information, the commenters again object to the request for
information that demonstrates that the CMC sectlon demonstrates comphance
with clear requirements of the CGMP regulations governmg drugs

Based on the preceding and observations made in the prior revnews the
language in the guidance should be kept as it is in this draft guidance

“E. Excipients of Human or Ammal Ongm (P 4, 5)
Further clarity is requlred from FDA as to the extent of information that must be presented for NCE

products as compared to blologlcs and blotech products (Lmes 1 102 l 104—)"

This reviewer sees no such need to clarlfy a srmple request for a
declaration concernmg the source of sald excuplents
“Should FDA require information regarding the risk of transmissiou of TSE agents via the use of ruminant
derived materials in the manufacture of NCE products, further gmdance is required from FDA regarding
appropriate sourcing and processing criteria. Currently, guidance is only available for gelatin for

pharmaceutical use and is not available for other low risk materials. such as mﬂk and tallow derivatives | =~

114
etc. . N . ,r_ﬂw\‘, .

Lines 1108 — 1111 state “The potential adventitious agents should be ldentlfled and
" general information regardmg control of these adventitious agents (e.g., specifi cations, descrlptnon of
the testing performed, and viral safety data) should be prowded in this section. Details of the control ‘
strategy and the rationale for the controls should be provided in A.2.” =~

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

Recogmzmg that information on the risk of transmission of any
adventitious is difficult to generate, the Agency has focused upon ensurmg ‘that
the applicant has recognlzed the potential adventitious agents and adopted V
scientifically sound and appropriate controls to reduce the risk of transmlssron '
and identify when transmission has occurred. )

“E. Novel Excipients (P.4.6) a o SRR
Instead of US only, consideration should be given to those exmpxents w1th approval in well regulated
markets. (Lines 1118-1119)

The rationale for including the specxﬁcatlonf for novel excipients in this section and all other details,
including analytical methods, validation of analytical methods and justification of spec:1ﬁcat10n in Appendix
A.3 is unclear. Rather than fragment basic information (specification, methods etc) regardmg quality
control of excipients over three sections, it is suggested that such details be presented in sections P.4.1 -

A
-
H

P.4.4 for all classes of excipients."
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Because of the restrlctlons placed on the FDA by the FDC Act, the FDA

can only consider exupnents ‘from the point of their first use in the United

States.

Therefore, the FDA rightly treats any ex0|p|ent that has not been
previously used in any FDA-approved apphcatlon or in an FDA-approved
application for the route of administration proposed in an apphcatlon as a novel
excipient.

If such novel excipients have been used that have apprO\ial in well-
regulated markets, then much of the requested data to be subml’cted may be

“derived from scuentnﬂcally sound and appropriate stud|es done in those

countries prov:ded the meet FDA standards.

Again, consideration should be given to restructurmg the guwdance inthe =

manner suggested by the commenters, )

“VII. CONTROL OF DRUG PRODUCT (P.5)

A. Specification(s) (P.5.1)

We recommend that method numbers are listed in a separate table 50 as. to support CTD (Lmes 1144-
1146y :

“The acceptance criteria for the descnpuon should not, be as prescrlptlve to gwe exact meashrements (of

the tablet). (Line 1174)”

Again, the commenters object to the example provided for the information
requested, but the commenters do not provide any detailed alternative,
‘ Remembering that this is gu&dance nothmg prevents an appllcant for
incorporating ranges into the tables. :
For an example, the commenters are dlrected to the alternatlve proposed
in formal comments submitted to this docket in May of 2003 (“C- 01")

¢ “Periodic Quality Indicator Tests ' : ‘ ( L o
Clarification is needed, as PQIT is not well defined. In creating a number of different analytical
mformatlon sheets/ tables, the mformatlon supphed makes the submlssmn more complex Thls
to footnote the specxﬁcatlon) and why. The Justlﬁcatlon of ‘chese non- routlne tests should be prov1ded in
the justification of specification section. Inclusion of this information will make the module ne
other regions. (Lines 1178- 1235)

A. Batch Analyses (P.5.4)

The batch information for tests performed that are not a part of the specification (content uniformity,
microbiological testing, etc.) should be presented in a more relevant section (manufactyring process
development or validation), but not here because not directly relevant to the proposed specification.
(Lines 1313- 13 15)” |

The commenters’ remarks on gwdance organlzatlon should be con3|dered
by the Agency as it proceeds from draft to final guudance
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“The text should be changed to the foﬂowmg “A detailed summary of any changes (when the change
occurred, differences between old and new ‘methods, 1mpact “of 51gn1ﬁcant dlfferences between methods
on the data) may be provided, as appropnate” (Lines 13 17-1322). ‘ ’

This reviewer thinks that the existing language, “A summary of any changes in

the analytical procedures should be prowded if the analytical procedures (1) changed over the course
af sonarating the hateh analvesos data nnrl /nl' l‘)\ are rllffprpnt fmm fhP analvncal nmcedure mcluded

wvi 5CIIC! ulllls HIC UL QLU Y OULS utiel FIN Mt W L2l LIV LCILILICU
inP.5.2,” should be retained. o
There is no compellmg need and the commenters_have not presented any
rationale for reducmg a request for needed information to less than a request.
The FDA'’s guidance is only asking for mformatlon that it needs to ensure.
that the application provides evidence of CGMP comphance in aII areas
governed thereby. -
2. Collated Batch Analyses Data 1328 e
1329 B AT ee e BNC s a @ B ;‘ Y oew = .
Presentation of results from all batches for a particular test in tabular and/or graphlcal
1330 format is often helpful in justlfylng the acceptance crltena )

i
R T
PR

“Clarification of the text is needed. The text states that judgement is allowed for 1nc1u51on of data then
contradicts itself by stating  specific data to be 1nc1uded (Llnes 1330- 1334—)

Contrary to the commenters statement the cited text range (Lrnes 1330

- 1334):

“Collated batch analyses data are not warranted for all tests. However, collated data should be
provided for assay and impurities (e.g., degradatlon products, reSIdual solvents) and ‘should be
considered for other tests such. as water content.”

does not contradlct itself.
It does not mention Judgment it talks of test data that the agency needs

ko e e e
4 T e

in all cases and others that should be considered for |nclu5|on in the =

application.

“Collated data in this section is excessive as the information for relevant information can be found in the
batch analysis tables. (Lines 1332- 1334)”

While the commenters are correct that the relevant mformatlon can be found n

the batch analysis tables,” the commenters ignore the reahty that tabulatlng the data
facilitates the review process and properly collatlng the data should further
facilitate the review process.

Because it eliminates the time that the apphcatlon reviewer would spend
in collating the data in the manner suggested this is one of the suggestlons in
the guidance that will directly’ beneﬁt those flrms who submtt apphcatlons that
comply with this request.
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Leg.

“B. Characterization of Impurities (P.5.5)
The information that is needed is not clear; therefore clarify what is needed. This section needs to address
typical and/or identified formulation related (i.e. product specific) impurities that may not be covered by
cross-reference to the drug substance section. o

However, discussion on qualified levels is best placed in the product ]ustlﬁcatlon of spec1ﬁcat10ns section.
(Lines 1343- 135 1)

Cross-reference should ONLY be to non-clinical sections (at a hlgh level). This section should be in the

justification of specification section, where reference to quahflcatlon of unpumtles and relevant studies are
discussed. (Lines 1349- 135 1 and 1379- 1382) ’

Change opening sentence of paragraph to Summary mformatlon on the characterlzatlon . (Llnes 1362-
1363)” o e

The commenters’ suggested clarifications for “typical and/or identified
formulation related (i.e. product specific) impurities that may not be covered by cross-reference to the
drug substance. section,” are well taken.

The Agency may also want to consider placmg the requested mformatlon o

as the commenters suggest.
However, this reviewer thinks that the requested cross reference should
be as suggested in the draft — to the study and study number.

“F. Justification of Specification(s) (P.5.6)
Use of jargon terminology (sunset test) should be avmded Replace w1th deﬁmtlve text ‘or prov1de a
”deﬁmuon ofthe term, (Lmes 14-56 14-65) R f :

This reviewer agrees wrth the commenters and suggests that the FDA

define the phrase “sunset test.” j

1X. CONTAINER CLOSURE SYSTEM (P.7)
This information needs to be located ONLY in Sectmn P.2.4, not here, (Lines 1536 1537)

This reviewer is all for non-duplicative submissions unless the duphcatlon
facilitates the review of the apphcatlon

The Agency should consider the commenters remark in that hght and
proceed based on the Agency’s assessment of the posmb!e facmtatnon of the
application review process that this comment present.

“XI. APPENDICES (A)

A. Facilities and Equipment (A.l)

The guidance on facilities and equipment requires extensive clarification, especially with regard to the
requirements related to the potential for cross- contammatlon with’ v1ral and non-viral adventltlous agents.

The original M4Q guidance stated clearly that facilities and equipment information was; requlred for
biologic and biotech products only and the FDA guidance appears to have 1gnored this distinction. While
materials of human or animal origin are used in the manufacture of NCE products, the risks associated
with their use are generally accepted to be low, by virtue of the types of materials typlcally used, the
processing, apphed to them, and the eventual route of administration. While it is not suggested that
companies should ignore the possibility of direct or indirect (via cross- cor},ta\mmagon) transmission of viral

i
H
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and non-viral agents via NCE products it is suggested that the level of risk is such that thls may be
managed through GMP rather than reglstratlon act1v1ty (Lmes 1638 1678)"

As the commenters_correctly point out, the FDA has correctly chosen to
ignore the guidance in M4Q because materials of human and animal origin are
currently used in the manufacture of NCEs.

Moreover, the increasing ease with which animals and plants ‘can be T

genetically manipulated to make NCEs, this problem will only increase.

Though the risks may be low, the applicants for drug products that made
from such should provide the information requested.

Based on the preceding it is clear that the requested information is
needed by the applicant reviewer to assess drug- product safety.

As with many Agency activities, registration has a CGMP component that
needs to be both clearly recognized and approprlately addressed o '

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

As with A. 1, the guidance in this séction requires extensive clarification, as there is no clear distinction
made between the requirements for NCE and biotech/biologics. (Lines 1682 1742)"

This reviewer doesn_ot think that this gurdance should make, what the
commenters_admit in_ their previous remarks are artlflCIal dlstlnctlons between‘
NCEs and blotech/bnologms

“C. Excxplents

4 7RG e B e At ek S e e 1) Metea a0

. NovelExClplents LT e e e e i
For non-novél, non-critical excipients (i.e. excxpxents which do not have a major impact on the quality or
safety of the finished product), this escalation is unwarranted FDA will have ample opportunity to
review the rationale and justification for reduced testmg and/or substitution of analytlcal rnethods during
a PAI or a routine GMP inspection. (Lines 1753 1'755)”

As this reviewer has stated in previous reviews, the CGMP regulatlons i
cover all and the FDA needs to collect _supporting data on all in order to gather
sufficient |nformat|on and (Vla appropnate PIA" inspections) documented

evidence to indicate that the ~applicant’s application demonstrates that the

applicant probably does fully comply w1th the CGMP reqwrements BEFORE
approving the firm’s application. o

Thus, requesting this information is definitely warranted.
“XII. REGIONAL INFORMATION (R) A
A. Executed Production Records (R.LP) ’
The amount of information requested is excessive. This information can be addressed durmg PA1 or GMP
inspections. (Lines 18 17- 18 19)”

Again (see the preceding comment), this reviewer dis\agrées' with the
assertion that the requested information is_excessive and would again remind
the commenters that thls mformatron is_needed by the Agency if it is to plan

effectlve PAI mspectuons |n support of an appllcatlon that ns under revrew o
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“ATTACHMENT 1
Rheology

Add the end of the section add this statement. ‘If rheological measurements are mapproprlate for control
of consistency or v1scosn:y, the reasons for lack of such control should be hsted (Line 1900)”
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[Note: The original comments are quoted ina condensed font (P(‘rpotua) 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) or, to conserve

space in the tables, in Times New Roman to make it easier for the reader to

differentiate the “speaker” in the various text passages that follow. ] s
The commenters start their submission by stating:

“Novartis Pharmaceutlcals Corporatlon isa world leader in the research and development of products
to protect and improve health and well- -being.

Novartis researches, develops, manufacturers and markets leading innovative prescription drugs used
to treat a number of diseases and conditions, 1nc1ud1ng central nervous system dlsorders organ
transplantatlon carchovascular dlseases dermatologlcal dlseases, resplratory dlsorders cancer and
arthritis.

The company’s mission is to improve people’s lives by ploneermg ‘novel healthcare solutlons

As a global pharmaceutlcal corporatlon Novartis is supportive of efforts to 1mprove and to harmomze
the technical requirements for reglstratlon of pharmaceutlcal products.

We appreciate the opportumty to comment on this guidance in accordance with FDA’s Good =~ = =

Guidance practlces ’ E

Novartis understands the need to update the Guldance for Drug Products to mcorporate change
necessitated by the Common Techmcal Document (CTD) and International Conference on
Harmonization (ICH) global initiatives supported by the FDA.

As a global pharmaceutlcal corporatlon Novartis supports those efforts w}uch lead to greater

) COnsmtency and quahty in global reglstratlons ) R A e

Novartis is also aware of several ambltlous 1n1t1at1ves currentbr undertaken at FDA to 1mpr0ve drug
quality in the 21% century. : A

However, Novartis has some concern that the magnitude of the proposed Guidance revisions as
compared with the 1987 FDA Drug Product Guidance, when con51dered in sum, could be more
transparently portrayed to ease evaluation of the proposed changes.

These points are elaborated and additional comments are prov1ded in the attached

tabular format, for ease of FDA use.”

The commenters’ introductory remarks are both”inter‘es‘ting and
instructive. )

However, the tabular format’ provrded no matter the mtent “makes”
difficult, to say the least, for anyone to review the electronic version posted to
the dockets database. C

tes S St e S mEaa N e s -

!
General Comments T

This draft Drug ‘Product Guidance represents a comprehenswe rewrite of the 1987 NDA f)rug Product

Guideline and as such warrants a critical review. Critical review is hampered by several factors,

including: i 4

1. The open status of several 51gmﬁcant draft documents such as the 1997 draft Stability Guidance

2. The harmonization efforts of CDER and CBER requiréments in oné DP Guidance {

3. The introduction of addrt;onql regulatory content requirements through the CTD format changes and

ICH references

i
i
s R T
H
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_submission and review purposes ‘

4. Thelack of a current Drug ‘Substance basehne due to the planned revision of the Drug Substance and
BACPACII Guidances under development ;

This reviewer doesn_ot feel that a crltrcal review of this document was
hampered by any of the precedmg a

While these do tangentlally |mpact the draft gurdance they, no
directly affect what it suggests snc‘)wu currently be’ pr“Ovnueu in Lhe a
product application ‘

As evidence of the validity of this reviewer’'s remarks, the commenters

‘<

wa
Tl
aru

(0]

need only consult the formal submlssmn to the docket posted on May 20 2003

l‘(C Ol) "

“The logical flow of regulatory requn‘ements and scientific criteria beglnmng with drug substance starting
materials and culminating with the ﬁnal drug product would result in a more unified NDA Guldance set
for submission and review purposes ‘

This reviewer agrees that the suggested restructurmg could enhance the '

“logical flow of the regulatory requirements and scientific criteria.’ o

However, the reviewer knows that a “controls structured” “mcommg, in-
process, drug product”-ordered approach that mcorporates references to the
appropriate CGMP requirement or requirements that the requested information
serves to verify cognizance and probable compliance format would result in a
more CGMP-compliant Chemistry, Manufacturing and Controls gundance set for
’ . U R RN T ST T g i’; SIS S

Changmg DP requlrements before estabhshmg new DS requirements may require amendment of the
proposed DP Guidance.”

tg -

Though the comment cannot be argued w:th thls reVIewer fmds 1t both

unpersuasive and not relevant.

“Revision in multiple areas concurrently, although ambitious, may result 1n unmtended contradlctory
regulatory requlrements with respect to:
® GMP review and revision P
¢ Finalization of planned or open draft FDA' Guldances
® Ongoing harmonization efforts
.

Electronic submissions standards, and mamtenance of electromc dossiers as submlssmns are updated

Again, given the language used, the comment cannot be refuted )

However, having repeatedly read the draft guldance proposed and
submitted formal comments to its docket and. havmg a thorough understandrng
of the requrrements of the drug CGMP this revuewer is persuaded that the items
raised by the commenters are red herrings desrgned to. needlessly delay or
sidetrack this_much- needed and Iong delayed revrsnon of the CMC guldance
provided.
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Guidance

Reference | Line Major Comments Rationale
[CTD Range ’

section] .
Overall, this seems to increase filing information | This Guidance is intended to be applicable to
requirements for NDAs and ANDAs while the CTD | NDAs and ANDAs. In cases where specific
structure was meant only as a formatting tool and was not | sections would not be required for an ANDA, or
intended to identify additional requirements above and | would require ampljicat;'on Jor a biological, it
beyond those currently required for drugs.  Instances | should be stated as such in that section. (2)

General N/A throughout the document identify requirements not previously listed

in regulations or current gurdances for drugs. (1)

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

Review Comments
[to italized text}]

(1) Contrary to what is asserted, the requirements not in current guidances are
requirements in the CGMP regulations for drugs [21 CFR 210 and 21 CFR 211].

(2) Having read this guidance more than once, this reviewer has failed to f ind any section
that he or the other commenters found did not apply to some degree to all appllcatlons -

therefore this reviewer finds no such need

General

N/A

This document places a great focus on development activities and
the need for comparative historical data to support and ]usty;v the
information in the ‘for market” application for the mtenr]ed
commercial product. (3) For examples, please see:

lines 495-505;

lines 580-587;

lines 777-780;

lines 1317-1326;

lines 1469-1472;

lines 1573-1593.

These requests Sfor bisforica] information are
excessive. Novartis  believes much of this
information would have been exchanged with the
Agency during product development (for example at
end-of-Phase meetings), rather than at the time of

the original NDA, and is éheréﬁ:re redundant. (4)

This nformation should be consolidated in the
Development ~ Pharmaceutics “part of the
application, and its putpose and use in Application

review of the hastorical Hy‘brmatzon clarified for
both mdustry and FDA staff. (5)

(&)

@

Review Comments
[to italicized text]

6))

This reviewer agrees that this draft requires the applicant to provide‘a body of evidence
derived from historical information to support the implicit claim that the proposed drug
product and its production process complies with CGMP — in this regard the proposed
guidance is a significant improvement over the existing guldance.

This review does not find that the requests for information are excessiVé. Mbredvér, the
issue is not whether or not the information has,in some form been exchanged ‘the issue
is that the requested information needed to be prov:ded in the format requested to
facilitate a) the review of the application by an assigned reviewer (who may never have
attended any Agency/firm meetings prior to being assigned to review a submitted
application) and b) the determination that the information submitted "establishes
(proves) i), if approved, the drug product will be safe and effective, and ii) the
manufacture of the drug product and the drug product will cdmply with ALL of the
applicable CGMP regulations. Finally, the commenters ignore ﬂlat thls gmdance is for
both ANDA and NDA applications

Contrary to the commenter’s position, it is crucial that this mformatlon be provided in
the “CMC?” section of an application because a) that is the section that the Office of
Compliance receives and uses to plan its PAT mspectlonal plan after the application is
submitted and b) the reviewer needs the mformatlon to ensure that the goa]s enunclated

‘m Point (4) can be met.

]
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Guidance I : )
Reference Line Maior C Rational
[CTD Range ajor Comments ationale
section]

General N/A

Ths draft cites the GMPs ‘on g regular basis. = "This is no
appropriate. (6) These citations are ‘most promment in the
analytical sections, in which acceptance of results on
protocol are discussed.

These lines should be removed from the Guidance as being under
GMP regulations:

Lines 1022-1025;

Lines 1035-1038;

Line 1089;

Lines 1607-1 609;

Lines 1817-1819. (7)

GMP requirements are coveréd in separate regulations.”
Although we are aware of recent FDA initiatives in
updating GMPs, it may be };réuidtufe to integrate
specific GMP requirements into the Drug Product
dossier requirements prior to the completion of these
ongoing initiatives. (8)

Review Comments
[to italicized text)

(6) First of all, the commenters incorrectly assert that the “draff cites’ GMPs on a regular

Q)
@®

basis” when they cite CGMP. Moreover, because the FDC Act requires that all drugs
and drug products be produced in ‘compliance with CGMP or it is adulterated and
cannot be sold. Therefore it is important for any guidance to request alI the mformatwn
from the applicant that is requlred to establish that this is the case BEFORE approving
or licensing the drug product and its manufacture under the,‘ nd i
application.

As per (6),t hese lines should NOT be removed.

Again, the commenters ignore the CGMP requirement in the FDC Act_and its
requlrements Moreover, though the CGMP regulatlons for drugs and drug products

the processes and controls used and the matenals (mcommg and ln-process) and the
drug product meet or exceed the requlrcments et forth in said regulations. Therefore, to
the extent that the requlrements of the CGMP regulations bear dlrectly or indirectly on
the need for the requested information to support the apphcatxon s information

couformance to said CGMP, it is very appropriate to cite the applicable regulations.

Iv.C.

[P.2.3] 580 - 588

Equlpment Addendum

The guxdance is veg/ “Speci ecific on what ny‘brmatzon should be in
the equipment comparison table; however, this amount qf detar] is

typically not required. (9)

Change to:

For equipment of different operatmg des:gn
or principle, a tableé should be provided that
compares equipment used to produce the
clinical batches that support efficacy or
bioequivalence and pnmary stability batches to
the equipment proposed for production
batches. o o

The table should identify (1) the identity (e.g.,
batch number)
produced using the specified equipment (e.g.,
bioequivalence study batch # 1234), and (4)
any significant equ;pmenl differences (e.g.,

different design, operatmg pnncrple size). (10)
Please provide a’ representatlve table of
equipment similar to that provided in the \SQ"PAC

B®

and use of the batches

This section is an example of information considered
this excessive for conventional dosage forms. (11)

We also suggest that the agency and
industry develop standardized terms for
operating equipment, including those for
transdermal and other ~unconventional
products, to make the comparison process
more consistent and meaningful.

Equipment comparisons should be based on
existing SUPAC Guldances, " where
possible.
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Reference Line

[CTD Range

section]

Major Comments Rationale

Review Comment

(9) This reviewer agrees that the guldance is very specific but thinks that, forgethnghlstory,
the amount of detail is simply that requxred to provide the needed evidence that the
appllcant is proposing a CGMP—comphant process and product. .

(10) This reviewer does not support the changes proposed “by the commentérs because, for the

= e
reasons previously stated, it is not apprnpr.ate Moreover, the reviewer can help but

[to italized text] notice that the commenters have truncated the list of items from (1) though (4) to (1) and
).
(11) While the commenters may consider thls information excessive for conVentlonal dosage
forms, this reviewer sees the request as bemg both reasonable and approprxate
Change to: For clarification purposes, it is recommended to
® cach manufacturing step, with identification qf the critical | Tevise “critical steps” to “critical process
process controls and any manufacturing step wbere, once | controls” in the first bullet and “critical process
the step is completed the material might be held for a perzod controls” to “critical in'PrCI'CGSS material tests” in
of time (1.e. noncontinuous process) before the next processing the third bullet. It is also recommended to
step is performed. (12) ' reduce the level of equipmient detail. The
section should be revised from:
¢ the material being processed .
L . ) 1| ® each manufacturing step with identification of
V.C. ® critical in-process material tests and the points at which the critical steps and any manufacturing step
[P.3.3] 790-796 they are conducted (13) where, once the step is completed, the

® the type of equipment used (equipment vendor model and model |  material might be held for a period of time
number is not needed) (i.e. noncontinuous process) before the next
processing step is performed.

¢ the material being processed

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

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

Review Comments
[to italicized text]

(12) Do not agree with the change proposed by the commenters — the apphcant needs to
identify which steps the firm considers “critical” and which have “s1gmf' cant hold times”
(13) Do not agree with the change proposed by the commenters. The CGMP regulatlons
require the identification of the process controls and control pomts = tests are but one
type of control — examinations and active regulation systems are other types of controls

v.c.2

(P33 | 824826

BSE statement currently required only for’ brologlcs? ’ Regulatory requirement clarification
Please clarify the extent of effort to be expended concemmg D
ruminant-derived materials “used or manipulated” ‘at’a ﬁczlit/v,
with respect to pharmaceutical materials. (14)

The cited 9 CFR 94.11 concerns importation of meat and ’
animal products from specified regions. (15)

Review Comments
[to italicized text]

(14) The commenters should consult the previous review to see that NCE are sometimes and,
in the future, may be increasingly produced by genetlcally mampu]atea animals
(15) The regulation is cited only with respect to the ldentlﬁcatlon of countrles of concern for

BSE now that 1ts nsk to h ma health hasbee reahzed
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Reference Line Major Comments Rationale
[CTD Range
section]
849-852 | Add word “crinical” T T 4« ]l process controls” are considered too

Steps in the process should have the appropriate process controls
identified. Associated numeric values can be presented as_an
expected range. All critical process controls should be included
in the description of the manufacturing process (MPR or

inclusive. Frequently, there are processing
controls that have no effect on the quality
attributes of the product. These controls
may be in place to monitor process yields

narrative). (16) or efficiencies. These may be added or

deleted during routine Production and
should not require regulatory action’ to
change. (17)

(16) This reviewer objects to this change because it would allow the applicant’ to
“inadvertently,” or “erroneously” classify a control as “non-critical’ when, in fact, it is a
critical control. By requiring all controls to be included in the description, the Agency
eliminates the possibility that a critical control will be overlooked.

(17) First of all the calculation of yields and the establishment of yleld limits are CGMP
requirements and are therefore required to demonstrate compliance. However, a non-
CGMP mandated momtormg of the process for efﬁcxeney is not, in and of 1tseIf a control

Review Comments
[to italicized text]

“Such ‘pure”‘n fettered
monitoring activities need not be Tisted. mHowever, if the firm séfs goals, provides
performance’ efficiency incentives, and/or pressures its manufacturmg personnel to

negatlvely impact product quallty, ‘such are not "controls.

R

perform at higher efficiencies than some farget level — then such beg ntrols
usually have negative impacts on product quality and they should bé T poffed as such.
If a procedure is purely a performance monitoring activity of any kind that is not
required by the CGMP regulations, then this reviewer would agree that a firm may add
or delete such with impunity. However, this reviewer’s experience has been that most
such activities encompass more than monitoring — when that is the case, that activity is a
control that should be reported if its has been used to characterlze the process and/or the
firm plans to use it post-approval,

V.E. ] Please provide examples of where yalidation
[P.3.5] documentation is “appropriate” for submission, as this
information is not typically submitted to the FDA with
the exception of sterilization validation.

It should be made clear that for US submissions the
only process validation data needed is for sterile drug
products. Further, the level qf documentation typically
.| provided in non-US app]icotions is much less than
that typically provided in the US for sterile product
validation. Clarification of the expected level of detail
in light of the CTD harmonizatien efforts is requested.
Process validation 15 the responsibility of the field
inspectors for all other types of dosage forms. (18)
(18) If the commenters read the entire section (Lmes 956 — 963), then the ‘conimenters would
see that, besides sterxhza“ p ocesses, the  Agency only request validation
documentation be submitted in_the ‘application when the “process is used to control
adventitious agents.” Moreover, contrary to the statément made, field inspectors are only
responsible for verifying that the firm has performed and is performing the CGMP-
mandated validation activities ~ Process Valldatlon s the responsxbrhty of the drug-
product manufacturer. e

956-958

Review Comments
[to italicized text]
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Guidance
Reference Line
[CTD ~ | Range
section]

Major Comments

Rationale

VIA

[P-4.1] 1022

We request that the agency clanfy the 1mpact the
following statement has on reduced testing:

In addition to listing all the tests for an excipient, thé
specification should identify the tests that the drug product

that will be accepted from the excipient manufacturer’s
certificate of analysis (CofA).

manufacturer will routinely perform and the test results’

Does this approach indicate that a supplement will be

| required if the reduced testing arrangements stated 1n

the NDA are subsequently changed? As a GMP issue,
it may be appropriate to remove this peint from the

draft Guidance (see General point 3). (19)

Review Comments
[to iralicized text]

(19) If the firm makes any change in its approved inspection plans (ihéliiding,' but not limited

to, reduced sampling, 1ncreased samplmg, reposmomng of sampling pomts, change in the
any change in the test, etc.), then the firm needs to take some action to notlfy the Agency.
At a minimum, the change must be lncluded in the firm’s next “a‘w nu al revnew” report
for the drug product affected. In some cases, like : a sxgmﬁcant reductxon in the number
of batch-representative samples routinely testéd, the ‘approved appllcatmn holder or
licensee may need to file a prior-approval supplement. The local district office of the
FDA should be consulted and agreement obtained on the type of filing that is
appropriate for the change proposed. CGMP compliance is product salability issue —
batches that don’t meet CGMP cannot legally be even shipped much less sold as they are
adulterated.

1024-
1026

Specifications - ID Testing

A CMC guidance should not be citing the GMPs. (20)

& (21)

H
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Review Comments
{to italicized text]

209

(21)

For the reasons stated in this reviewer’s response to tﬁe commenter s genera] Temarks on
this point clearly established that incorporating CGMP requlrements into the CMC.
guidance is pot only perm1ss1ble but that such; a) provide the ]ustlficatlon for the
information requested and b) assist the apphcanf in developmg and’ submlttmg a process
and drug product that is CGMP-compliant -a clear requirement in the FDC Act with
serious consequences when 2 process or drug product is not CGMP-compllant

With the preceding in mind, let us review a) what the guidance says: “At a minimum, the
drug product manufacturer must perform an appropriate identification test (2f CFR 211.84(d)(1).
However, when there are specific safety concerns relating to an excipient, testlng 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 confaminants for each batch received by the drug product
manufacturer,” and b) what it should have said to fully conform to the requirements set
forth in the CGMP regulations cited. The controlling regulation for component testing is
set forth in 21 CFR 211.84(d) (1) and (d)(2) which state (empliasis added):

21 CFR 211.84(d) Samples shall be examined and tested as follows =

(1) At least one test shall be conducted to verify the identity of each component of a drug product
Specific identity tests, if they exist, shall be used.

(2) Each component shall be tested for conformity with all appropnate wntten specifications for
purity, strength, and quality. In lieu of such testing by the manufacturer, a report of analysis
may be accepted from the supplier of a component, provided that at leastonne spetific identity
test is conducted on such component by the manufacturer, and provided that the manufacturer
establishes the reliability of the supplier's analyses through' approprlate vahdatlon of the
supplier's test results at appropriate mtervals

Based on the preceding, the minimum testmg that a firm can do for component testing is
NOT “an appropriate |dent|ty test,” BUT “a specific ldentlty test

Thus, the guidance should be changed to read at Line 1024 and followmg

“At a minimum, the drug product manufacturer must perform a specific identification test (21 CFR
211.84(d)(1)(2)) on a representative set of samples (21 CFR 211.84(b)) from each
shipment of each lot (21 CFR 211. 163)(5)(1) However, when there are spemf’ c safety concerns
relating to an excipient, testing in addition to0 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 for these and any other such should include testing for
potential toxic and hazardous impurities and contaminants for each batch received by the drug

product manufacturer ”
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Re{(e;eg ce Rl::;e Major Comments Rationale
section] Lo
1034 Full monograph testing need not be performed in house b] the | Established as part of vendor certification

done if the vendor’s data_has been cozgﬁrmed to be comparable to

sponsor on every batch. Acceptance of data from the vendor can be

reqmrements

the data generated internally. (22) & (23)

Review Comments
[to italicized text]

(22)

(23)

This reviewer must object to the out—of-context and’ lnapproprlately placed change from
the draft. First the text is only intended to provide guidance as to when more than the
citation of the compendial method needs to be done. The text being modified starts at
Line 1032 and reads (Lines 1032 — 1034) as follows: “Only a citation to the appropriate
official compendium need be provided when the excipient specification is identical to the compendial
monograph and full monograph testing will be performed on each batch of excuplent ” The text
does pot indicate or imply that a firm shou]d do fullco mpendlal testmg on each lot. It is
intended to address the issue of whether or not more. than ‘the cxtahoh of the compendlal
method is required.

Further the commenter’s inappropriately placed language does not meet the clear
requirements set forth in 21 CFR 211.84 and 21 CFR 211 Tso(b)(f) [See Review
Comment (21).]

VI.C. Change to: We prefer not to state all;analytlcal procedures.
[P.4.3] 1062 Analytical procedures for excipients should be velideted as | For example, compendial methods are well
appropriate. characterized and thus need not be validated

additionally. (24)
(24) This reviewer again thinks that the proposed change is iii'aii}jir(‘f}irﬁif&” ‘This is the case

Review Comments
[to italicized text]

because: a) it is clear, when the next sentence is read, that the guidance is using the word
“validated” in its broadest sense — one that encompasses “verified” and b) the paragraph as
written correctly states the requlrements for qualifying methods that are compendlal or
from other sources that the FDA recognizes — “verified to be suutable under actual conditions

of use.”

VI.D.

Pad | %

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) C

A certificate of analysis (COA) from the manufacturer and

The comparative analytical 'information request need
not be submitted in the NDA and the statement should
be removed from the draft Guidance. This is part of
the qualification process for suppliers (GMP process
which should be held internally). (25)

Alternatively, Results of tests on the components of

EPRs will be included in section R. 1 .P, as stated in
the draft guidance. (26)

Review Comments
[to italicized text]

(25)

(26)

If nothing else, the information requested needs to be submltted to’ support the
applicant’s adoption of the “accept COA” approach in lieu of full monograph testmg
Therefore, the rationale for objecting to reporting the information requested escapes me.

Since the guidance is just that — gmdanee, the alternatlve the commenters propose | to use
may be acceptable PROVIDED the requested COA e also provnded).

* 4 it ORI, L P e <6 O adtT D WA

VLF.

[P 4.6] Section

Unable to comment as Guidance unavailable

Review Comments
[to italicized text]
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Reference Line Major Comments i e ‘Ratlonale T
[CTD Range ’
section]
Release Specifications should not be included. @) C A true ‘“regulatory” specification is a ‘control”
We trust that IPCs such as “core weight” was provided for example (stability) specification. (29),
purposes only, and not as an indicator that tablet weight should | Non-functional tests such as dosage unit weght are of
VILA. 1174 be part of product release testing. (28) limited value as accept/reject criteria; tests such as
[P.5.1] (Table 3) | assay or dissolution “provide more useful data.
Further, the IPC example again brings up the question
if the testing needs to be carried out in the Quality
Unit. (30)

Review Comments
[to italicized text]

27

(28)

(29)

(30)

Contrary to the commenter’s statement, detailed, CGMP-compliant batch release should
be provided because they are crucial to estabhshmg the requisite CGMP compliance of
the drug product. This reviewer suggests that’ you carefully read the comments posted to
this docket on 20 May 2003.

Technically in-process core (IPC) weight testing on a batch represehtatlve set of cores
should be an integral part of the critical controls for release of the cores for further
processing. However, for most film coated tablet drug products the ﬁnal tablet Weights
should be included in the batch release conirols so that the specific confent and the
specific drug avaxlablhty values may be assessed to conform ‘the umfo -mity of the final
blend that was formed into the dosageé units and, as was the case for he IPCs, a batch
representative set is needed for each cntlcal varlable that 1s evaluated to determine

release.

The commenters seem to have left out the phrase “post—release.” Thus, had the
commenters said, “Post release, the “regulatory” specification set forth in the USP or
established by the FDA as a part of the approval process is the in-commerce “control”
(stability) speclficatlon, tlns reviewer would have concurred. However, prior to release
of the batch into commerce, the pre-release speclﬁcatlons estabhshed in the CGMP are
the “control” specifications for the batch. ’

Contrary to what the commenters state, scientifically sound non—functlonal tests are of
great value as in-process controls (accept/reject criteria) and most firms use them for
tests such as appearance, dimension, imperfections, hardness, friability, dose weight or
dose volume, deliverable volume, defects, and the like. Since the CGMP regulations do
not specify WHERE such non-functional tests must be conducted, thls reviewer sees no
such location issue.

1176

PQIT Testing-why not use the ICH Q6A term “periodic” or “skip” | All testing which is critical to product quality
testing, instead of mtroducmg another term? (31) ’ should be listed in the ﬁled control procedure

and specifications.

Discussions concerning product failure investigations
(GMP) are not appropriate for this document. (32)
Sponsors should have the option of including
periodic frequency testing in the filed control
procedure and specifications, or, in a separate
document.

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

Review Comments
[to italicized text]

G1)

The reason that the term was chosen seems to be a desire by the Agency to émphasize a)
these are tests that augment the specif ation tests, b) these are to be quahty tests — they
do NOT, like the other terms carry the connotatlon of a reduchon m testmg from the

.

'baseline speclficatlon level
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section]

Review Comments
[to italicized text}

(32) Contrary to the commenter’s posmon, fhe inclusion of approprlate lnformatlon from
batches that failed should be included whenever such serve to support the progressnon
in the applicant’s understandmg of and degree of control over the process and the
quality of the drug product. This is especially true when the basis for a subsequent

{Continued)
1311
(section);
VIi.D.1.
[P.5.4]
1317 —
1326

successful trial is the prlor failure itself.
Batch Analysis — Histofy R

A summary of any change in the analytical procedures
should be provided if the analytical procedure (1) change
over the course of generating the batch analysis data
and/or (2) are different from the analytical procedure

Batch Analysis Reports (DELETE THK SECTION - We fail
to see the value of including such extenstve information in
the NDA since this would have already been mcluded in
IND amendments. (Only information required to support
yustification of the proposed NDA specgﬁcatxon is reIevant)
(33

We feel that this is also redundant as the historical
information about the anaI}ltichI procedures is captured in
the stability section (X.C.). We feel that the requirement of
a summary of changes is unduly burdensome. If the
principle of the assay changes (titration versus HPLC) then

included in P.5.2.

this should be included, but minor changes (mobile phase
and chromatographic conditions) need not be reported.

G4

Review Comments
[to italicized text]

(33)

(34)

First, the value is to collect the requested information from dlverse resources “and
present the collection as an aid to the review process for the apphcatlon reviewer who,
lacking this collected information would need to Search for 1t in_a collection of
disparate documents — an obvious waste for the reviewer’s time. Second because the
guidance applies to both ANDAs and NDAs, modst apphcatlons (ANDAs) are not
based on INDs. For both reasons the Agency has rightly requested that the applicant
present the requested mformatlon in the manner requested and the request does not
seem unduly burdénsome. -

Not all firms capture ALL of the historical information about the ALL of the changes
in the analytical procedures. Moréover, what one firm may consider a minor change
may, in fact, be a major change in the method. Lacking assurance that all changes
have been reported that the summaries provrde, the apphcatlon Teviewer would be
compelled to review all of the analytical procedures’ documentation to establish' what
were the changes — again, not a good use of the reviewers time. Thus, if nothmg else,
firm would want to provide what has been requested because it will assist the
application reviewer’s being satisfied that the ana]ytlcal procedures are scxentlﬁcally
sound and have been properly deve]oped and contro]led

VILEI
[P-5.5]

1344,1399

All

ThlS Jmplzes the potential need ﬂ)z‘ analytzcaf methods

expected drug  product impurities (6.2,

degradation products of the active mgredlent
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.

that are stability indicating for selected excipients.
(35) Under what circumstances are these excipient-

related impurities quantified and qualified? (36)

Review Comments
[to italicized text]

able to provide that information.

(35) First of all, the request is for a listing and nothing more. As such it implies that the
applicant must know what the excipient degradants are in_the formulation that the
applicant is proposing. ‘In most cases, the manufacturer of ‘the mgredlent should be

(36) Whenever such are s1gn1ﬁcantly toxic to the populatlon that will consume them.

Guidance
Reference

Line
Range

Major Comments

Rationale
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R section] ‘
Stability data to support holding in-process materials for longer | Reference to GMPs
X.C 1607-1609 | than 30 days is not usually provided in the NDA. The data is
[P.8.3] available internally as per GMPs. (37) o

37) Lacking the data requested, an appllcatmn reviewer cannot know that the hol‘dmg‘
times proposed in an application are scientifically sound and apprdpnate - a CGMP
requirement. If these holding times are not substantiated by the data provnded then
the prudent application reviewer could place the apphcatxon on hoid and request ‘the
applicant provide said data. Most firms claim they do not want to delay their
applications. If this is the case, prudent l‘irms ‘will report the stab’llty 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 the
commenters have proposed. For all of the preceding reasons, the draft text in this
location should remain as it is. B ’

Review Comments
[to italicized text]
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Guidance Line

reference | referenc Minor Comments o Rationale
e
Define the terms “critical process” or “critical step” and "PQIT” in the | Clarity of concepts
glossary.  Use the ICH Q6A term mstead of mtmduczng a new
General N/A acronym (PQIT). (38)
Discuss the concept of PQIT’s in a separate document that
addresses both pre- and post-approval concerns. (39)

Review Comments (38) This reviewer agrees that these tern rmally defined in the ‘glossary and’
[to italicized text] recommends using the approprlate text ( 211 to define “crmcal process” and
critical step.” When defimng the term “PQIT,” this reviewer suggests defining it as
those periodic quality tests bezond ‘those requnred for each batch by 21 CFR 211 that
are added to assess, the degree that the quallty standards of the manufacturer - exceed
‘the SQC (statlstlcal quallty control) level requirements of CGMP. For the obvious,
previously stated reasons, the ICH Q6A termmology is NOT appropnate.
(39) If the term “PQIT” is defined as this reviewer proposes, there would be no need to
discuss the concept thereof in a separate document because the use of a PQIT would be
in addition to the CGMP minimums and could, therefore, be omxtted or changed
without any need to address “pre- ‘and post- approval concerns.” It would “only impact post-
approval concerns if the application ] holder decnded te uggrad e its quallty standards by
incorporating a given PQIT" into 1ts approved routme “each batch” drug—product
controls and specification.

T T T

| These changes are sugger:'kted to pravide flexibility

Change to:
265 In some instances, the composition of distinct subjbrmdfatzons”(e .g-» for the presentation. In some instances it may be
cores, coating) t_)f the drug product may be listed separateb/ m tbe more illustrative to include b"tb“%"éfb’m‘llﬂtwﬂs
[I;Il?] composition statement. (40) m the same table. This should be left to the
269 In these cases, the composition of the immediate release and extended discretion of the applicant in particular if drug

substance is not pomoned between the parts of the

release portions of the drug product may be listed separately, (40) subformulation. (40)

"(40) The commenters seem to _confuse a_request “to list separafely ‘with one “to list ‘in
separate tables.” Since the request is ‘the former, the draft should ‘be left as itis:
Review Comments | 265-66 “In some instances, the composition of distinct subformulations (e.g., cores, coating) of the drug
{to italicized text] product should be listed separately in the composition statement.” '
' 269-71 “In these cases, the composition of the immediate release and extended release pomons of the
drug product should be listed separately.” '

304, Efforts to accept compendia in addition to USP/NF( for | Global consistency = '
(footnote | €xample, EP or JP) should be accelerated to provide global
10) consistency. (41)

(41) Until the FDC Act is changed to recognize otheér official compendia, the footnote should
be left as it is: “'® A compendial component is a compotient that has a monograph in an official
Review Comments compendium as defined in section 201(j) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.

[to italicized text] 321(j)).” — Reality should NOT be ignored. Moreover, the language proposed is
particularly mapproprlate because, as we all know, the mdusfry and not the FDA has

commenters are espousmg
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Guidance

Reference Line Minor Comments Rationale
[CTD Range
section]
Change to: Define non-novel (e.g. used in EU, listed in
IV.A2 o An az)p]xcant may w'ish’ to discuss the use of nonfompendial—non— I:aci‘:e,.ing; e’d\ient Guide, etc.) at this point in
[P.2.1.2] #21=33% | novel excipients with the appropriate review division prior to | ‘“THUANEE. (39)

submitting its application to ascertain the level of information
that would be warranted to support the use of the excipient. (42)

Review Comments
[to italicized text]

(42) This reviewer does not see any compellmg need to change ‘the” l’anguage from “ig
encouraged” to “may wish.” If any change is warranted, it should be from “is encouraged

to” to “should” to be consistent with the tenor of the guidance.
(43) This reviewer agrees that the ferm “non-novel o){r!nmnr” should be defined

SRRV RIG WL RANILAS

VA.
[P.3.1]

692

Building #s

Building numbers need not be registered (with the

exception of sterile products) (44)

Review Comments
[to italicized text]

can simply choose to ignore this reguest.

(44) This reviewer fails to sée what a requést for the applicant to provnﬁe “bud&mg numbers or
other specific identifying information” has to do with the registration thereof. Thi
is obviously made in an attempt to facilitate” the required PAT when the site is a
“multifacility campus” and ‘should be honored.’
problem, then the applicant can provide other specxﬁc 1dent1fymg mformatlon in such
cases. Moreover, because this document is guidance and not regulatlon, an apphcant

oy -

request

Wl R A e

“If ‘providing bulldmg numbers “is a

695-697;

710 (with

respect to
PAT)

Clarify:

Addresses for foreign sites should be prov1ded in
comparable detail, and the name, “address, and’ phone
number of the U8 agent for* each’ forelgn drug
establishment, as required under 21 CFR 207.40(c),
should be included.

US agents — The reference to 21 CFR 207.40(c) is for
registering drug establishments. The FDA needs a contact
or responsible person at the site in question for the
purposes of scheduling an inspection as noted on line 710.

Format (placement in CTD Module 1?) and
regulatory requirement question to clarify the
number of individuals the FDA would like
named in the Application, and whether a
change in Agent would necessn:ate an update
to the NDA.

Review Comments

[to italicized text]

It appears redundant to the sterile validation information

Ciar:iﬁc;xtioﬁ of »férmaﬂt&fgl: US CTD

v.C. 832 already required for inclusion in the “US Regidnal” part of
[P.3.3] a CTD.
VI Please clarify why the “patch” would be different from the
[P-4] 1003 drug product,

Review Commiéents
[to italicized text]

What is the intention of mdudmg exc1p1ent degradants asa

VILE.1 1344 miscellaneous drug product 1mpur1ty?
(P.5.5] How should it be quantified? (45) \
Review Comments  (45) As a % of the unit’s weight for solids and as a % of the volume for liquids and gasses.
[to italicized text] o
X Secondary Péckaging Information on non-functional secondary
[P.7.] 1536 . - packaging should not be needed in the file.

Review Comments
[to italicized text]
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~ AstraZeneca’s Submlsslon Posted June 26 2063
To Docket 02D-0526: “C-10""

[Note: The original comments are quoted in a condensed forit (Perpetua), “the quotes
directly from the draft gwdance are quoted in a styhzed font’ (Lydian) and this
reviewers comments are in a publishers font (News Gothxc MT) ‘to 'make it easier for
the reader to dxfferen‘uate the ‘speaker” in the various text passages that fo!!ow ]

The commenters begins by stating ‘In accordance w1th the Notice of Avmlablhty in

Vol. 68, No. 18 of the Federal Reglster AstraZeneca“mshes to prov1de the Food and Drug
Administration Dockets Management Branch with the following written comments on Federal Reglster
" Docket No. 02D-0576 (Draft Guidance for Industry on Drug Product Chemlstry, Manufacturmg, and

Controls Information).”

Overall, this reviewer finds that the commenters present lssues rn terms of
the commenting firm’s beliefs without prov;dmg any valid’ scuence based or
regulation-based rationale to support what is recommended

Jyses oot i S ~,,',~~

Thus, this reviewer would classify the commenters’ posrtlons as faith

based - they seem to expec’t the Agency to accept their posmons on falth
“That having been said let us review the commenters posting to the docket

“Lines 26-28: Please clarify if this draft guldance apphes to Tnotechnology products

To the extent that the biotechnology product isa drug product or the

Agency regulates it as a drug product, thls gurdance should apply

“Lines 79-81: The use of alphanumerlc desxgnatlons in parentheses is confusmg AstraZenecak
recommends that the draft guxdance document adopt ‘Common Techmcal Document (CTD) headmg N
numbers, heading names, and sub- headmgs to reduce confusion and i lmprove ease of use.”

“Lines 91-93: The draft gmdance recommends that Sponsors discuss cross- referencmg of drug
product quality information with a appropnate review divisions. AstraZeneca beheves thxs stxpulatxon
is unnecessary and that cross-referencmg of quahty mformatlon on file ymth the Agency should not
ordinarily be a matter ‘that | requires dlscussmn with rev1ew dxv1s1ons o

Pharmacopela (USP) nomenclature are i$ the standard for descnptlons of dosage forms

i
-

“Line 358: AstraZeneca requests that the Agency ciei:if); that it is sufficient to delineal\tethe spemﬁc T

sections and page numbers of the Drug Master Fxle (DMF) that are pertinent to the apphcatlon in the
DMF holder’s Letter of Authorlzatlon »

To facilitate the appllcatlon s CMC- sectlon reviewers, it is better to
provide the requested mformatlon in the’ form requested in the tabl‘ b “,
this will facilitate the reviewer’s accessing the’ requ15|te mformatlon shoufd therem
be a need to. |

“Lines 450-454:  AstraZeneca believes the recommendation for addmonal mformatxon, up to and
. mcludmg the level of 1nformat10n for novel exc1p1ents for noncofnpendlal non- novel exc1p1ents is
e

i
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not warranted. The use, of noncompendtal non-novel excxptents should not routmely trlgger the
recommended stringent subrmsszons requirements or the need for prior discussions with review divis
ion staff.”

This reviewer sees  the need for the mformatlon that the Agency is

requesting and finds that, while the information requested is more than in the =

prior gurdance, it is that information that is requlred to demonstrate that ‘the
applicant is and/or mtends to operate in comphance W|th the apphcable drug
CGMP.

“Lines 514-524 and 531 539: AstraZeneca _requests that the Agency clanfy the d1fferences between )
‘overfill’ and ‘overage.’ :

Perhaps this humble reviewer can assist in this regard.

- An overage is any additional amount of a component that increases the
CONCENTRATION (amount/unit) of that component

For example, adding additional active (with a concomitant reductron i

some other ingredient to maintain a constant total) beyond that needed tomeet
“the “per dose” label claim.,

B I

An overfill is the amount a materlalv’beyond the nommal (label) or target
level that is added to or found intl
For tablets, makmg tab!et ore:
larger than the approved core target werght is an example of a tablet overfill. )
For liquids, the examples are obvious, filling a nominal 150- mL clalmedw

product container capable of holding up to 200 mL with 160 mL to ensure that o

the deliverable volume Iabel clalm of 30, 5-mL doses is met.
Hopefully, the precedmg are both clear and sufﬂcrent to )

1 .
*

“Lines 580-587: AstraZeneca believes that it is suff;lment to provxde summarized results froma

bioequivalence study, hnkmg the tablets used in plvotal chmcal studies to the proposed commercml
formulation. Alternatively, if a bioequivalence study has not been conducted, then a table should be
provided that compares the equipment used to produce the clinical batches that support efficacy or

bioequivalence and primary stability batches to the equipment proposed for manufacture of the

production batches. The information should be presented in a way that facilitates comparison of the
processes and the correspondmg batch analyses 1nformat10n (P.5.4). The table should 1dent1fy (1) the
identity (e.g. batch number) and use of the batches produced using the specified equipment; (2) the
manufacturing site; (3) the batch size; (4) any significant equipment differences (e.g. dlfferent design,
operating principle, and 51ze) ,

ThlS reviewer. does not understand how the summanzed results from aW; o

commercial formulatlon from whrch there are no data because
been made?
This reviewer thinks that the draft. Ianguage is language that should be A
incorporated into the final CMC gurdance ”
This is the case because it facilitates the %gapplrcatlon reviewer’s

understandlng that the proposed productlon process does not dlffer srgmf“cantly

u SR PR
(

é
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. - from that used for the key batches, or, if it"does, ascertain, by reviewing the

appropriate supporting studies, that, though different, the proposed productlon
process will produce drug product that meets the appllcable CGMP umformuty‘
requlrements in all respects.

“Line 692: AstraZeneca believes that this level of detail is not needed for products wluch are not

aseptically produced and requests that the Agency clarlfy what is meant by the terms mulu f'acﬂlty and

multifunctional.’ R, \ o 3 - ~

As a site auditor, this reviewer und'ersta"hds“ thé’, rees'on_‘sf"fbor’thév Agency’s
requests and knows that, for “multifacility campuses,” having a layout that identifies
the buildings and their association with the drug product manufacturmg process

helps the audit team to schedule the audit in a manner that | mlmmlzes ‘the tlmew (

wasted in commuting between facilities. L
Since the Office of Compliance receives and uses the CMC sectlon of each

application to support its pre- mspectron plannlng, mspectlon scheduhng andw'w

inspection activities, it is clearly needed.

Therefore, this reVIewer would recommend keepmg the text for thls
request as it is.

[Suggested definitions: A multlfamllty campus isa campus on which there
are multiple discrete facilities in which différent operaflons are performed and/or
different products are produced. A multifunctional campus is a campus on which
multiple functions are performed in a single /ntegrated facrln.‘y ( under one roof") ]

.

“Lines 693-695: The draft guldance recommends that for sites processmg sterile drug substances, o

products, or packaging components, the sterile processing area (e.g. ﬁlhng room) is included inthe
list of manufacturers (Section P.3.1). AstraZeneca suggests that this information is not needed here
since it will be contamed in, the sterxhzatlon process valldatlon document

Since providing the information here is no undue burden and domg so"

should facilitate the review process, this revrewer sees no need to omit this

request from this sectlon of the gurdance

A R
?

“Line 696: AstraZeneca beheves that the information for the US agent should not be reqmred in tlrus

section since this information is already prov1ded in Module 1 of the Common Techmcal Document
(CTD).”

ST R

The issue isn_ot whether the lnformat|on an FDA reviewer needs eXIsts:‘:

somewhere but whether. it is readlly available in the CMC sectrtm of the
application to those that will be needing it for thelr revrew actnvntnes (mcludlng‘
the on-site PAI inspectorate). V

For this reason, the information requested should be prowded |n the CMC
section and the gurdance should retam this text

(RPN
[P

) o . o Ve “”‘m, I N
“Line 710: AstraZeneca believes that this mformatlon should not be required in this section since this

mformatlon is already provided in Module 1of the Common Techmcal Document (CTD) ”

Again, the issue isn_ot’ whether the lnformatlon an FDA rewejwer needs)‘» L
- exists somewhere but whether |t IS readlly ava:labfe in’ the CMC sectlon of the

?
i
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.. application to those that will be needmg it for their review activities' (mcludmg‘

the on-site PAI inspectorate).

For this reason, the information requested should be provided in the CMC T

section and the guidance should also retain this text.

“Lines 717-718: AstraZeneca requests that the Agency clarify if overfills are to be included in the
proposed batch formula that includes a list of all components used in the manufacturing f)rocess ”

Since the guidance does not ask the apphcant to specify the exact
number of finished units to be made from the batch, there i is, per se, no need to
report proposed “overfill” information ~ oné need only report the theoretical
yield. o S

However, if the applicant intends to deliberate fill the tablets with an extra
2 % of the final blend, then, that applicant is free to add text lndlcatlng that
while the theoretical yield is 2,000,000 tablets, the expected yield is 1,960,000
tablets, and, to allow for losses, a portion at the end that cannot tableted and

actual weight variation, the allowable yield range is from 1,900, OOO tablets to

1,970,000 tablets.

“Lines 720-722: AstraZeneca believes that cross-reference to the quality standards contained in
Section P.1 should be permitted.” '

While this reviewer thinks that the redundancy is de minimus and
repeating the information will facilitate application review, this reviewer would

_ not oppose permitting simply because the information is duplicative.

Thus, for the example presented, the table would contain a column ‘for the
standard that would be filled with a bunch of “See Table n, line m” entries.

Obvnously reviewing information prowded in this manner would be less
efficient than in the manner suggested by the draft guidance.

For the economic reasons associated with the cost of lost revenue per day
of review delay to the apphcant this reviewer would favor all such dupllcatlons

“Line 748: AstraZeneca believes that cross- reference to the quahty standards contalned m Sectlon P 1
should be permitted to ehmmate redundancy.”

See this reviewer’s prewous answer.

“Line 800 AstraZeneca_ recommends that packagmg steps should be described in the manufacturmg

process only when packagmg is an mtegral part of the dosage form manufacture, such as'in Ilqmcl fills, ™

dry powder fills, and sterile” packagmg operauons Oral tablet packagmg is typlcally a separate ‘and
distinct process that should not be included as part of the dosage form manufacture

Because each revuewer of an application, not just the /nspectorate is
charged with assuring that the application provides documented evudence that
both the production process being proposed and the proposed drug’ product are

“CGMP compliant, " the packaging information should be mcluded in all

applications.
This is the case because the appllcable CGMP regulatlons 2I CFR 2II 1

- - explicitly address, in “Stbpart G -- Packaging ‘and Labeling Control.””
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- Therefore, this infbrmation should be pro,vi\ded in al!‘ c},aéé's;

“Line 824: AstraZeneca believes this mformatlon is relevant only to inspection and cGMP compliance
and should not be required for 1nc]usxon inafi lmg “AstraZeneca recommends that this information be
made available for review during an Agency lnspechon fo demonstrate that a Sponsor has appropnate
controls in place for the potential of cross-contamination.” In addition, AstraZeneca requests ‘that the
Agency provide additional gu1dance and clarification regardmg the use of same and separate facilities
when formulating products contammg materials of possxble anlmal ongm “such as magnesmm
stearate, lactose and gelatin capsules.”

f‘the previous R
s |t applles to

The commenters are asked to reread the first sente
response and then read the first’ por’cron of thelr frst senténc
CGMP, “AstraZeneca believes this information is relevant .. . ¢<GMP compliance ..

Since the commenters recognize that thls mformatron is relevant to CGMP
compliance, this reviewer trusts that the commenters really have no objectron to
providing documented evidence that establishes their compliance with, CGMP.

On this bases, this reviewer recommends that this language be retamed in
the guidance.

Of course the commenters and any other apphcant are free to choose an*:\'zm

alternate approach, provrded it also provides the requisite documen’catlon of the
CGMP compliance to all reviewers, because such is the nature of gurdance
“Lines 965-970: AstraZeneca requests that the Agency prov1de addmonal gmdance and clanficatxon
since the information in this section appears to be in conflict with information presented on line 885,
AstraZeneca believes that it is generally accepted practlce to not mclude vahdatlon data Jn an original

application, and thus questions the need for these data for reprocessmg operatlons AstraZeneca'\ o

believes that this information is relevant only to inspection and cGMP compliance and should not be
required for inclusion in a ﬁhng AstraZeneca recommends that thls information be made avallable
for review during an Agency inspection.”

This reviewer finds that a careful reading of all of “3: ”R”e’prbée”ssi’ﬁg”and
Reworking,” Lines 885 through 916, and “E. Process Validation and/or Evaluation (P.3.5),”
Lines 954 through 973, should resolve thrs commenters perceptlon of
unspecified conflicts between the two sections.

As written, the comment speaks of an unspecrfred apparent conflict
between a section title “3. Reprocessing and Reworking” (Line 88s)and a section of the
text (Lines 965-970), ”Submlssron of validation information for reprocessing and reworkmgq

operations usually is not warranted. However, it can be warranted when the reprocessrng or

reworking operation is of the type for which process validation” information is submitted when
routinely performed or when the reprocessmg or reworkmg operatrons F\ave a slgnrfrcant potentral to
affect the identity, strength, quality, purity, or potency of the product (e g., proteln drug products) /

Since the commenters again recognize that the requested ‘information is”

related to CGMP compllance the commenters should, after reading the preced/ng -

comments, recognize the need for mcludmg the requested rnformatlon m the'f ‘
application. < .
Flnally, the “generally accepted practlce ‘to not include vahdatxon data_in an orlgmal

application” applies to data from the full’scale validation batches that are allowedm o

;
F e o 0

-+ to be made after approval has been obtamed in some cases
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‘Moreover, as with any general practice, the Agency’s experience has
provided ample evidence where this “generally accepted practice’ should be
discontinued.

Based on all of the precedlng, this revrewer continues to recommend that
this section of the gurdance remain as it is.

“Line 981 (Footnote 26): AstraZeneca believes that this statement implies that if arjl excipient is
compendial but also “novel” then the same level of documentation requjred for a drug substance may
be required for the use of such an excipient. AstraZeneca requests that the Agency clarify this
interpretation. AstraZeneca believes that requiring’ such a strmgent level of documentatlon for
compendial materials represents a new regulatory standard that is not Just1ﬁed »e 7

This reviewer does not undefstand exactly how the footnote in questron
which states, “A compendial excnplent is an excipient that has a monograph in an official compendrum as
defined in the Federal Food, Drug, and Cosmetic Act. Inclusion of an excipient in an official compendlum does
not ensure that the excipient has ever been used in an FDA. -approved. human’ drug product.  Therefore, a
compendial excipient can be a novel excipient,” ) translates per se mto any documentatlon "
requirement.

Moreover, the documentatlon requested in this section can be found in
Lines 996 which simply states, “e Novel Excipients: Information on novel excrprents should
be included in P.4.6 and A.3.” o

Given the precedlng the commenter S behefs are not supported by the
plain language of the text.

In addition, if compendial, the requisite information on the excipient, =~

outside of any special requirements imposed by the applicant (such as
manufacturer-specified - limits on particle size distribution, flow, intrinsic

dissolution, viscosity, color, odor, etc.), should be readily avallable from the

manufacturer thereof.
For all of the preceding reasons, this revrewer recommends retalnlng the
text without change.

“Lines 981-986: AstraZeneca does not believe that the amount of test detail in an apphcauon depends
on whether or not the applicant intends to perform full testing on each batch of exc1p1ent received
versus vendor qualification and acceptance by Certificate of Analysis. AstraZeneca believes that full
testing is not required by “the Sponsor if a vendor has been certified, and that the testing
documentatlon maintained by a certlﬁed vendor is a ¢cGMP comphance issue and not a fi Img and

review issue.” . 4 R

First of all, Lines 981 — 987 state, “e Compendial-Non-novel Excipients:26 When a ~
compendial excipient is tested accordmg to the monograph standard with no additional testing and
the applicant intends to perform full testing on each batch received, the excrplent (e g., Sodium
Chloride, USP) can be listed under P.4 with no detailed information provided in P.4.1 through P.4.4.
In"any other circumstance, information should be included in P.4.1 through P.4.4 of the appllcatlo'n
The P.4.1 to P.4.4 information for each mdlwdual excrplent should be grouped together in the
application.”

Thus, if an applicant does all of the testing required in this'case in a
manner that complies with the applicable CGMP requirements, aH that the

- applicant need do is list it.

. 149



. - 'rk . P e
1 ~
L S TE R I
)
|
I

{

A REVIEW OF FORMAL COMMENTS To PUBLIC DOCKET 02D-0526

If the applicant wants to partition the testing between ltself and the
manufacturer of the excipient or to do additional testing that is not in the
compendium, as often the case, then the applicant needs to prowde the
requested information (P.4.1 through P.4.4).

By providing this information, the applicant provides documented evidence
of what it is doing and the values it is observing and thus assists the applicant
reviewer in determmmg whether or not the materials being used are adequately
controlled in a manner that is CGMP comphant and ensures that the drug
product will meet its specrfrcatlons

For the preceding reasons and all of the reasons stated in the previous
responses to AstraZeneca’s comments that, among other things, “believe” that
anything to do with CGMP is automatrcally NOT an application issue, this
reviewer again dismisses this comment and supports keepmg the draft text
without change.

“Lines 1022-1024: The draft guidance recommends that the excxplent spec1ficat10ns should lnchcate
which tests will be performed by the manufacturer and which tests will be accepted by . ‘Certificate of
Analysxs AstraZeneca believes this'is a cGMP’ comphance issue ‘and not a filing and review issue.
AstraZeneca recommends that this proposed requirement be deleted from the draft guldance

document.” r

Again the commenters attempt to art:fumall‘y ‘separate the reviewers into
two groups those responsible for reweyylng the apphcatlon and those

_ responsible for auditing the manufacturer

They overlook the realities that a) both groups ‘are charged wrth ensurrng

that the production processes and the drug products approved are CGMP

compliant and b) both are not only reviewers but also both recommend ether ,
the granting or the wnthholdlng of the approva! that the appllcant is seeklng
Factually, both groups need the Informatlon requested to properly’
discharge their responsnblhtles ’
‘ Therefore, this reviewer recommends that the text in the draft be .
incorporated into the final guidance. s

“Line 1062-1067: AstraZeneca requests that the Agency clarxfy that validation of eﬁccxplent methods is
not required for compendial methods. AstraZeneca further requests ‘that the Agency clarlfy what is
meant by ‘verification’ of analytlcal methods.”

First of all, this reviewer was surprlsed to read that the commenters do
not understand “what is meantby ‘verification’ of analytlcal methods.”

In the drug CGMP, 21 CFR 211. 194(a)(2) states “The sur[ablhty of all testing
methods used shall be verified under actual conditions of use.” =~

Since this has been a CGMP requrrement since 1979 this reviewer has a

hard time “bellevmg" that the commenters do not know that thls what is meant by

A G R R e i e P B B et g 08 7 - REUopRtt I S

‘verification’ of analytlcal methods.” ‘
Hopefully, after they read this review comment, they will.

This reviewer would suggest that the commenters carefully read the lines
Ccited. , b ommenters y reac the fihes .

B s L e e et maa, s e agen 00w wew s g @4 aive
.

150



é

e e bt ot o

- The text clearly indicates that, if used without iﬁﬁ“ﬂ)’ﬁ'éé?ibﬁ bgrﬁﬁéﬁdial
and methods from any other FDA recognized source need only be “verified to be
suitable under actual conditions of use.’ o

Thus, in this context, having “verified” such an ex'c'rpieht' mefhed““te be

suitable under actual condltlons of use re§uﬂ|t§_ in a_“validated” analytical procedure for
excipient. ) , e
Therefore, the text is valid as written and should be retained.

“Lines 1081-1082: The draft guidance recommends that the same degree of ]ustlﬁcatlon is necessarye
for noncompendial exmplent spe01f1cat10ns as for drug substance spec1ﬁcat10ns AstraZeneca beheves
that this level of detall is not necessary, parucularly for non-novel exc1p1ents

Apparently, the commenters have failed to read the sections of the drug
CGMP regulations governing the components espeCIaHy those contamed |n 21
CFR 211.84 and 21 CFR 211.160(b)(2). o o

Since 1979, the legal regulations governing the manufacture of drug
products have required the active and inactive (excipients are, by definition,
inactive) components to be treated in the same manner. v

Therefore, this reviewer is surprised that the commenters would raise this
as an issue. ‘

Based on the preceding, and the application reviewers’ : need for
documented evidence to establish. that the applicant is submitting an
application that estabvlishes’ that the proposed process and drug product

- conforms to CGMP, this reviewer understands that the requested mformatlon is

needed.
Thus, thrs reviewer recommends that the draft text be adopted |n the final
guidance.

“Lines 1089-1091: AstraZeneca believes that only test data used to release a batch of excxplent should
be included in an application. Companson of vendor data to drug product manufacturer data for an
excipient is a cGMP compliance issue and not a review issue. AstraZeneca does not believe it is
appropnate to mclude this information in an application and that these data should be made available
during inspection.” n

For all of the reasons stated in the previous answers to comments that
attempt to remove proof of CGMP compliance from the apphcatlon review
process, this reviewer again finds the commenter’s remarks to be unsupportable ”
based on the reality of the requirements of CGMP as expressed in the FDC Act
and reiterated in 21 CFR 210 which, though some seem “to forget, applles to
drugs and drug products

This reviewer strongly recommends that the Commenters read the ‘
referenced sections of both.

To ald the. commenters the apphcable cntes in 21 CFR 210 are

Sec. 210. 1 —Status ofccurrent good manufacturmg practlce reghﬂatlons

(a) The regulations set forth in this part and in parts 21 | through 226 of this chapter contain the
minimum current good manufacturing’ practice for methods to be used in, and the facilities or
controls to be used for, the manufacture, processing, packing, or holding of a drug to assure

i
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that such drug meets the requirements of the act as to safety, and has the |dent|ty and strength
and meets the quality and purity characteristics that it purports oris represented to possess

(b) The failure to comply with any regulatlon set forth in this part and in parts 211 through 226
of this chapter in the manufacture, processing, packing, or holdmg of a drug shall render such
drug to be adulterated under section 501(a )2 )(B) of the act and such drug, as well as the
person who is respons|ble for the fallure to comply, shall be sub;ect to regulatory actlon

Sec. 210.2—Applicability ofceurrent good manufacturmg pracﬂce regulatlons f‘ S
(a) The regulations in this part and in parts 211 through 226 of this chapter as they may pertam ‘

to a drug and in parts 600 through 680 of this chapter as they may pertain to a biological
product for human use, shall be considered to supplement, not supersede, each other, unless
the regulations explicitly provide otherwise. In the event that it is tmpossrble to comply with all

applicable regulations in these parts, the regulatxons specrﬁcalty apphcable to the drug m /

question shall supersede the more general.
(b) If a person engages in only some operations subject to the regulations in this part and in parts

211 through 226 and parts 600 through 680 of this chapter, and not in others, that person

need only comply with those regulatlons appllcable to the operatlons in whlch he or she is
engaged.

For all of the preceding reasons, this rev:ewer recommends that the draft
text be incorporated into the fmal guldance i

%‘jumeiv«{ S e 0h Gf R0 g S R o s o

“Line 1115: AstraZeneca requests that the Agency dlarify if a new or different route of administration
qualifies excipients as novel. The draft guidance recommends that the same degree of )usttﬁcatlon is
necessary for novel excipient spec1ﬁcat10ns as for drug substance spec1ﬁcat10ns AstraZeneca believes

that ‘this proposed requirement is unnecessary, particularly for compendial excnplents “that are

considered ‘novel.’” ;
i

. Though this reviewer would consider both to qualify an excipient as no\vel
~ his “two cents” opinion, this reviewer will defer to the FDA - “its their nickel.”
Again, the commenters have failed to consider the sections of the drug
CGMP regulations govermng “the components espemally those contamed in 21
CFR 211.84 and 21 CFR 211.160. ’
Since 1979, the legal regulations governing the manufacture of drug

products have required the active and mactlve (eXCIplents are by defrnltlon o

inactive) components to be treated in the same manner.

Therefore, this reviewer is surprlsed that the commenters would ralse thts

as an issue.

Based on thetprecedmg, ‘and the applloatlon rev1ewers Kneed for
documented evidence to establish that the _applicant is submitting an
application that establishes that the proposed process and drug product
conforms to CGMP, thls reviewer understands that the requested Justlﬂcatlons
are needed.

~ Moreover, for all of the reasons ‘stated in the previous a
comments that attempt to remove proof of CGMP compliance from the
application review process, this reviewer again finds the commenter’ s remarks
to be unsupportable based on the reahty of the requ1rements of CGMP as

t
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—expressed in the FDC Act and rerterated m 21 CFR 210Awh|ch though some
~ 'seem to forget, appl:es to drugs and drug products N

Thus, this reviewer recommends that the draft text be adopted ln ‘the final
guidance.

“Line 1162: The draft guidance recommends that both release and shelf-life 'specificat:fioﬁs for drug
product be filed. AstraZeneca believes this recommendation represents new regulatory policy. -
AstraZeneca requests that the Agency clarlfy thls proposed recommendatlon and prowde clear

//////

Again, this reviewer would recommend that the commenters carefu!ly
read the CGMP requirements for drug product release set forth in 21 CFR
211.160, 165, and 167 and the General Notices section of the USP that clearly
states the USP’s “in commerce” sampling plans are not statlstrcal sampling
plans,” its lifetime post-release specmcatlons may, or may not, be approprlate
for release, and each firm should develop approprlate release specn‘lcatlons

In doing so, the commenters should focus on the requirements 'of 21 CFR
211.165(d), “Acceptance criteria for the sampling and testing conducted by the quahty control
unit shall be adequate to assure that batches of drug products meet each appropnate ‘specification
and appropriate statistical quahty control criteria as a condrtlon for their approval and release. The
statistical quahty control criteria shall include appropriate acceptance levels and/or appropriate”
rejection levels.”

Since to comply with 21 CFR 211. 165 one must a valid statistical
~sampling plan and the USP’s samphng pIans are not statlstlcal samphng plans,
the release specifications cannot validly be based on any aspect of the USP’
sampling plan

Thus, "since 1979, the CGMP regulatlons have required release
specifications that are scientifically sound and based on, among other things
statlstlcal quality control (SQC) and the FDC Act has requlred post release

tested” requlrements
" Therefore, since 1979, if a firm has operated in compliance with CGMP
(as the FDC Act requires), they have had two speC|f|cat|ons for their product
1. A statistically based specification that comphes wuth all the apphcable
‘ requrrements of 21 CFR 211.160, Sec. 211.165, Sec. 211 166 and’
211.167 including “the specific " requirements ‘set forth |n 21 CFR
211. 160(b)(3) and 21 CFR 211. 165(d) and
2. A USP-based post-release speclflcatlon for articles in commerce
Thus, the guidance’s request is not new regulatory policy. ‘
It is a request for the flrm to prove that rts apphcatlons comply W|th
CGMP.,
What is clear is that the FDA’s guidance is requesting that a firm provide
proof of compliance with the batch-release requirements of drug CGMP.
Nothing that a firm has not been required to comply with for more than
two decades is bemg requested. :
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Hopefully, the FDA mtends to require Sponsors to provrde proof that their

applications comply wr’ch the law and therefore no guidance, clear or otherwnse
is needed concerning “in-house release limits.”

Therefore, this reviewer recognizes that this information is key to the =~

application reviewers’ ability to determlne that the productuon process and the
drug product comply with CGMP. ‘

This text should therefore be mcorporated wuthout change rnto ‘the final

CMC gurdance

“Line 1176: AstraZeneca believes that the 1mplementat10n of the proposed PQIT is'in dlrect conflict

with the Agency’s Process Analy‘tlcal Technologles (PATY lmtxatlve and has the potentlal to inhibit the
effective development and apphcatlon of PAT >

Obviously, the commenters apparently do not understand elther PQIT or ﬂ
PAT. |
One has nothing per se to do with the other. o V
PAT is designed to apply in-process dynamlc analysrs to shorten the delay
time between the various “phases” in the manufacture of a drug product. o
21 CFR 211.110(c) requires (emphasis added): “In-process materials shall be

tested for identity, strength quality, and purity as appropnate, and approved or re/ected by the

quality control unit, durlng the product/on process, e g at commencement oF completlon of

significant phases or after storage for Iong perlods

21 CFR 211.160(b)2) requires: “ Determination of canformancé to written
specifications and a description of sampling and testing procedures for in, process mateﬂa/s Such
samples shall be representative and properly identified. R

21 CFR 211.160(a) requires: “The establishment of any specifications, standards,
sampling plans, test procedures, or other laboratory control mechanisms required by this subpart,
including any change in such speclflcatlons, standards, samplmg plans, test procedures, or other
laboratory control mechanisms, shall be drafted by the approprlate organrzatlonal unit and reviewed
and approved by the quallty control unit.  The reqwrements in this subpart (Subpart |—
Laboratory Controls) shall be followed . and shall be documented at the time of performance.
Any deviation from the written specifications, standards, samplmg plans, test procedures, or other

laboratory control mechanisms shall be recorded and justified.”
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=PAT is designed to apply on- Ime automatlon to dynamlcally measure a set
of samples that is collectively batch- representatlve as the manufactunng phase

progresses rather than, what is typically the case, a) samp e the representatlve“'”

samples (dynamically across the phase or at the end), b) transport them to the
lab, c) have the lab prepare the samples for evaluation, d) test the sample
preparations, e) generate results, f) verify that the results are valid and g) then
have the quality control unit (QCU) decide whether or not the batch can be
released to the next phase.

The goal of PAT is to eliminate steps a) through d) by dlrectly testmg the

material and controls materials to verify instrumentation’ vahdlty without
physically removing any sample from the batch.

Then, using validated computerlzed systems evaluate the batch results
and the control results to verify the batch is releasable to the next step just after
the current step has been completed.

The QCU would then only need to review the data for the samples and
controls and the system’s findings and electronically either release the batch for
further processing or reject it.

Since a periodic quality indicator “test’ (PQIT) “is, by deflnltlon an
additional quality indicator (quality assessment) test that is performed
periodically to assess the quality of whatever that the test is desrgned to
monitor.

Thus, PAT is an initiative addressing the requlred routine samplmg,
testing, evaluation and release controls and PQIT is a test outsxde the normal
testing envelope.

Therefore the commenter’'s remarks; a) are, at best, based on a._
misunderstanding of both PAT and PQIT and b) should therefore be
dlsregarded :

Since there is no conflict, thls rewewer applauds the Agency for seekmg to
advance the goals of quality by suggesting this option to the industry and would
hope that it is incorporated into the ﬂnal gurdance in its present form

“Lines 1219-1221: The draft guidance recommends that a Changes Bemg Effected Supplemental
New Drug Application (CBE) be submitted to the Agency’ to include a PQIT test in the drug product
release specifications in the event ‘of a batch failure. "AstraZeneca believes that submission of a CBE should
not be required, and recommends that a commitment to include the test in the release specification, if a
failure occurs, be made in the original apphcatmn ‘

Obviously, the Agency needs to be mformed whenever a flrm s routlne
quality system is found to have failed. =~ ‘

Provided the commitment in the application includes a commltment to
immediately notify the Agency in writing whenever a failure occurs in the release
area (a Field Alert is the only other appropriate mechanism besides the CBE that
this reviewer), this reviewer has no problem with the commenter S suggestnon

155



~“Lines 1477 1278: The draft galdance recommends that stability data be 1

used to
analytical methods wAvstraZeneca requests that the Agency clarify if this is a new regulatory
requirement and further clarify why this recommendation is needed since it is expected ‘that stablhty
data will be generated using Vahdated analytlcal methods

WU e PRt ot T o 3 o a
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The Agency is requestmg that the applxcant provrde data to support the .

validity of the analytical test procedures used.
Again this is just asklng that the firm provrde proof that the analytlcal
procedures are valid.

Having been ln\/olved in more than one mstance where the analytlcal test
procedure was less than valid (scientifically sound) this reviewer understandsv o

all to well the need for thls data [In the worst case, the method submltted in the
approved application seemed to be ‘deliberately designed not to work - the. method
proposed dissolving a softgel capsule by dropping it into 25 mL of cold water inan open
Erlenmeyer flask, stlrrlng it in an ultrasconic_bath_until the softgel capsule dissolves,

"and then ‘injecting an aliquot into a GC to measure the level of residual solvent inthe =
capsule. The “stirring step” heated the water up until it was hot enough to dlssolve the
softgel and, because the flask was open, allowed most of the residual solvent to bew

carried away with the water vapor that escaped the flask. 1

Obviously the Agency has found more instances of this than this reviewer
has and now knows that it needs to crltlcally evaluate the analytlcal test data
that establishes the valldlty of the’ analytlcal procedures

Since this_ document is, gurdance this revuewer does not see how the

- the regulatlons or the FDC Act can establish a new regulatory requwement

Based on the obvnous need for the mformatlon requested this reviewer

again finds that the draft text should be kept and mcorporated ‘as lS ‘into the

final guidance.

“Line 1286: AstraZeneca recommends that thlS section should mclude results for all spec1ficatlon tests

on appropriate batches and may also mclude additional tests “which do not form part of the product
specification as data to support justification for skip testmg

This reviewer finds that the draft guldance provuded is what the Agency ‘

needs for a proper review of the appllcatlon and that the commenter’s proposed
alternative does not ensure that the appllcant will prOVlde ‘the needed results
l« -
Lines 1288-1289: AstraZeneca requests that the’ Agency clarxfy if all safety and clinical batches used
throughout all development phases need to be included in  the batch analysis documentation,
AstraZeneca recommends the use of commercial formulation batches e

G B P b o @k e B Y e

This reviewer agrees that the Agency should clarlfy the draft gwdance as

the commenters suggest.

This can be easily accomplished by appropriately mcorporatmg the

suggested phase, “throughoutall development phases” into the first sentence.

This revrewer does not agree with llmltmg ‘the guidance’s reduest to )\

“ commercial formulation batches )
Therefore, this reviewer recommends that the lntroductory portlon (Lines
- 1288 - 1292) of thls section of the flnal gundance should read:
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- “Batch analysis data should be provrded for all batches, from all phases of development
that were used for clinical efficacy and safety, bioavailability, bioequivalence, and primary
stability studies. Batch analysis data should also be provided for any other batches that are
being used to establish or justify specifications and/or evaluate consistency in manufacturing.
The batch analysis reports (e.g., COAs) and collated batch analyses data should mclude a
description of the batches.” 4

Lines 1332-1334: AstraZeneca requests that the Agency clarlfy if “collated data” means, for example o

that assay data for all batches be included in the same table If so, AstraZeneca believes thls represents
anew regulatory reqmrement

First, given the meaning of the verb collate in’this COntEXt"'“tFié\ Agency is’
requesting that each type of test be tabulated in a database in a manner that
permits a viewer thereof to compare the data across all batches

This request is being made to facilitate the Agency’s review of the key
data supporting the application by asking the applicant to provnde the data in
the format specified that, if not provided by the applicant, the revrewer would be ,
compelled to compile the data. '

Since collating unstructured data is a time consuming task, the
applicant’s question should be is it better for the firm if we supply the data in

the requested format that permits easy comparrsons or in a format that wouldy '

compel the reviewer to collate it?
Again, because this is guidance it cannot be a regulatory requrrement
However, this reviewer does not think that the text goes far’ enough

because it does not call for the tabulatlon of the most useful of all clata - data L

that supports the umformrty of each batch with respect toits critical variable
factors (such as, for solids, active content, and active release (Dissolution or
Drug Release); for liquids, ointments and creams, average content, deliverable
volume, and, in some cases, Dissolution, pH and preservative level; and, for
metered products delivered dose, number of doses per contamer and m some'
cases, particle size distribution. o

Therefore, this reviewer suggests the followmg """"

“Presentation of results from all batches for a particular test in tabular and/or graphlcal formatis ~

often helpful in justifying the acceptance criteria. Collated batch analyses data are not warranted for
all tests. However, collated data should be provided for a assay, impurities (e.g., degradation products,
residual solvents), and, to assess batch uniformity:
a) For solids and umt dose drug products in any form: active content and
the appropriate active avallablllty test (Dlssolutlon Drug Release or,
rarely, Disintegration

b) For multiple-dose liquids, ointments, creams and the lrke average -

content, deliverable volume, and, in some cases, Dlssolutlon pH and
preservative level. '

c) For metered products, delivered dose, number of doses per container
and, in some cases, particle size distribution.

The reporting of collated data should be considered for other tests such as water content

w\mém bt v
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mends that 1f re51dual soIvent and mxscellgneous 1mpur1t1es are

"~ discussed and contro ts of the apphcatxon dlere is no need to ref)eat ‘that 'information
here. AstraZeneca further beheves that if residual solvents are not used in the drug product and
compendial excipients are used in the formulation, there is no need for dﬁs secttgﬁ &ﬁe’% ;

* and miscellaneous 1mpur1t1es are not required when these are controlled by component specxﬁcatlons

The commenters should reread the predlcate lines (Lmes 1360 to 1365) -

to the Lines (1386——1409) that the comment provided is addressing.
The predicate lines state (emphasis added):

“2. ldentification of /mpur/tles

~ Information on the characterization (| ., structural charactenzatlon) of |mpur|t|es should be
provrded if_not sly nrovrded in $.3.2. An applicant is encouraged to discuss any

questions about the identification of { impurities with the appropnate review divisions.

Clearly, “Residual Solvents “and’ "MlsceHa
only need to be reported here when they have not
S.3.2.

Therefore, this section is heéded”foejﬁgwﬁefch’at, ifr_ot reported i in Section
“S.3.2," these get reported t the Agency. ‘ '

Given the overall wording, this reviewer thinks that the wordmg provided
in the draft should be Jincorporated into the final CMC gurdance ’

us Drug Product lmpuntres .
been reported prewously in

“Lines: 1533- 1534 AstraZeneca requests that the Agency prov1de clanﬁcatlon and further guldance
for the 1evel of detaﬂ reqmred for functlonal secondary packagmg

Lines 1534-1536: The draft gmdance recommends that a bnef descrlptxon be provxded for

nonfunctional secondary packagmg components. AstraZeneca beheves that this recommendation is

unnecessary because these components "do not prowde an addltlonal measure of protectlon to the

drug product . . S T

If the application review personnel are to truly understand the drug-
product production process, then apphcant should provrde the descrrptlons
being requested by the Agency RN

it e
Line 1560: AstraZeneca requests that the Agency clarify if the recommendatlon to provrde a post—
approval stability protocol mcludes a stablhty protoco] for annual stability batches. ’

Line 1607: AstraZeneca recommends that stablhty data for holdmg in- process materlals less than 30
days is a cGMP comphance issue, and is not a filing and review issue. Supportive data should be.
‘maintained on file with the Sponsor and avallable for review durmg an Agency mspectmn and should
not be reqmred for inclusion i inafiling. 4 o

, ~ This reviewer continues to oppose attempts to exclude. mformatlon thatis
needed by ‘the apphcatlon reviewers from being incorporated mto the

application simply because the information is’ requrred by CGMP.
For the reasons stated repeatedly in this reviewer’s comments all of the
application reviewers, not just those who perform the requ|srte PAls, are

-charged -with ensurmg the apphcatlon estabhshes that both the drug

iss
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manufacturing process and the drug product adhere to all of the CGMP‘

requirements.
Both this reviewer and the commenters agree that determining stab|I|ty is

needed to justify hold times and that it is a CGMP requ|rement

guidance.

Lines 1644-1739: AstraZeneca requests that the Agency clarlfy that this information is in agreement
with current guidance from the International Conference on Harmonization (ICH) and is only
required in apphcatlons for blotechnology derlved products

This reviewer disagrees with the commenters and. thrnks that the

requested information should be gathered and reported in the appllcatlon for

any facility where there is an “identifiable potentlal safety risk’ to ‘the drug

product and/or the public.

Lines 1840-1843: AstraZeneca requests ‘that the Agency ‘clarify that this section can contaln hypertext
links to appropriate analytical methods and validation reports that permxt the Agency reference
laboratories to produce hardcoples

This reviewer cannot agree wrth the commenter S proposal because a)““
the regulations require that the requested information be submitted to the.
Agency and b0 there is no way the Agency can ensure that the methods in the
links are exactly the same as the methods certified for use by the appllcant o

. If an applicantd oes not ‘wish to bear the burden of providing the required
number of paper copies, then the appllcant can submit an electromc
application. )

Either way the required documentation packages (2! CFR 314 SO(e)( )() and
314.94(a)(10)) MUST be submitted. ‘
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condensed font (Perpetua), the quotes directly from the draft guidar’tc’e are guoted in
a stylized font (Lydian) and this reviewers comments are in a publisher’s font (News
Gothic MT) to make it easier for the reader to differentiate the “speaker” in the
various text passages that follow. When this reviewer is only addressing a portion of

the commenter’s remarks, the commenter’s text will be bolded]

The com mentersbegln by stati}ng}:{ _ “The following‘ comments are submitted on behalf of
the International Pharmaceutical Excipients Council of the Americas (IPEC-Americas). IPEC-Americas is
-a regional pharmaceutical industry trade association headquartered in Arlington, Virginia. Many of its
member companies are U.S. based and manufacture either finished drug products or compéhents used in
such products for various purposes, and therefore are affected by the subject guidance. TPEC-Americas
appreciates the opportunity to provide these comments. Individual member companies may also elect to
do so separately.” B ' S e e e e

“General Comments L
1. IPEC-Americas applauds and generally supports the agency’s effort to prdaﬁce and pﬁlﬂish this
important guidance. This guidance is parallel to the efforts of IPEC-Americas t6 enstire the safety
of excipients used in pharmaceutical products. It is the culmination of work begun years ago by
Ralph Shangraw and others that has led to a greater understanding of the different roles excipiénts
can play in the pharmaceutical manufacturing process and in drug delivery itsel” =~ = ’

“). We believe it is important to note that in addition to_agency reviewers and 1ndustrydrug
formulators, this guidance will also be important to excipient producers. Many such companies are
engaged in the development of new materials for use in«pharmaceutic(als, as well as for new uses of
older materials. As the agency is aware, this innovation has become more frequent in recent years
and has resulted in a number of significant therapeutic advances.”

“3, Our major comments concern the need for explicit registration of methods used for
testing pharmacopoeial excipients. We, of course, agree that the specifications applied to
excipients must be consistent with those of the pharmacopoeia, and that methods used must be
appropriate to demonstrate compliance. The question we wish the Food and Drug
Administration (FDA) to consider more carefully is the amount of paperwork
necessary to ensure appropriate control of those excipients. Excipients are an important
part of most formulations, and in many cases the quantity of excipients is much greater than the
active substance. Clearly, excipients must be controlled to ensure the quality of the pharmaceutical
product and patient safety. However, excipients differ from most active substances and
finished products in that excipients are often used in multiple products. Because of |
this fundamental characteristic, testing of a single excipient has a potential to impact many New
Drug Applications (NDA) and Abbreviated New Drug Applications (ANDA).” Moreover, once = ~
initial product submissions are made, maintenance of excipient commitments in
multiple NDAs/ANDAs becomes a significant burden for both manufacturers and the
FDA.” ‘ SR -

The commenter’s remarks concerning the records maintenance burden

_ are, at best, ad hominem.
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- Provided the manufacturers have carefully specified the eXCIplents used,
the only times the ‘manufacturers will need to update their specmcatlons are
when: i) they change source materials; ii), if compendial tests are used, the
compendial method changes; or iii) the manufacturer elects to change them.

Moreover, the monographs for compendial excipients do not, as a rule,
change frequently. o '
Therefore, in most cases, the majority of the change burden is self-
imposed. ’ ‘

In addition, though excipients that are compendially the same are used in
multiple filings, often the grade (specific physiochemical properties within the
permitted compendial envelope) of the eXC|p|ents dlffer from product to
product.

In many cases, the grade of excipient is unique to a particular
manufacturer’s formulation for, as narrow as, a single strength of one product.

Based on this reviewer's experience, the major portion of the records’
updating “burden” arises from the non-compendial specifications that
manufacturers are forced to adopt to ensure that each ACCEPTED lot of each
excipient is the same as the lots initially used to obtain and support the
approval of the manufacturing process. ’

For all of the preceding reasons, the commenter’s observation, while true,
is made in a way that distorts the impact of the Agency’s proposed draft on the -
paperwork burden after the manufacturer receives approval. /

Moreover, as written, the draft guidance, contrary to the implications of the
- commenter’s remarks, should have little, if any, real impact on the current post-
approval paperwork burden, provided the manufacturers are currently operating in
compliance with CGMP. ‘

This is the case because manufacturers are currently compelled by the
CGMP regulations to update, at least annually, any changes in their

specifications, standards, sampling plans, testmg procedures and any other B

control mechanisms they employ.

“4. The language used in sections P.4 through P.4.4 would require manufacturers to
specify each method used for routine testmg of exmplents, unless the method is
exactly that of the pharmacopoeia. Two situations commonly occur which are 1mpacted by
this requirement: First, methods are used which have been demonstrated to be
equivalent or superior to those in the pharmacopoela Often a manufacturer has methods
used internally that are shown to produce equivalent results to those in the pharmacopoela Also,
many manufacturers must meet global requirements and seek to eliminate redundant, testing of the i
same property (e.g., European Pharmacopoeia’ (PhEur), Umted ‘States Pharmacopela -National
Formulary (USP-NF), and Japanese Pharmacopoeia (JP) Heavy ‘Metals tests) by selectmg a single
method shown to be capable of ensuring compliance with all the requirements. Second,
excipient testmg is performed by the suppher and accepted on Certificate Of
Analysis (COA). Supplxers are generally expected to perf'orm testing to demonstrate
compliance with pharmacopoexa reqmrements, and pharmaceutlcal manufacturers
often accept the supplier results on COA. With proper audltmg of suppher processes
and lab capability, this practice ensures compliance. In each of the cases above, the
pharmaceutical manufacturer must have systems in place to ensure compliance.
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- However, even with np?rnprlafp internal controls, the regulatoi'y hurdles in

lmplementmg ‘and mamtammg such systems are mgmﬁcant »

Contrary to the commenter’s. remarks, because the CMC gu1dance is just
that guidance, the “language used in sections P.4 through P.4.4" only requests
that the applicant provide information on the methods, that they propose
to use for the routine testing of the exc:Iplents

When the method is an unmodified ofﬂcral compendlal method (the
commenter’'s “the method is exactly “that of the pharmacopoela) the

information request is Ilmlted to the official name_of the method. In all

other cases, more information is requested because more is requnred ‘for
the applicant reviewer to be able to judge whether or not i) the
information provided meets CGMP strlctures ‘and ii) will ensure that the
lots of each listed component will be the same as those used to obtain
FDA approval When they meet the specrﬁcatlons established by the
applicant.

Even the commenters recognize that “the pharmaceutical manufacturer must

have systems in place to ensure compliance” — notice “must have” indicates

that this is a recognized present requirement.

Moreover, when the commenters state “the regulatory “hurdles in
implementing and mamtammg such systems are s1gmficant the commenters
. recognlze that the systems in question are ourrently in existence and not,
as the commenter’'s remarks would seem to imply, needing to be
developed and |mplemented if the Agency s proposed draft guidance were
to be issued in |ts present form as official CMC gu;dance

Thus, the mformatlon request in P.4 through P. 4 4 is: i) reasonable and
proper and ii) asks the apphcant for nothing, other than a copy of the
information requested, that the CGMP regulations do not already require
the applicant to establish and maintain.

Because a particular excxplent may be used in many products, submxssxons of the
routine excipient-testing program would be’ requlred in many product reglstratlons

If the testing program were to be cflanged for example to reflect : acceptance on suppller COAs or
adoption of tests shown to meet multiple pharmacopoelas ‘each of these product regxstratlons would
have to be changed. Also note that pharmacopoela change frequently, so that testmg
reglmes must also be amended to conform, -

a. The commenters begin by misstating the obvious - appl:cants wishing to
conform to the guidance’s requests would need to submit their routine =

excipient-testing programs (which, smce 197.9 the CGMP regulat/ons have
required manufacturers to have) for each new drug-product in the application
(ANDA and NDA) that they submit.

. However, as stated in the previous commentary, many of the

manufacturer’s requirements (specificatiohs) are for tests that: i) are not in

162



A REVIEW OF FORMAL COMMENTS TO PUBLIC DOCKET 02D-0526

the compendia or ii), if in the compendia, have the ranges inside of those
permitted in their compendial monographs. [Note: Examples include tests for
physical properties such as bulk density, compressibility, flow, intrinsic solubility,
isomeric  distribution, oligomeric  distribution, particle-size distribution,
permeability, refractive index, surface roughness, tapped density, and viscosity;
and chemical tests such as the CGMP-required one, “as is” purity,” and
uncommon ones such as ICP trace-metal fingerprinting and solid-state NMR.]

. While the official compendial change frequently, i) most of the changes are
to add new component ‘monographs and general chapters to the
compendium being updated, ii) the monographs ‘for most excipients
change much less frequently, and iii) increasingly the excipient
monographs in the USP and NF are being harmomzed with those m the EP

and the JP. ’

In summary, this guidance would drive industry to adopt full monograph testing for each excipient
using the exact methods specified in the USP-NF or Homeopathic Pharmacopoeia. The draft
guidance presents barriers for companies utilizing alternative methods (e.g. PhEur, or JP), or vendor
qualification strategies using audits or reduced testing protocols that eliminate redundant excipient
tests. As written, the draft guldance creates a paperwork burden that would eliminate ex1st1ng
vendor qualification programs.

. Given the CGMP requirement (21 CFR211. 160(b)) that a 'manufacturer: )

must have and use “scientifically sound and’ appropﬂate “specifications, standards,
sampling plans, and test procedures designed to assure that components, drug product
containers, closures, in-process materials, labeling, and drug products conform to appropnate
standards of identity, strength, quality, and purity’ and ii) must ensure fhaf: these are
adequate to ensure that each lot is the “same’’ as the lots upon ‘which the
drug product’s approval rests, the reality is that both the suppl:ers of
excipients and the manufacturers of the drug products are increasingly
developing and using product-specific tests and or specifications for
excipients. The result is that, in some cases, each manufacturer has
several “unique” proprietary grades of each of the excipients that it uses for
the drug products it manufacturers. This is being done both to |mprove the
manufacturer’s control on the sameness of the lots of exmplents ‘used and,

for new NDA and, in some cases, the first filed ANDA to thwart those who
would copy the formulatlon

. Contrary to the commenter’s unsubstantiated cla|m this draft guidance
presents no barrier to the use of methods in the EP (PhEUR) and the JP -
as the commenters should know, the FDC Act is the source of the barriers
that exist to the use of these pharmacopeias.” Moreover, nothing is the
draft guidance is a barrier, per se, to “vendor qualification strategies using
audits or reduced testing protocols that eliminate redundant excipient tests. "

. Finally, nothing in the draft guidance, which only requests that an appllcant
file some of the information that substantives its proposed processes
controls and drug product will comply with the applicable CGMP, will create
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 a significant paperwork burden beyond the current one much less one “that
would eliminate existing vendor qualification programs.” The only things that
might ehmmate some of the existing vendor qualification programs is the
Agency’s finding: i) that the information provided by an appllcant clearly
indicates that the existing vendor qualification programs do not comply
with the requirements of CGMP — mainly because the Agency may find, as
this reviewer often has, the ldentlty test (or tests) that the manufacturers are
currentlyd oing are not the CGMP-required specific identity ‘tests and/or
the manufacturer’'ss ampling plans and test proceduresd o not take and
test lot shipment representative samples, ii) the vendor does not provide
COAs that include the “as is” wt-% purity of the exmplent when providing
such should be required, or iii) the FDA audits the vendor’s manuracturmg \
site and finds that the testing done is not representative of the batch or not
from the testing of all of the lots released for drug use (“pharmaceutical
grade”). ‘ V '

d. Given the increasing number of cases where drug product problems have
been traced to problems with the quality of one or more of the components
that the commenters classify as excipients, the science-based approach to
compliance, and the attempt to use a scientifically sound risk-based
strategy to ensure process and drug product compliance, the Agencys
draft gmdance actually requests less than it could and perhaps 'should,
have requested.

e. Based on all of the preceding, this commenter’s remarks are not supported
by: i) the existing CGMP requirements, ii) any scientifically sound or
regulation-based counter proposal, or iii) a dispassionate review of the
commenter’s own words.

Having addressed the commenter’s “General Requirements,” this reviewer
will now evaluate the commenter’s “Specific Comments.”

[Note: To minimize reformatting, within the tables that follow, the commenter’s
original SPECIFIC comments are quoted in the Arial font used by the commenters
and, the quotes directly from the draft guidance are in a Times New Roman font. This
reviewer's comments are in a News Gothic MT font, and Lydian will be used as the
font for citations from the USP or any iegalky bmdmg US statute (FDA Act) or
regulation (for example, 21 CFR 210 and 21 CFR 211). The font differences should
make it easier for the reader to differentiate the “speaker” within the tables that
follow.]
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. “Specific Comments
(Guidance Citations are in Times New Roman font, and comments are in Arial)”

Line #s, page #

Guidance leations with comments = =~

Lines 981 - 987,
page 27

“Compendial-Non-novel Excipients: “When a compen ial exc1p1ent s tested accordmg to the
monograph standard with no additional testing and the applicant intends to perforrn 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 to P.4.4.”

The implication is that the applicant will not be able to use vendor qualification to
accept excipients via COA without providing additional information in the application.
On the other hand, the USP General Notices state that application of every analytical
procedure is not needed to meet compendial requirements. [n addition, 21 CFR 211
states “In lieu of such testing by the manufacturer, a report of analysis may be
accepted from the supplier of a component provided that at least one identity test is
conducted by the manufacturer.” In such cases, the manufacturer establishes the
reliability of the suppliers test results through validation at appropfiate intervals. It is not
reasonable to require the pharmaceutical manufacturer to commit to fully test all
excipient lots.

1. The commenter’s first observation is correct but the extra information
required is information that the firm is required to have. To comply with 21
CFR 211 (the drug products) CGMP.

2. in this instance, the commenters have a) taken what the USP General
Notices say out of context and b) misquoted it. In context the UsP,
discussing tests for the RELEASE of a compend/al /tem mto commerce by tlle‘
manufacturer thereof, states: ~
“However, it is not to be inferred that the application of every analytlcal procedure in the
monograph to samples from every production batch is necessarily a prerequ131te for
assuring compliance with Pharmacopeial standards before the batch is released for
distribution. Data derived from process validation studies and from in-process controls
may provide greater assurance that a batch meets a particular monograph requirement than
analytical data derived from an examination of finished units drawn from that batch.”

Thus, this reviewer fails to see how the USP’s guidance to the compendial
item’s manufacturer applies in this instance other than to point out that the
excipient manufacturer may not be performing the compendial tests.

3. By omitting the word “specific,” the commenters misconstrue 21 CFR 211 in
a manner that is critical to the understanding of what is required. Correctly,
21 CFR 211.84(d)(2) states (emphases added):

. In lieu of such testing by the manufacturer, a report of analysis may be accepted from the

suppher of a component, provided that at least one spetific identity test is conducted on such
component by the manufacturer, and prowded that the manufacturer establishes the reliability of
the supplier's analyses through appropriate validation of the supplier’s test results at appropriate
intervals.”
The reason that the word specific is crucial is that the USP monograph’s
IDENTIFICATION tests are, as written, NOT truly specific (in analytical testing,
a specific test has to differentiate the material being tested from all other
similar and dissimilar materials — a requirement that few tests meet and a
requirement that the USP IDENTIFICATION tests rarely meet).

4. As written, the draft guidance does not “require the pharmaceutical
manufacturer to commit to fully test all excipient lots.”

5. Based on Points 1 through 4, the draft text should be mcorporated ‘as is”
into the final guidance. o
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Line #s,\pag\a % |

Guidance Citations with comments

Lines 1022 - 1024
and Footnote 27,
page 28

"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 COA.”

The drug manufacturer does not normally know at the time a submission is filed which
tests will be accepted from the vendor's COA. At ‘submission, the manufacturer may

h
have limited experience with some of the excipients or suppliers. Because there is

limited experience with new_excipients, or new suppliers, an excipient from supplier 1
might be accepted on a COA, but the same excipient from supplier 2 might require full
testing. Therefore, a reduced testing program by the drug product manufacturer would
only be implemented well after submission of the NDA. Dele’uon of the requirement
and footnote is requested.

1. The applicable CGMP requires the drug product manufacturer to have

LGRS WAV LR LULLE L% N (AR Y=LV

established the firm's specxflcatlons, standards, samphng plans, test
procedures, and other laboratory control mechanisms prior to engaging in
the manufacture of any drug product for introduction into commerce (21
CFR 211.160(a). Moreover, to be incompliance with the requirements of the
FDC Act’s CGMP strictures, set forth in section 501(a)(2)(B) of the act, the
applicant must submit an application that demonstrates that the processes
and control and drug products are in conformance with CGMP. Since a firm
cannot know what its scientifically sound and appropriate specmcatlons
sampling plans and test procedures are for a material unless it knows which
tests it will be performing on that material, it is required for the
manufacturer to know, at the time of submission, which tests it will perform.
Therefore, a CGMP-complaint application cannot be submitted until the
inspection plans that the firm proposes to use have been establlshed and
approved by the quality control unit.

2. Based on Point 1, while the manufacturer’s experience may be limited,
CGMP requires it to be sufficient to establish “scientifically sound and appropriate
specifications, standards, samplmg plans, and test procedures deslgned to assure that” each
component conforms “to appropriate standards of identity, strength, quality, and purity”
(21 CFR 211.160(b)). To be CGMP compliant, the applicant must have
these BEFORE submitting an application or the application is violative (does
not conform to the FDC Act’s expectations for CGMP).

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

4. To address the issue of reduced plans at later points, the firm need only
submit a valid hierarchical plan like that discussed in Point 3.

Based on Points 1 through 4, this reviewer a) finds the commenters have
submitted no valid justification for deleting this text from the CMC guidance; b)
understand, based on the commenters’ own words why the Agency, committed
to a science-based approach to establishing CGMP compliance that is capable
of assessing risk, is requesting that this information be provrded and’ c)
supports |ts mclusnon |n the fmal gurdance (see PhRMA sectlon)
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Guidance Citations W|th comments

Lines 1026 — 130,
page 28

“However when there are specific concerns relatmg to an excipient, tcstmg in addition to an
identity test would be warranted.”

Revise the statement to read “... testing in addition to an identity test may be
warranted.” )

1. In suggesting this, the commenters disregard the implication of the phrase
“specific concerns.” When there are concerns, the FDA and CGMP expect
that those concerns will be addressed - not that they may be addressed. For
example, if a manufacturer of an inhaler has concerns that some lot of
metered-dose containers contain no active, that firm is’ supposed to do
additional testing to either confirm or ally its concern.

2. Given the nature of these concerns, they can only truly bé addressed by
performing testing appropriate to the concern (i.e., if it is a microbial
contamination concern then the firm must do mtcroblologlcal testing and
not assay testing

3. Based on Points 1 and 2, the text in question is proper as wrltten and the
alternative wording is NOT - concerns are NOT permitted to go unadressed
and, in this context additional testing “would be warranted.” Therefore, this
comment is invalid and should be ignored..

And “For example, diethylene glycol contamlnatlon of polyols such as glycerin and propylene
glycol has caused numerous fatalities..

This is an example where basic GMPs were not used. The impact of this tragedy is
great and cannot be ignored, but other tools are available to ensure excipient and
excipient supply chain safety. When excipient supphers and users apply appropriate
GMPs the excipient supply chain is made reliable. For glycerol, the USP monograph
includes specific testmg for diethylene glycol, $0 the reference to ‘this specific
‘additional testing’ is unnecessary.

The comments made are . non-sequiturs, unsubstantiated self-serving
generalizations, and information that is not relevant to the issue that the
example presents. What difference does it make if the tests exist when they are
not used? It makes no difference.

Thus, as the Agency points out, when there is a known danger that may be
present in a given excipient (a specific mandated “safety” concern that drug
manufacturers must address under CGMP), then the manufacturer must do the
tests that address that concern or risk the civil and criminal penalties that may
accrue when a concern is ignored and public harm results (500 plus billion
dollars and counting for the most recent instance in the US).
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Line #s, page #

Guidance Citations with comments

Lines 1032 - 1035,
page 28

“Only a citation to the appropriate official compendlum need be provrded Wwhen the excrplent
specification is identical to the compendial monograph and full monograph testing will be
performed on each batch of excipient”

Excipient Quality is not improved by full monograph testmg 'If other mternal testlng and
audits have confirmed excipient supplier data then “supplier data can ‘be’ ‘accepted.
See Lines 981 - 987 for similar comments.’ o

1. Do not understand the direct rélevance of the commenter’s;remarks to the
text cited.

2. Though excipient quality is not improved by full monograph or, for that
matter, any other testing, the testing firm's understand/ng of what the’ quahty of
the lot being tested truly is certamly improves when additional’ relevant testing
is performed.

3. Even when a supplier’s data may properly be accepted, certam tests are
required, including, but not limited to, those that determlne the specific
identity of the excipient or other component and those that address
concerns that are associated with said excipient orf component. ~ ~

4. The cited text does not suggest that other approaches may not be used.

Based on Points 1 though 4, the commenter’s remarks are not relevant to
the guidance being suggested ~ - yes, guidance not regufatlon “As such, the
comments should therefore be ignored.

ol

Line #s, 'p/age #

Gmdanceécnatmns w|th>comments iy S

Lines 1035 - 1038,
page 28

“When the specification for a compendral exc1p1ent differs from the compeéndial monograph
(e.g., additional tests, tighter acceptance criterfa than in the monograph dlfferent analytlcal
procedures) or test results will be accepted from the exc1prent manufacturer ] COA the in-
house specification should be provided. ” ~

See Lines 981 - 987 for similar comments.

Please read the review comments made to this commenters _remarks

concernmg thls draft gundance

R R T T B
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Line #s, np\age) # B

Gu1dance Cltatlowns wrth commenfs

Lines 1038 - 1041,
page 28

“If the specification for an excipient is based on a compendrum other than an offi cual
compendium, the excipient should still conform to the monograph in an offi cral
compendium, if there is such a monograph™

The ‘“official compendium” should ~clearly state USP-NF  and Homeopathrc
Pharmacopoeia. This section should refer to PhEur and JP, specifi cally because there
is much current effort to bring USP, PhEur and JP ‘into a greater degree of agreement.
There is a difference between conformmg toa monograph and toa compendra Focus
on the monograph eliminates General Chapters, and GMPs that are in ptace to ensure
excipient safety.

1. This reviewer agrees with the commenter’s first statement that it woutd be
clearer if the guidance text were to spell out in the text ‘the ofﬂcra!
compendia and would propose modlfylng the text to read
If the specification for an excipient is based ona compendmm other than the Unl’ted
States Pharmacopeia, the Wational™ Formulary or " the Homeopathrc
Pharmacopeia of the United States (the ONLY official ¢ mpendra recognized
by the FDC Act), the excxplent should still conform to the monograph in one of these
official compendia. if there is such a monograph.”

2. Since, by law (FDC Act), only the listed compendia may be’ referenced, the
FDA should not reference other compendia by name in its gurdance

3. Contrary to what the commenters assert, if one asserts that one conforms to
a monograph contained in the USP, then one is also assérting conformance
to that compendium because one cannot conform to the first without also
conforming to the second - would suggest that the commenter read the
General Notices section of the USP to confirm the validity of this statement.

4. The commenters’ last sentence is, at best, confused and patenﬂy untrue
with respect to the relationship between the monograph in a compendium
and its General Chapters Moreover, its syntax is difficult to interpret. Do
the commenters mean: “Focus on the monOQraph eliminates General Chapters"
and “GMPs that are in place to ensure excipient safety"? ‘Or is the remark
intended to be read: “Focus on the monograph eliminates™ a) “General Chapters,
and” b) “GMPs that are in place to ensure excrplent safety.” The former reading is
partly factual; while the latter reading seems to be Freudian.

5. Based on Points 1 through 4, this comment should be xgnored and the
proposed text incorporated in to the final CMC guidance.

Line #s, page #

Gmdance Cltatlons wuthwc}omments e

Lines 1043 -1046,
page 29

“However, where a difference appears, or in the event of dlspute the
result obtained from the USP procedure is conclusive.”

Sentence deletion is requested, because the phrase is duplication of compendia
requirements.

Contrary to the commenter's remarks, the text cited’ expresses ‘the Iegal status
of the official compendia as set forth ln the Food, Drug, and Cosmetic Act as
amended (FDC Act). Given the commenter’s demonstrated lack of
understanding in this regard, it is obvious that thxs text n‘ mcluded in
the final CMC guidance perhaps with the citing of the FDC Act‘sectlon‘
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Line #s, page # _

Gu:dance Cltatlons \mth comments

Lines 1089 - 1092,
page 30

“A COA from the manufacturer and the test results for the same batch frot‘n the drug proJuct
manufacturer should be provided for the components described in P.4.”

This requirement duplicates GMP requirements for confirmatory testlng Please delete |.
the sentence.

1. Factually, this request is: a) not a requirement and b) dupllcates nothing in
the CGMP for any testing - it is simply a request for information.

2. Because the Agency needs evidence in the applrcatlon to estabhsh that the
filed production processes, including incoming component rece:pt handling,
and release, and the drug product controls meet all’ appllcable CGMP
requirements, the Agency’s request for this information is appropriate.

3. Based on Points 1 and 2, the commenter’s request should be’ demed and the
text in question incorporated “as is” into the final CMC guidance. -

Line #s, page #

Gumlance Cltaf“ ons wnth comments

Lines 1092 - 1094,
page 30

“Test results should be expressed numerically or qualitatively (e.g. clear, colorless solutlon), as
appropriate. Use of terms such as conforms or meets specification is discouraged.”

If the material must pass the compendla test, then there is little point in putting in
different qualitative text such as “does not form precipitate” or “violet-blue color” from
the method onto the COA. For this type of compendial requirement, it either meets the
specification or it doesn’t. Therefore on the COA, for compendnal tests, it is sufficient
to report the test result as “pass”. For non—compendxal methods, theré may be value to
reporting the results numerically or qualitatively smce the expected results of non-
compendial tests may not be obvious to a reader.

Please delete “Use of terms such as conforms or meefs speciﬁCéiicn is discouraged.”

1. The commenters begin by ignoring the purpose of any report or certificate of
analysis - to report: a) the samples tested, b) the tests performed and c) the
resultsf ound. The assessment of passing, or naot, is what the evaluatory
remarks and the signature attesting thereto are supposed to convey

2. Contrary to what is asserted, even when a material doés not pass, a
certificate of analysis is required to so that the concurrence of the
controlling authority (signature) supports the evaluation of the results found.

3. In today’s world, where the test is qualitative, the 'fornfi'at for the "lIs
Approved for Release” COA contains boilerplate wording so that the Agency’s
request presents no significant report generation burden ‘béyon‘d initial set
up.

4. This reviewer's own inclination (as stated in the reviewer’s response 'to the
docket) is to prohibit the use of “conforms” or “meets specmcatlon” because
they obscure what the test result was.

5. In light of Points 1 though 4, and this commenters rationale, ‘this reviewer
has seem that the Agency’s position represents a reasonable compromise
and, in light of this commenter's remarks about non- compendlal tests,
would suggest that the draft text, as a compromise, be revised to read:

“Test results should be expressed numerically or qualitatively (e.g. clear, colorless
solution), as appropriate. Moreover, for non- compendlal tests, the use of terms
such as ‘conforms’ or ‘meets specification’ is proscrlbed
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- Amersham Health’s Submission Posted June 26 2003
To Docket 02D 0526: “C-08"

Note: The original INTRODUCTORY and GENERAL™ comments are quoted in a
condensed font (Perpetua), the quotes dtreotly from the dratt gmdance are quoted in a
stylized font (Lydian) and this reviewers comments are in a publi shers font (News
Gothic MT) to make it easier for the reader to drﬁ‘erentrate the “speaker” in the
various text passages that follow.]’

The commenters made no introductory comments about the ﬁrm other}m .
than to state how it had responded to the docket.
That having been said let us get right to the comments

s %
H
3

“General Comments:”

“l. Where appropriate, provide a correlation table matchmg the old NDA format to the new CID uv
format. This helps to place the information in the old format mto ‘the ¢ correct sect10n in the CTD
format.”

This reviewer agrees — this is an excellent sugg/estion'

“2. Delete section classifications III, IV, V, VI, VII, VIII IX, X, X, XII XHI and replace ‘with Pl P2,
P3, P4, P5, P6, P7,P8; A7 ana R, respectlvely “For example use “p.2 PHARMACEUTICAL
DEVELOPMENT” instead of “qv PHARMACEUTICAL IjEVELQ
the document to be conSIStent w1th CTD sectlon narnes and nurnbers

~ This too is a good suggestion.

“Specific Comments:”

“1. Section IV-C (P.2.3); Lines 580-582: 'The statement can be extended to ihclucl‘e; < LLif

differences in the equipments used in the various phases could have impact on quality, safety and
efficacy”.

While thinks he understands the commenters motivation, th:s revrewer o
must object because it does not provide the Agency ‘with information about the
comparison of equrpment across all phases wnthout regard to whether in the
manufacturer’s opinion, the differences “could have 1mpact on quality, safety and
efficacy” to ensure that all that end up bemg prowded )

To address this in a manner that ensures all should be captured and
reported, this reviewer suggests the foIIowmg sentence be added to glve

“A table should be provided that compares the equlpment used to produce chmcal batches that support '
efficacy or bioequivalence and primary stability batches to the equrpment proposed for production
batches. To facilitate review, those changes that may affect the quality, safety
and efficacy of the drug product and those that’ cannot ‘may be presented in
separate tables.”

Done in this manner, the gurdance prov:des ﬂexrblhty and assures that the
information supplied should asslst the apphcat:on revrewer to see what the

oL change are and what their impact’ may be.
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“2. Sectlon IV-D (P 2. 4-) Lmes 596 597: The statement needs to be exphclt with regard to other (non—
protein) drug products.”

This reviewer concurs With the commenter’s suggestion

3. Section V-C (P.3.3); Lines 808-809: The meaning of ‘equipment identify by type’ should have a
more extensive explanatlon

This reviewer supports the commenter S suggestlon ,
.t, RS

“4. Section VI-A (P.4)/(P.4. 1), Lmes 996 1011 There is no need to prowde mformatlon in P4 6 that
is given in A.3. Cross reference to A.3 should be sufficient.

Since the information requested is both~ extensive, this revrewer tends to
agree with the commenter’s suggestlon unless the Agencys experlence with
similar has found that dupllcatlng the information facilitates the apphcatlon
review process — in which case, the lnformatlon should be dupllcated

“5. Section VII-A (P.5. 1); Line 1176: Provide the definition of Periodic Quality Indlcator Test in the
Glossary.”

This reviewer again vsUpports the commenter’s suggestion.

“6. Section VII-A (P.5. I); Lmes 1187-1 189: The sentence ‘A PQIT can be warranted when a test,
£ , A performed and reported as part of the batch anaIyses has value 2 as an indicator of product qualxty, ”
. but information indicates that the test need not to be performed on each batch of drug product’ is

somewhat ambiguous and should be re-written.”

This reviewer concurs with the commenters remark and offers the
following to address the ambiguity in the draft’s text:

“A PQIT may be warranted when a test, reported as a part of the batch analyses, has value as an
indicator of product quality but the test is: a) one that has been done in addition to |
the set of tests required for routine production controra”nd'b)‘ “based on in-
depth analysis of the data and previous experlence not required to be
performed on each batch. For example, a test for the dlstrlbutlon of
magnesium (as an indicator for the distribution of magnesmm stearate
added to the formulatlon as a tableting Iubrlcant) in tablet cores when the

destructlve NIR assessment of active level and disintegration.”

1
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“7. Section VII-A (P.5.1); Lines 1212-1215: Should not an Out of Spec1ﬁcat10n (00s) mvestlgatlon for a
PQIT be resolved before any new procfuctlon of batches?”

This reviewer agrees with the commenter's remark and offers the
foHowmg curative modification to the draft's language:

“e failure to meet the acceptance criteria for the PQIT will be handléd (e. g . ‘rnves":tlgation
batch rejection decision) in the same manner as a farlure of a a test included in the drug ’
product specification and, after the p055|ble causes for the” PQIT failure
have been identified, appropriate corrective actlon has been initiated
and the quality control unit permits production ‘to resume, the PQIT will be
performed on each subsequent batch until the-failure—is all data indicate that the
corrective actions taken have truly identified and resolved the root cause
or causes of the failure.

“8. Section VII-A (P.5. 1); Line1216: Delete the word all from the sentence.”

While this reviewer agrees -with the commenters that, as wntten ‘the scope
is overly broad but suggests that a better remedy would be to remove the text

“batches produced, in partlcular, the” and change the end to “the last’ batch tested” o

glve

“e any investigation will assess the effect on all - e batches
between the last batch tested with a passing test result and the last batch that-failed
tested

o “9 'Section VII ‘A’ (P 5. 1) Ilnes 1253 1524 Thls sentence shoula be rewsed By addmg fhe féllow1ngwwﬁ:)'

text (underlined here): “A list of PQYY‘S ...... shodld be included in P’ 5 1 of the application, Tisted ™

ecifications.” “This will help differentiate the

product’s release specifications from the product’s PQIT spemﬁcauoné

While this reviewer understands the commenter’s intent and agrees that

the PQIT listing should 'be “separated” ”fnothe._dmg_pLoduﬂ__re_gnlam;z_mLease
specifications,” this reviewer thinks that a more grammahcally correct and ‘perhaps

more helpful, text is needed and suggests the following:

“After the drug product release specifications have been listed, a I'i§'ti5f":I5©lT's/’,"

with associated acceptance criteria and reference to analytlcal procedures, should be mclu&ed in
P.5.1 of the application.”

“10. Section VII-D (P.5.4); Lines 1288- 1291 With regard 3t(‘>'B;fcch'\aria1§r'sm\ mformatmnxfnot used for
the stated purpose, does this mean prechmcal/ toxmologlcal batch need not be mcluded in batch
tables?”

This reviewer understands and agrees Wlth the commenter s concern and V
would suggest the following curative language for Lines 1288 ~1289:"

“Batch analysis data should be provided for all ‘batches used in studles Conductefj to
assess dlinical efficacy and safety, bioavailability, bioequivalence, and primary stahlllty
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£ “11. Section VII-D (P.5.4); Lines 1288-1309: An illustrative. example of a batch analysxs table would be

beneficial. The illustrative examples of a composition statement (Table 1), a batch formula (Table =~

2), and a specification sheet (Table 3) provided in the respective sections of the ‘guidance are
informative. A similar illustrative example of a batch analysi\s table in section P 5.4 could be useful.”

This reviewer again supports the commenter’s suggestlon

12. Section VII D (P.5.4), Lines 1328 1339 Collated batch analyses data should be provxded inP.5.6as
part of the justification for determining proposed acceptance criteria for the drug product.

This reviewer supports the commenter’s suggestion and believes that this
commenter’s suggestlon is better than the corrective text changes that this
reviewer proposed in previous reviews where this section of the text was
discussed.

13. Section VII-F (P.5.6), Line 1457: The deﬁnmon for the Sunset test protocol should be provided in
the Glossary.

This reviewer agam supports the commenter s suggestron

14. Section VII-F (P.5.6); Line 1480: The definition for the Interim acceptance criteria should be
provxded in the Glossary

This reviewer agam supports the commenter S suggestnon |
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" Bristol-Myers Squibb’s Submlssmn Posted June 25, 2003
To Docket 02D-0526: “C-07""

(pupctm) the quotes directly from the draft guudance are quoted ina styllzed fontM
(Lydian) and this reviewers comments are in a pubhshers font (News Goth:c MT) to
make it easier for the reader to differentiate the’ “speaker” in the vafious text
passages that follow. In the tables, this reviewer’s comments are made a) after the
commenter’s comments.]

The commenter’s introductory remarks begin by statmg
“Bristol-Myers Squibb is a d1vers1ﬁed worldwide health’ and personal care company with prmcxpal
businesses in pharmaceutlcals consumer med1c1nes nutrl’aonals and medxcal devxces We are a leader in

the research and development of innovative theraples for carchovascular metabolic and infectious
diseases, neurological disorders, and oncology. In 2002 alone, Bristol- Myers Squﬂﬂ) dedlcated $2.2

billion for pharmaceutical research and development activities. The company has more than 5,000
scientists and doctors committed to discover and develop best i in class therapeutlc and’ preventwe agents
that extend and enhance human life. Our current ‘pipeline compnses of approxxmately 50 compounds
under active development.

For these reasons, we are very interested in and well quahﬁed to comment on this FDA proposal to
provide further clarification and information on the chemlstry, manufacturmg, and controls (CMC)

content for original new drug applications (NDAs) and abbreviated new drug applications (ANDAS) o
Our responses our structured in the context of the Common Technical Document (CTD) format )

l P
" We commend the U.S. FDA for allowmg us the opportumty to provxded our comments and’ we have
made specific comments on the attached table, that is based on the "CTD structure as presented in this
draft guidance.

BMS appreciates the opportunity ‘to prow&e comment and respectful]y requests that FDA give
consideration to our recommendatlons We would be pleased to prov1de ‘additional pertment information
as may be requested.”
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Table of Contents L;;e Excerpts from Guidance with Comments
III. Description & Composition of the Drug Product /

A. Description of Dosage
Form

243-
245

Official dosage form termmology used in the US dlffers from that used in t}le EI.I The apphcant
should be permitted to use clear but non-standard terms so common filing content can be shared
between US CTD and European CTD applications. Note: In the future, an initiative to
harmonize dosage forms between the US and EU would eliminate thls 1ncon515tenc1es

Until such time as the disharmonies in termlnology alluded to by the
commenters are rectified or accepted by the Agency, this reviewer would
suggest that current issues be resolved as the draft guxdance suggests in
Footr\ote 9 (page 7) - in consultation with “the appropriate chemistry review
team.”

C. Composition
Statement

276-
296

There are differences between the US and EU DMFs systems which make it cumbersome to
prepare a global CTD. US DMFs cover active ingredients, excipients, interfhediates, packaging,
and processes, etc. whereas, European DMFs are only for active ingredients. Thus, many
sections of the CTD must be customized because they refer to DMFs that are not accepted in
Europe or Japan. In the future, efforts to harmonize DMF filings should be pursued.

328

Add (after the words “... size of the container”): “Similarly, the amount of wenght per unit weight
should be on a per gram (g) basis regardless of the size of the container.”

Footnote 10

The footnote should be clarified to list the three US official compendia, i.e., USP NF, and
Homeopathic Pharmacopeia.

358

Replace “Hydroxypropyl Methylcellulbsé” with “Hypromye]loée’?, th’er Qﬂiéiél title in USP XXV1

A. Components of the
Drug Product
2. Excipients.

420

In general it is awkward that excipient discussions occur in various places throughout the CTD. It
would be better to consolidate this information contained in the multiple excipients sections into
one section.

429

Add (following the sentence.. shelf life should also be discussed.): “Reference should be made to
any relevant stability data presented in P.8 to demonstrate the level of funct]onal excipients over
the intended use-time remains within an acceptable range.”

Suggest that the proposed sentence be changed to:

“Reference should be made to any relevant stability data preseﬁted in P.8 t6 demonstrate the
level of functional exclplents remains within their predetermined acceptable ranges over
the intended use-time.”

® Non-compendial -
Non-novel excipients

447

For clarity, define ‘non-novel’, e.g., used in EU, listed in Inactive Ingredient Guide, etc.

B. Drug Product

503

In the sentence, “A summary of the development of an'in vitro/in vivo correlatlon and a cross-
reference to the studies (with study numbers) should be provided.” ~ B

Add: “If available,” a summary of ...... should be provided.

D. Container Closure
System

606

Add (following the sentence.... provided as warranted.): Suitability tests for the ‘container may
include Deliverable Volume (USP <755>). if relevant (

4

Because the proposed is intended to be used as gmdance this reviewer
suggests that the commenter’s proposed text be changed to:

“Where relevant, suitability tests for the container should include Dehverable Volume
(USP <755>).”
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Liner \ L . o o
Table of Contents "y Excerpts from Guidance with Comments
E. Microbiological 636 Add (after “inherently antimicrobial”) ”... with justification for not adding a prese;'vati;re for such
Attributes self-preserving systems.” t o A
Add (at the end of paragraph) “Appropriate use-time data should be included (or appropriate
reference to the Stability section (P.8) to demonstrate the preservative(s) remains within effective
levels over the intended use time of the product.” (
646 | Agreed but the text proposed should be corrected to:
“ Appropriate use-time data should be included (or appropriate reference to the Stability section
(P.8)) to demonstrate the preservative(s) remains within effective levels over the intended use
time of the product,” to make it grammatically correct. ’
F. Compatibility 653 A better distinction is needed between ‘developmeritwc»c‘)tlrnxgat/ilw)yiﬁ;)"ws/;gdie%sg “and c:)mpatlblhty
679- studies to support the labeling. This section should also discuss incorporating literature reference
data. L ) B
It is not precisely clear what the terms diluent and admixing mean in this section. It would be
667- useful to add to the glossary the following terms for clarity: admixture, diluent, and flushing
676 a
gent,
676 Add (to the end of the sentence): “... and referenced in this section (P.2.6)'."’
769 Replace “Hydroxypropyl Methylcellulose” with “Hypromellose”, the official title in USP XXVI |
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Table of Contents

Line

#s

Excerpts from Guidance with Comments

V1. Control of Excipients =

[T ——— J P P St

A A

General

981-
986

“Compendial-Non-novel Excipients: When a compendlal exmpxen’c is tested according to the
monograph standard with no additional testing and_thmppbﬁmﬁjmndimpﬁrfg[m_ﬁﬂllﬁnugm
each batch received, the excipient (e.g., Sodium Chloride, USP) can be hsted under P.4 with no
detailed information provided in P.4.1 through P.4.4.”

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

This reviewer does NOT support this deletion and, as he will explain, finds
that the supposed justifications for the deletion either do not directly bear
upon incoming component acceptance of, by the|r mcompieteness, are
misrepresentations of the applicable CGMP.’

This implies that a sponsor cannot utilize vendor qualification in order to accept via COA without
providing additional information in the fihng

The commenters are almost correct; the text cited ONLY implies that a
sponsor should not do so.

This is in conflict with the General Notices in the USP, which state that application of every
analytical procedure is not required for assuring that the batch meets the compendial
requirements.

Contrary to what the commenfers state, the USP text palraphrased here
ONLY applies to the RELEASE of a batch by the firm that manufactures
the ingredient — not to the firm who tests incoming lots of it.

Additionally, 21 CFR 211 also allows the sponsar the ablhty to accept vxa COA, provided
qualification has occurred.

The commenter’s remark is, at best SImphstlc 21 CFR 211.84(d)(2)
states (emphases added): “Each component shall be tested for conformity with all
appropriate written specifications for purity, strength, and quality. In lieu of such testing by
the manufacturer, a report of analysis may be accepted from the supplier of a component,
provided that at least one specific identity test is conducted on such’ component by the
manufacturer, and provided that the manufacturer establishes the reliability of the supplier's
analyses through appropriate validation of the suppllers test results at appropriate
intervals.”

Though ignored by the commenters and mlsrepresented by many as
“one identity test” or, almost correctly, “one appropriate identity test,”
the requirement is “at least one specific identity test is conducted on such component
by the manufacturer” on representative samples (21 CFR 211.160(b)(1)) from
each shipment of each lot (21 CFR 211.84(b)). '

Thus, the requirement does not permit the sponsor 16 “accept via COA,
provided qualification has occurred” as the commenters state; much more needs
to be done. o V

It is unreasonable to require the pharmaceutical manufacturer to commit to fully test every
excipient lot at this point in the filing.

Since this document is guidance, it cannot establish any requirement
and, as written, it does not. \ )

The current text simply and rightly states the conditions under which
the sponsor can list the compendial references to the mgrednent testmg
it is proposing without any additional information.

For all of the preceding reasons the proposed delehon IS at best,

mapproprlate
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Line . .

Table of Contents s Excerpts from Guidance with Comments

A. SPCCiﬁCGﬁOHS 1022: \: Delete: “In addition to listing all the tests for an exmplent the specxﬁcatlon should identify the
1024, - | tests that the drug product manufacturer will routinely perform and the test results that will be
ifoot accepted from the excipient manufacturer’s certificate of analysis (COA). 7
Note' For the reasons that this reviewer has presented in the previous
27 reviews where the commenters suggested changing this section as well as

those presented in response to the suggests of this commenter, this
reviewer opposes this deletion and thinks that sponsors who chose not to
provide the information requested may not be operating their component
acceptance systems in comphance with the applicable CGMP regulatlons

Replace the sentence above with the following sentence, and move footnote “7 +6 the end of the
second sentence: “The specifications for e excxpxents should Tist the full testmg requirements,” i.e.,
“At a minimum, the drug product manufacturer must perform an appropnate identification test
(21 CFR 2 11.84(d)(1)) .

This reviewer knows that the sentence, “At a minimum, the drug product
manufacturer must perform an appropriate identification test (21 CFR 211.84(d)(1)),” does
NOT accurately reflect what the CGMP regulations | reqwre and would
propose, given the lack of understandmg of this that he has seen, that
that sentence be replaced with the foHowmg sentence to: 1) accurately
reflect this CGMP requirement and 2) make the text conSIsten’c with the

_additional testing requested in the followmg sentence: “At a minimum, the

drug product manufacturer must perform at least one speclflc identify test (21 CFR
2 11.84(d)(2)) when the manufacturer elects to use mformatnon from the
supplier's COA in lieu of testing.” [Note: If the é‘pphé&éﬁf“é“lééis”tb folfow the
other permitted course of action, full testing, there is no need to cite 21 CFR
211.84(d)(1).]

Add (insert the following clause to the beginning of footnote «“¥%y. “For the tests accented by the
manufacturer on Vendor COA, the drug product manufacturer must establish the reliability...”

The proposed change cannot be supported.

This is the case because it conflicts with the requirements of the
CGMP which requires that the manufacturer must establish the reliability
of the supplier’s analyses - not just some that the manufacturer chooses
to validate.

If a manufacturer wants to adopt this approach then that
manufacturer must comply with what the clear language of the applicable
CGMP regulations require,

Delete (the following two sentences in footnote “27.”): “The reliability of the analyses need not be

established at the time the application is submitted. However, the spemﬁca'ﬁon should indicate
the tests that will be performed once the rehablhty of thc supplier’s results has been established in
accordance with current good manufactunng practices.”

This reviewer does not agree; but would recommend changes to the last
sentence to better align the text in "the draft with the specific
requirements of the CGMP: “However, the specification should indicate the test or
tests used to establish the specific identity of the exclplent and the
other tests that will be performed once the reliability of the suppher s analyses has been
establlshed in accordance w:th current good manufacturlng practlces B
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Table of Contents

Line

#s

Excerpts from Guidance With Comments ,

A. Specifications

1022-
1024

Foot-
Note
27
cont. 1

It isn't always known at the timé of submission which tests the manufacturer will
eventually accept vendor COA results for, versus those tests which will be routinely
performed by the manufacturer. At the time of NDA submission the drug product
manufacturer may have limited expenence with some of the excrp/ents this is especially
true when new excipients or new suppliers are used. The implementation of a reduced
testing program by the drug product manufacturer would likely occur well after
submission of the NDA. This requirement and the last sentence of footnote 27 should
be deleted.

While the preceding makes mterestmg reading, |t ignores two
realities:

The first reality is that a manufacturer regulated by CGMP must
develop, establish (21 CFR 211.160(b) [boldmg added]) “scientifically
sound and appropriate “specifications, standards, sampling plans, and test procedures
designed to assure thatccomponents, drug product containers, closures, in-process materials,
labeling, and drug products” conform to appropnate standards ofitdentity, strength, quality,
and purity” BEFORE the first batch is manufactured for release for
distribution. o ) ’ ’

To have such, the manufacture must know what his specifications and
testing procedures are.

The second reality is S0 commonly known that this reviewer is
surprised the commenters seemed to not know it. Thaf reality is that
there is NO prohibition in the CGMP for incorporating contingent
specifications (commonlyt hese are expressed in terms of “hierarchical
plans”) into their filings.

Thus, not knowing the future, in terms of what the manufacturerwil |
want to do and/or what will be the future quality of the materials that
suppliers may provide, the prudent CGMP-regulated manufacturer simply
develops scientifically sound and approprlate contmgent plans that
address the contingencies that may arise.

For example, even if a valid “COA acceptance” plan is in place and
being used, the firm needs to have a predetermined plan to handle such
contingencies as changes in a) suppliet, b) compend|al requirements,
and c) internal quality standards as well as, God forbid, failure of the
supplier to provide 1) material or 2) results that conform to their
established norms for acceptance.

Based on the realities presented, hopefully the Agency, and even the
commenters who have espoused this position, will realize that the
preceding position is unsupportable and adopt and submit scientifically
sound and appropriate, contingent specifications, standakds, sampling plans,
and test procedures.

In any case, the commenter’s final remarks should be xgnored and the
proposed revisions not incorporated into" the gwdance for all of the
reasons stated.

[ 7R N PN
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Table of Contents 4o Excerpts from Guidance with Comments

A. Speciﬁcations 1026- | In the statement “However, when ti:ex;e are spedﬁc sa?efy éonce:rns relatmg vtb an e;(cipiént,
1027 testing in addition to an identity test would be warranted.”
& h «, ld” ({4 »
1027- Change “would” to “may’
1030 | The statement starting with “testing in addition.” implies that the additional testing must
cont. 2 | pe performed by the drug product manufacfflrer ‘Rather, from the examp?e given in the

COI'ICGFI?S )

draft guidance, it seems the intent of this statément should be that the "excipient
specifications’ mclude a requtrement “for addltlonal estmg wh” e ‘spgciﬁq safgty

F| st of all, “this document is gtﬁ"’%n " and rebirgseyrifts the Agency’s

errvnf thinki ing in this case based on exnariehce

I BRI S 1T WD LEST WG Vi u/\'u\.-llvl [AVA=

Second, this reviewer understands that ingredients having known

' safety concerns arising from contaminants that are supposed to be

removed but have not are real.

It is up to the firm’s quality units to approve the flrm s procedures and
specifications impacting on the identity, strength, quality, and purity of the ‘drug product
(21 CFR 211. 22(c))
remind the sponsor that assurmg the safety and efﬂcacy of each batch of
drug product is the sponsor’s responSiblllty, and as such expecting the
application to address lngredlent “concerns”” as’ a part of that
responsibility, theA gency is suggesting one way that the sponsor can
discharge that responsibility in the application.

Based on the preceding, this revnewer “would object to the change
proposed.

Delete or replace the example, i.e. “For example, ch'efhylene glycol
contamination of polyols such as glycerin and propylene glycol has caused
numerous fatalities.”

This example of dzethylene glycol does not seem ermre]y apptopnaze, as it represents an extreme case of ‘things gone
wrong.” While it is acknowledged that the deaths were tragic tbe] were also the result qf a Iaclz g fundamental GMPs
and unethical business practices. There are better | ways to ensure the sqfety of excipients zhroug appropnate applzcanon
of GMPs by both the excipient manufacturer and the drug product mamgfactutet, and the by establishment of a reliable
supply chain. Also, USP 26 asserts in General Notices, Foreign Subszances and Impurmes ‘that “Tms for the | presence of
Jforeign substances and impurities are provaeJ to limit such substances to ts that are unobj ble under
conditions in which the article is customarily employed “  The case cited by FDA was an unusual case {i.e. under

conditions which the article is not customarily emp]oyed) that could not have been anticipated by a drug product

1.

manufacturer or the ia. The compendial monograph at the time would not have uncovered the impurity.

r
Compendial tests are not established to compensate for poor GMPs or unethical busmess practices. We

recommend that this example be excluded.

Rhetoric aside, the reality is that the example ‘exactly supports the
point that the Agency is raising, an applicant may need to develop and
implement additional tests when there is a known risk of a safety hazard.

In the example provided, the risk in the example arises because the
processes used to manufacture glycerin and polyols produce mixtures
that the manufacturers separate by distillation.

Thus, there are risks for product mix-up and product contamination
that should not be ignored.

In such cases, the sponsor needs to address the issue in a manner
that ensures each container of each lot is safe.

The example is on point and should be retained.
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Excerpts from Guldance w1th Comments

A. Specifications

1034-
1035

Delete “... full monograph testing will be performed on each batch of excipient.”

Full monograph testing need not be performed on every batch. Acceptance of
data from the vendor can be done if such. data_has been conﬁrmed to be
nnmparable to the data generated int _] y. See comment for L;nes 981 - 986

This reviewer is disappointed that the commenters would attempt to
suggest that a portion of a sentence be removed by stating facts that
have nothing to do with the statement i in its original context.

The text in question (Lines 1032 - "1035) states (emphasis added),
“OnIy a citation to the appropnate ofﬁcwl compendlum need be prowded when the exc|p|ent
specification is identical to the compenalal monograpn and full monég‘rﬁpr‘l testing will be
performed on each batch of excipient,” addresses when it is appropriate to ONLY
cite the appropriate official _compendium.

The text does NOT limit, as the commenter’s remarks _attempt to
convey, the sponsor to full monograph testmg -

Based on the reasons cited here as well as in response this
commenter's remarks to Lines 981 — 986 and this reVIewer s, prior
comments in other reviews, this reviewer object to the deletlon ‘of this
phrase from the suggested guidance.

1038-
1041

“If the specification for an excipient is based on a compendium other than an official
compendium, the excipient should still conform to the monograph in an off cial compendium
if there is such a monograph.”

clarification.

What compendia are not official with respect to this gﬁidéhce?

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

By statute any other compendium is undefined and IS therefore, not
official.

Just as the USP has no legal standing in Japan, the “JP JPE have no
legal standing in the United States.

Thus, though the monographs ‘therein may be sc1er\t|f|cally sound,
they cannot be used without complete validation.

P TP e S IR T P
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Excerpts from Guidance with Comments

A. Specifications

1038-
1041
cont. 1

Reference is made, in Footnote 10 (p. 8), "in Footnote 21 (p. 20) “and agam in Footnote 26 (p.
27) of the Draft Guidance to the official compendium as defined in the Federal Food, Drug, and
Cosmetic Act. Perhaps the Footnotes could simply state the titles for the three official
compendia: USP, NF and Homeopathic Pharmacopeia. It would be helpful if Lines 1038-1041of
the Draft Guidance stated more clearly the specific status of the Ph. Eur., BP, and JP-JPE. Thisis
important for a few excipients that have monographs in one of these other compendia, but not in
the USP, NF or Homeopathic Pharmacopeia.

Simply stating the titles would be incorrect.

Given the selective understanding demonstrated by this and other
commenters, the Agency should quote the definition in all cases.

With respect to Lines 1038 -~ 1041, this reviewer that the preferable
course of action would be to add the following text to Footnote 28 located
coincidently at the bottom of page 28:

“In the United States the current’ status  of other recognlzed
- compendia, including, but not limited to, the Bntrsh F’harmacopela
(BP), the Pharmacopeia of Europe (PhEur), ‘the Japanese

' Pharmacopeia (JP) and the Japanese Pharmacopeia for Excnplents JP-

"E), is that they have no official status with respect to products
regulated by the US Food and Drug Administration under the Federal
Food, Drug and Cosmetic Act as amended. Thus, the FDA can legally
only recognize them as sources from which tests and specifications
may be developed and validated. Sponsors submrttmg apphcatlons to
the FDA should do likewise.”

Conformmg to the “monograph” has a dlfferent meaning that conforming to the

“compendia”, e.g., meeting compendia means complying with GMPs and
Compendial Notices. Also, it is recognized that the “official compendia” for the
FDA are the USP, NF and the Homeopathic Pharmacopeia (this is found in
several documents on the FDA Webpage)

Factually, conforming to the specifications in a monograph in an official
compendium has a different meaning than conformmg to the
compendium.

If one asserts that one_is conforming to a monograph in an official
compendium then that is the same as assertmg that one IS conformmg to
the official compendium.

In the case of the USP and the NF, simiply using the compendial name
is an assertion of conformance to the compendium in general and its
compendial monograph in specific.

Those who believe otherwise are asked to read the apphcable General
Notices portions of the USP and the NF. =~

B . Analytical
Procedures

1055

A more complete listing of “FDA-recognized”. standard references would be useful

Because these “FDA-recognized” standard references ‘are subject to
annual, or more frequent, change, a better option would be to put a
footnote pointing to the'web address where the current listcan be found
PROVIDED the Agency is'in a position to assare that the’ ‘Hddress will not
change - otherwise, the footnote should simply cité the official name of
the list and suggest that those needing assrstance in thls regard contact
the appropnate FDA offlce
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C. Validation of
Analytical Procedure

1066-
1072

Clarify the statement to exclude the requirement of submitting validation for compendial
excipients. X

For example, replace the underlined clause from the following statement “Submission of
vahdatlon information in_ the apphcatxon is normally not needed for exc1p1ents y_alLdaugu

Valxdatlon mformatlon shouId be submltted for addmonal test(s) required by special
circumstance for test(s) that are not covered in or performed as described in an official
compendium. For example, additional testing béyond the monograph reguirements may be
needed if a characteristic of the excipient or the exc1p1ent itself is critical to product quality (e.g.,
adjunct, carrier) but the critical nature of the excipient cannot be or is not assessed as part of the
drug product testing.” &

This reviewer understands that the commenters want to limit
validation to tests not in an ofﬂcnal compendlum

Moreover, this reviewer’s experience and trammg has provided ample
evidence that a) the validation (as defined in this guidance to include
verification of the method under actual cond»tlons of use for compend;al
methods [Lines 1062 - 1066]) is needed and b) the Agency s request is
valid and places the emphasis where it should on asking the apphcant to
submit proof that the validity of the firm’s process controis for “critical
control points” has been established.

The alternative suggested is much less desirable because |t would if
adopted, result in the omission of important information fgrnsome cntlcal
control points — definitely an anti-quality position.

Therefore, this reviewer strenuously objects to the change proposed
and strongly recommends, for the reason cited, that the draft text be
retained without modification.

D. Justification of
Specifications

1076

In general the guidance would be more useful if an example justifi catlon for an excxplent
specification is provided.

This reviewer concurs and suggests, since the commenters have access
to many to choose from, the commenters should submit a blinded
version of the one thought to be most enlightening to the Agency to assist

the Agency in addmg what they are requestmg
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D. Justification of
Specifications

1089-
1091

Pharmaceutical companies often qualify vendor results for specific tests and accept material on
COA, thus full monograph testing need not be performed by the drug product manufacturer on
every excipient batch. Acceptance ‘of data from the vendér ¢an be done 1f such data has been
confirmed to be comparable to the data generated internally.

The guidance offered only requests that the testing be performed on
certain lots of the components and the results from the vendor’s COA and
those of the applicant be submitted so that the Agency can independently
verify (confirm) that all the 4tests“\o\n the COA have been confirmed by the
applicant to be the “same” as the results obtained by the applicant’s
laboratory analysis so that, if (as the commenter’s remarks suggest) the
sponsor submits a request to use the “accept COA” approach the Agency
reviewer can ascertain compliance without wasting valuable but limited
inspection time having a compliance officer visit the site and, by
searching through the site’s records, find the requested information

Moreover, because it is guidance, the commenters can "choose to
Ignore it and thereby “request” the Agency to include it as an inspectional
issue to be resolved. )

If the commenters are interested in expediting the application review
process, then this is one area where providing the mformatlon requested
could certainly expedite the process.

Therefore, this rev:ewer”would again recommend that the draft
language be incorporated “as is” into the final guidance.

1092-
1094

In the sentence “Test results should be expressed nu‘mencally or quahtatxvely (e .g., clear,
colorless solution), as appropriate,” change “as appropnate to “where practlcal” Delete “Use of
terms such as conforms or meets specification is dlscouraged

It may be difficult to express all results numerically or qualitatively. For examp[e, some identity tests have
several acceptance criteria within one identity test. Identity A in the USP rﬁoribgrapb for Aluminum
Monostearate specifies that fatty acids are liberated, they float as an oily Iayerkoh the si:!f:;té zif the liquid,
and the water layer responds to the test for Aluminum. In these cases, the use of the terms conforms or meets
specifications should be acceptable.

If the proposed change were made then the sentence would mean:

“Test results should be expressed numerically Where practical or quahtatlvely (e.g., clear,

colorless solution), where practical.”

ObVIously, the first instance would permit the apphcant not to report

"the analytical results obtained on the grounds that” to do so is not

practical.

Therefore, the “as approprlate" language should be retalned and the
commienter’s proposal in this regard should be rejected.

With respect to the deletion of the second sentence, this reviewer
would prefer stronger Ianguage than the guide offers.

However, the language in fthe draft appropriately balances the
objection that the commenters have raised because it does, as the
commenters request accept the use of terms such as conforms or
“meets specification.”

Based on the precedmg, ‘this reviewer recommends that the second
sentence be retained as it is and incorporated into the final draft.

In such cases, the Agency should consider addmg a request for the
applicant to include the specification on the report in cases where such
terms are used.
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E. Excipients of Human
or Animal Origin

All potential SRMs (Specified Risk Materials) should be presented in thls éectibn,: ‘iﬁduciing
supplier declarations for SRMs that are from vegetable origin. (Note: Various SRMs, e.g.,
magnesium stearate can be sourced from either animal or vegetable sources).

Add a cross reference to any TSE (Transmissible Spongiform Encephalopathieg) CEPs (Certificate

VII. Control of Drug Product

of European Pharmacopoeia) that may be included in the Regional Section (3.2.R.3)

B S T L AT L L A SR R Lo

A. Specifications”

Foot-
Note
30

Replace “VLB” with “VIA” in the note

See section VI.B for guidance on USP General
Chapters that are interchangeable...” ’ T ‘

The information on interchangeable chapters is provided at the end of section VLA in the
Guideline, not in section V1.B. Also see comments on section VI.A lines 1045-1046 where
deletion is recommended.

This reviewer agrees that the cite should be to “VI.A” instead of to the
draft test’s “vI.B.” o ' : )
However, this reviewer could find no comment that referenced the line
range cited — perhaps it was removed prior to submission and the
removal of this comment overlooked.

B. Analytical

1252

“...and the referenced analytical procedure is not modified...“. This would
indicate that any Procedures change to an FDA recognized method would require
filing. The term “modified” is not clear and could have different interpretations.
It would be helpful to provide specific examples of modifications that would
require filing of the modified compendial procedure. ‘ N

As a Ph.D. analytical chemist with more than twenty years of
experience dealing with the issue of what constitutes a modification of a
procedure as opposed to operational adjustments within permitted
ranges, the answer is dependent upon whether or not the procedure has
adjustment ranges that are well-defined and validated. =~

For example most AOAC International reference methods are well-
controlled controlled and fully validated.

The USP monograph procedures for HPLC are at the other end of the
spectrum — they are not well defined and, as written, they cannot be
carried out in a determinate manner without_significant interpretation
and translation. S \

In between are the analytical procedures that are completely
“defined” in one_of the up-to-date harmonized General Chapters - fairly
well defined procedurally with specified limits on the adjustment range
allowed for key parameters, o ) o

Rather than ask the FDA for guidance, thisrev iewer would suggest
that they form a task force with the USP and the other ICH members to
upgrade the text of compendial test methods to specify the equipment to
be used and the durational flexibility allowed for its use for each
operation that uses equipment. = B N \

As _things stand now, since different firms interpret and translate
methods differently, the applicant should be submitting the written
analytical procedures that they use, if for ho other reason than to ensure
the FDA lab will use the same procedure. ‘ ’ )
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C. Validation of 1273- | Revise the statement “Analytical validation information, including expemnentai data, for the
Analytical Procedures 1274 analytical procedures used for testmg the drug product shoufd be provxded unless they are

established in an official compendlum

According to USP 26 <1225> “.., users of analytical methods described in the USP and the NF
are not required to validate accuracy and rehablhty of these methods, but merely verify their
suitability under actual conditions of use.” “Paraphrasing the CFR 711.194, “If the method
employed is in the current revision of the USP, NF, AOACs, Book of Methods, or in other
recognized standard references, or is detailed in an approved new drug application and the
referenced method is not medified, a statement md)canng the method and reference will suffice.”

First, this reviewer would request the commenters to carefully reread
this reviewer's comments to the commenters’ remarks.

Second, USP 26 <1225> is a guidance chapter and not a bmdmg
requirement.

Third, the general CFR reference Cited is “Sec. 211.194 Laboratory
Records.”

As such, it only addresses what constitutes the minimum degree of
compliance with the requirement that the manufacturer maintain a record
of the method that contains a) the name of the ‘method and b) the location
of data that establish that the methods used intthe testing of the sample meet proper
standards of accuracy and reliability as applied to the product tested.”

The only exemption that this 21 CFR 211.194(2) grants is, for
unmodified compendial methods, the CGMP regulations permit the
citation of the USP, NF or HP-US in lieu of “b).”

Even then, the regulation requnres “The suitability of all testmg methods used
shall be verified under actual conditions of use.”

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

What manufacturing process is more in need of monltorlng and
valldatmg than the analytlcal test process?
the processing steps the procedure will be used to test the requnred samples7 A

You would think that applicants would not be ob]ectmg to providing the requested
information when the CGMP regulations clearly require the apphcant to have that
information - yet they have and are.”

Based on the preceding, this reviewer finds that the CMC section of the application
should provide the requested information because [) providing it ould” again expedite the
review by reducing the inspection workload and 2) the firms are required by CGMP to have
validated the analytical procedures they use before they use those procedures to test samples
for any purpose covered by the CGMP regulatlons

- T T T T e e e
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C. Validation of
Analytical Procedures

1277-
1278

“Stability data (5.7.3, P&3), mcludmg data from stress studies, should be used to support
validation of the analytical procedures "We propose, that the stability mdlcatmg nature of the
method should be demonstrated in an independent mvestlgatlon using forced degradation studies,
as described in ICH Q2B. The results of this investigation, mcludmg chromatograms would be

mcluded in the \ahdatlon report Since a validated method is required to initiate the stablhty

analytical methods.

Apparently the commenters do not understand the nature of
validation.

Validation is a journey and not a destination.

The initial development and quahﬂcat:on of a method as sultable for
its intended use is just the start of that journey. =

Each use of the method not only yields test results but it also
validates, or when the test procedure is found to fail, invalidates the
current “is valid” state of the_analytical procedure (usually this is
crouched in terms like system suitability or “control standards inside of
their defined range”).

Because the stability data is a significant body of data over an
extended period of time supposedly\froﬁ"a”’the testing of representative
samplesf rom the same lots or batches, it is of sufficient breadth and
depth for the apphcatlon reviewers to properly asses whether or not the
test procedures used are truly valid for their use as well as provide the
reviewers with a good understandmg of the variability in the drug product
being tested.

Based on the preceding, one would think that the commenters would
be eager to submit it because its submlssron couid again exped&e the
review.

Based on all of the preceding facts, the commenters remarks_are
invalid.

This misguided and factually incorrect comment should be lgnored

guidance without any modlﬂcatlon theretQ

D. Batch Analyses

1288

certa

In general this paragraph is very broad. The section also appears to be redundant, requesting the
same information but in different formats. 'We would normally not include COAs in addition to
batch analysis tables. Also including information such as container closure system, API source
batch, and excipient batches does not add any value and should not be included.

As an investigator having  in-depth experience in investigating
production process for the root causes of the di erences between batches
and the factors that affect or ct wi th drug product batch values,
the requested informationi s ¢ e inir
process and the controls on rt are a) operatmg in comphance with CGMP
and b) capable of producmg batches of drug product that are sufficiently
defined and controlled to the point that the data obtained predlct that all
of the units in the batch would if tested, pass.

The request for the COAs for_the batch is obvious, it informs the
Agency how the applrcant s quality unit is mterpretmg the data results
and allows the Agency to easily confirm_that the firm is, or is not,
operating in compliance with the applicable CGMP '

Based on the precedmg, the reques’c is more than jUStlfled and most
!y should be in the fma! CMC guldance
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D. Batch Analyses

1313

“The batch analysis reports should include results from all tests performed on the batch”. This
does not add value to the reports and would be burdensome. We would not want to report
every single bit of data, especially those that may have been generated for 1nvest1gat1ve purposes
but do not necessarily contribute toward evaluation “of the product quahty, safety and
performance.

Since the Agency is entitled to inspect all of the data in question.

The commenter’s remarks about every bit of data are at odds with the
request — the test measurements are not requested, the standard values
are not requested, the blank values are hot requested, the baseline data
are not requested, the calibration check data on the balances used to
weigh the samples are not reques’ted etc. - all that’ ‘the guidance

................. .-. somimndly hhmonm Aarn lnce nf ~
requests are the result valu es (typically, t these are /coo Lhau 15 % of all of

the data collected).

Contrary to the commenter’s remark, “We would not want to report every
single bit of data, especmlly those that may have been generated for investigative purposes but do
not necessarily contribute toward evaluation of the product quality, safety and performance,”
the results requested do bear directly on 'a) the validity of the testing
performed and b) the Agency’s evaluation of the product quahty, safety and
performance.

Thus, again, this reviewer recommends that the draft text again be
incorporated into the final guidance.

1317

“A summary of any changes in the analytxcal procediires' should be provided... We would
propose to include a table summarizing method changes in sectxon 3.2.P.5.2. Appropmate cross-
references to this section would be included when applicable.”

The commenter’s proposal only provrdes a fraction of the information
requested by the Agency, “A summary of any changes in the analytical procedures
should be provided if the analytical procedures (1 changed over the course of generating the
batch analyses data and/or (2) are different from the analytical procedure included in P.5.2.
The summary should identify when an analytical procedure changed, the differences between
the analytlcal procedures, and the impact of the differences with respect to the data being
reported.’

The commenter’s proposal makes no mention of providing: 1) the
dates of the changes, 2) the differences between the analytical
procedures, and, most importantly, 3) the impact of the differences on
the data being reported.

Recognizing that the value of the information requested, the Agency’s
need for the requested information, and the fact providing it should
expedite the review process, this reviewer again understands that the
draft text should be left as is,

1330

“Presentation of results from all batches for a partlcular test in tabular and/ or graphxca.l format is
often helpful in justifying the acceptance criteria.” Requmng data from all batches, may not be
approprlate since, lndudmg data from early batches where’ development work was still ongoing
éould cause confuswn The batches reqmred should be limited to the final commercml product as
opposed to requestmg presentatxon ‘of “all” batches.

This reviewer cannot understand how the commenters can
misconstrue an obviously observational comment that happens to be
valid into a request when the statement makes no. request whatsoever.

However, provided the rest of the text in the paragraph is kept as it, this
rev1ewer does not oppose the remova! of thns mtroductory sentence

E
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E. Charactenzatxon of
Impurities
Residual Solvents

1384

Why is this section in this guidance? One would refer to Q3C for appropnate guidance and we
suggest that is what this guidance should refer to.

All that the text provided here does is s:mply remind the appllcanto f
what is expected of the applicant; it requests nothing..

In addition, the guidance document the commenters mention was
provided in a highlighted box (Line 1335) at the begmnmg of Section E.

Based on your comment, this reviewer would suggest that the phrase
“(See Q3C)” after the heading to give:

“e Residual Solvents (See QSC)"

D. Batch Analyses

1308-
1309

Refer to comments, references and rationale given for lines 1092-1094

Refer to this reviewer's comments to the commenter’s remarks for Lines
1092 - 1094.

VIII. Container Closure System

E R e g A e e € S O S S Y S o DR

It should be clarified that secondary packagmg for child-resistance should be considered non-

1533-
1534 | functional and only a brief description provxded
IX. Stability C- Stabilify Daﬁ S S el o e e N S B s A B b A T e B 0 SR A S AT g

1569- | Reword the first sentence to state, “The résiilts ..... ... . should be provxded a]ong, thh a

1571 discussion of the data.” Delete the second sentence, “Stablhty study reports should also be
included.”

This reviewer believes that the draft text, “The results from long-term,
accelerated and, when performed, intermediate studles undertaken on pnmary stability
batches should be provided. Stability study reports should also be included,” would: a)
provide the Agency reviewer with a better understanding of the stability of
the drug product and b), because the stability study reéports are pre-
exrstlng documents, would relieve the applicant from having to generate
“a discussion of the data” — the alternative proposed by the commenter.

Clarify if and when (original submission, updates) it is accéptable to submit data in a summary

1569 format (means of individual values), where appropriate, or if individual values with a mean are
required in the reports.

1597- | Clarification needed for difference between compatibility studies to be reported in P.2.6 and 8.3.

1599

1601~ | Clarify what supporting stability data should be mcluded inP.8 and what data can be provided in
P.2.

1613
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1607-
1610

Generation of stability to support holding in-process materials is a GMP related issue and should
be removed as an expectation for the formal stablllty study belng conducted on the finished
dosage form in the proposed market package(s)

Contrary to the position stated by the commenter in addltlon to the
drug product (“ﬁmshed dosage form”), the Agency is charged with evaluating
whether or not the production processes, controls and drug products do,
or do not, comply with CGMP.

Apparently the commenters have overlooked the specn‘lc requrrements
that address the issue the commenters raise.

The applicable section is Sec. 211.111 Time limitations on
production.

That section states (emphasis 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.” T e

Thus, while the applicant is required to establish time limits for the
completion of each phase whether that limit is one (1) day, one (1) week
one (1) month or longer. ‘

The Agency recognizing the burden that supplying all of the required
studies would impose has yudlcrously Timited their request to those where
the hold perlod is 30 days or fonger.”

The reviewer finds that this is a reasonable request and one that
should be honored.

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 should be for requesting such studies - thought that the industry
was all for uniform reviews.

Thus, the reviewer again finds that keeping the draft text is both
reasonable and appropriate. ‘ '

1618-
1619

submlt the followmg mformatlon

Suggest rewording “The information should be used... ” to “The stress information, as well as
information from the formal and supporting stability studies, may be used...”

First of all, the correct line range for the text provided is Lines 1619 —
1622.

Second, this reviewer disagrees with the commenter’s proposal based
on the substantiated relevant information provided in the prior comments
on the results obtained from stability testing.

In addition, the commenter’s insertion of the word “may” in place of
the “should” is inappropriate in a guldance document when the guidance
is intended to elicit the requested information as is the case here.

The use of the word “may” is only appropriate in gurdance when more
than one alternative is being offered to meet an Agency request - that is
not the case here.

For example, the applicant may fill out and submit Form FDA nnnn or
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A. Executed Batch Refer to comments, references and rationale given for lines 1092-1094

1819-
g‘elc:ff:maﬁon on 1521 | Refer to this reviewer's comments to the commenter's remarks for Lines
Components 1092 - 1094.

XIII. Literature References
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Attachment 1

1893

Add to Beginhing of the sentence: “For unit of use packages, a test for....”

This reviewer knows that it is important for the semisolids that the
manufacturer determine the uniformity regardless of the packaging

This is the case because this reviewer has been involved in several
product investigations mvoivmg hydrocortlsone creams and trrple
antibiotic ointments,

The problem. in all but one case was sngmflcant non- umformlty across
the batch in the filled tubes.

Obviously, this information should be submitted.

The draft text should be retained, if nothing else, because the
commenters have failed to present any rationale, much less a substantive
scientifically sound rationale, for the change the commenters have
proposed

Foot-
notes
28 &
32

The two footnotes “28 For example, the National Formulary (NF) should be Gited rather than NF
20, and “32 For example, the USP should be cited rather than USP'25” are correct.

However, they are not consistent w1th 21 CFR 314.70(d)(1) and another FDA Guxdance, ie.,
“Changes to an Approved NDA or ANDA”. Perhaps the CFR should be rev1sed and other FDA
Guidance.

Since 21 CFR 314.70(d)(1) states, “(d) Changes descnbed in the annual
report. An applicant shall not submit a supplement to make any change in the
conditions in an approved apphcatlon unless otherw1se requlred under paragraph (b) or
(c) of this section, but shall describe the change in'the next anmual report required under
Sec. 314.81. Some examples of changes that can be described in the annual report are
the following: (1) Any change made to comply with an official compendlum, this
reviewer fails to find need for the text herein to be modifi )

If, for example, the pH range on component XYZW cha ged “from “4.0
to 7.0” to “4.6 to 5.9,” when the second supplement to USP 26 was
published, all this regulation requires in the annual report is a statement
such as:

“Effective 15 May 2003, Company ABCDE has changed the pH
specrﬂcatlon for XYZW from “4.0 to 7.0” to “4.6 t0 5.9" to _comply with a
change in the USP.”

Therefore, this reviewer did not find the confhctth at the ‘commenters
allude to in their comment,

As to the referenced guidance document, if it does contain inappropriate
referencing, then, the Agency should issue a techmcal correction
addendum to that guidance.

R I B N AV A S L S T P T R R VO N L
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- P&G Pharmaceutlcal’s Submlssmn Posied June 25 2003
To Docket 02D 0526 “C 06”

Note: The original INTRODUCTORY comments, are quoted in a condensed font
(Perpetua). the quotes directly from the draft guldance are quoted in a stylized font
(Lydian) and this reviewers comments are in a publlshers font (Naws Go’rh:c MT) to
make it easier for the reader to dszerentiate _the “speaker” in the varaous fext
passages that follow. In the tabies this reviewer's comments are made a) after the
commenter’s Qomments ]

The commenter’s mtroductory remarks begm by statlng
“Thank you for the opportunity to comment on the draft FDA Guidance Drug Product Chemistry,
Manufacturing, and Controls 'Information, Thls is an_extensive document _that clearly represents a
considerable investment of FDA resources and mportant “considerations for presentmg the
drug product CMC sections of an apphcatxon Comm this draft Guidance, made by Procter &
Gamble Pharmaceuticals Inc., Mason, Olruo are presented in the following pages for Agency’s
consideration.”

The commenters have as several others have ‘elected to present the
comments in tabular form

This reviewer is therefore inserting his review comments into a tabular
format to preserve the overall view that the commenters have (_s{elwegjc_eqw ,




A REVIEW OF FORMAL COMMENTS TO PUBLIC DOCKET 02D-0526

Guidance

Rationale

Line # Proposed Revision =

General Replace reference to the .term CMC_ with | Consistency with ICH.

comment Quality wherever possxble .

While this reviewer supports | Consistency with GGP.

consistency, this reviewer would :

suggest changing the phrase ‘where

possible” with “Where approprrate

67-70 Eliminate = reference to drug substarice | Thisis adrug product guidance. Drug substance T requlrements should be

requirements. addressed in the drug substance guidance.

This reviewer cannot and does not | Contrary to the statement, this guidance is NOT a

agree. “drug product guidance” it is a guidance to the CMC
(or “Quality”) controls that drug manufactures must
meet for their application to provide the evidence that
their proposed “Quality” “systerns and drug product
conform to the requirements of CGMP (both statutory
and regulatory). Thus, the commenter’s rationale is
based on'a flawed premise and should therefore be
ignored.

249,334, It is suggested that the ICH numbering | Ease of use and improved clarity. -

342 convention be adopted throughout the c . . f .

referenced lines (e.g., in line 249, change onsistency in referencing.
1V.B. 110 P.2.2.1).
Agreed.

3 11 and 358 | Delete DMF holder’s standard. Quality standards should be pertinent to acceptance criteria of the drug
product manufacturer. While the DMF holder’s standard could be used
as a starting point for setting internal specifications, it may not be
appropriate to use the DMF holder’s specxﬁcatxon as a drug product
manufacturer’s regulafofy'épemﬁcatlon

The proposed change should not The commenters have OBVIOUSLY misunderstood
be made. what the term “DMF standard” means m‘thrs case and,
further, confused the term “standard" with ‘the term

specn‘scatnon
The term “DMF Standard” means the DMF holder’s
reference standard substance -N_OT the DMF holder’s

specification.

320-322 Delete the sentence that starts “Components | This is very prescriptive. It may be appropriate to state ““granulating

should be identified as processing agents”. agents - removed during processing, or solvent for ink / marker”.
Consistency of naming and clarity of classification
This reviewer cannot agree. among applications.
328-329 Reference to the metric system’is good and g
should be maintained, )
362-680 Delete  the pharmaceu’acal development | This section in the FDA ‘guideline is very detailed. My understanding is

section in this FDA  guidance and refer to
ICH’s in case ICH issues one.

This reviewer disagrees.

that there may be an initiativé in ICH to develop a harmonized guideline.
FDA should not preempt that effort.

The FDA is charged with assisting the industry to
operate in compliance the requirements of the FDA Act
and CGMP.” What the ICH may, orrh ay not, do in the
future isn_ot certain. Though detailed, the guidance

ffered |s both ratronal and eeded
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461 Provide clarification on what is meant by | These concepts may not be familiar to everyone They could be
tracers or markers. explained briefly here or in the glossary.

Based on the commenter’s | By defining the terms in the G!ossary, the message in
rationale, agree and suggest that | the narrative is not diluted by mformatlon that some
the Glossary option be used. would deem extraneous.

495 Revise to say “A summary of formulations | Early clinical formulatlons mlght Tave no relevance to the f nal
used ina 1l relevant clinical trials should be | commercial formulation or have been applied to an indication other than
provided”. that for which approval is sought. The most pertinent information is the

formulations critical to supporting the suntablhty of the intended
commercial product for the intended indication, -
This reviewer cannot agree. The information requested is PERTINENT to
’ establishing how the formulation was developed and
NEEDED to provide the Agency w;th some evidence
that  the development process | supports that
applicant’s final formulation.
By asking for “all,” the Agency eliminates the risk
that a decision by an applicant may fail to provide a
formulation that, during the review process, the
Agency finds should have been prowded
. o N sl st wd e Sk B

501 Revise to say “.. that linkr_elevant clinical | For meaningful comparatlve in-vitro and in-vivo analysis, it is valuable to
formulations to ...“ discuss phase IlI and proposed commercxal formulatlons
This reviewer disagrees. See thls rev:ewer s comment to at Lme 495

. sz e g e sl e e S e

549 Replace “study numbers” by appropnate As written, 1mphes that there will be stablhty reports” w1th title pages,

cross reference” identifiers. etc, in the Quahty section, such as is done for the Clinical section. This
is not necessarily the case. We do not present stablhty data as reports,
and while study numbers are included in the stability information
provided, they are not presented as a primary identifier (i.c., in the table
title). Suggest that this be left more open to allow for variation in
approach.

This reviewer disagrees but in the One of the valid goals of gbidance is the

interest of flexibility and to | normalization of practice to facmtate conStstency and

recognize that not all use | facilitate the review process.

numbers, would suggest changing This text adheres to that goal.

“study numbers” {o  “study The use of the word “numbers” is does not reflect

identifiers” the reality that most such ldentlfers are alphanumerlc

667-669 Revise the first sentence to say “For drug | Clarity.

products that are intended to be mixed with
diluents prior to administration {(e.g.,
constitutable  suspensions, = powders for
injection) compatibility studies should be
performed with commonly used diluents even
if they are not mentioned in the labeling”.

Agreed.
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Line #

696 Delete “name address and_phone number of | Personnel information is provided elsewhere in_a registration (drug
the U.S. agent for each foreign drug | establishment 1nformat10n attachment to Form 356H). This form is
establishments.” updated and submitted with every reglstratmn i Ied Tt should not be

necessary to repeat this information within_the . body of the Quahty
module.  Making personnel information part of the regulatory
commitment is not appropriate, as it would result in personnel changes
having regulatory implications.

This reviewer disagrees The commenters ignore the facts: a) upon
submission the applicant 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 “Quahty” module,

“providing this would expedite the review process, and
d) the Agency has no leverage that ensures the
excipient manufacturers update these forms other than
annually; the applicants, as direct customers, do.

Based on the preceding facts, the Agency has
properly included a request for the applicant to
provide the up-to-date contact mforma’uon the Agency
needs for, PAl schedulmg

710-712 Delete “To facilitate preapproval inspection | Same ‘fationale as for line 696. b e s
related activities, it is reconimended that the
name, telephone number, fax number and e-
mail address of a contact person be provided
for each site listed in the application.” )

This reviewer cannot agree. Same counter rationale as provided in table row “69¢.”

756 Delete “DMF holder’s standard” | Quality standards should be pertinent to accéptance ‘criteria of the

roduct manufacturer. While we may use the DMF holder’s standard as

This change should 9NOT be made Estartmg point for our 1ﬂté?n31 specn)f,"lcatlon, wé would not consider it

(see Row “311 and 358”). appropriate for the DMF holder to either dictate what should be our

769 Delete and Cbange to “In-house standard”: regulatory commitment or be responsxble for changes to that regulatory

DMF Holder Y Standard commitment. To imply that for a material spemﬁcatxon we would just
DMEF Holder Y Standard refer to a material DMF is inappropriate. '
DMF Holder Z Standard o

These changes should NOT be See the counter rationale provided in Row “311and

made. 358.”

As stated, the commenters are proposmg to force
the applicant to develop reference- grade standards for
all those standard materials that the supplier provides
- a needless and wasteful dupllcahon of effort.

769 Change “Proposed” to “Typical”. All commitments in an application are “proposed” until the application is

This reviewer disagrees. If any
change is warranted then this
reviewer suggests the Agency
replace “Proposed”” with either
“Example” (a self-denoting word)
or the generic phrase “<identifying
label>"

approved, so use of the word proposed is unnecessary in this single case.

Given that this is an_example, this reviewer thinks
that the commenters, are, at best, sphttmg hairs.

If hairs are to be split, thén “Example” or
“<identifying fabel> is more appropriate as the use of
“Typical” which implies the existence of the “Atypical.”

Since the table is an example, the use of “Example”

is the more lmguastically appropnate.
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'Rationale

784-786

Delete “(e.g. weighing of components
through finished product release.)” and change
to “(e.g. product sampling)“.

This reviewer agrees that this

should be changed, but it should
be changed to address the entire

process as defined by CGMP.
Thus, the phrase should be “(e.g.

weighing of components through finished

product release.)” should be”bhanged’

o “(e.g. receipt of components
through product release)”

Details like weighing and finished product release do not add value in
many cases and will add to the complexity of the diagram charging of
components through finished without providing useful information. The
flow diagram should focus on the manufacturing unit operations.

Discounting the initial sentence as a mixture of
unsubstantiated claims and wrelevapt facts, this
reviewer agrees with the commenters ~ ‘the flow diagram
should focus on the manufacturing unit operatlons

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) chargirig 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 transfer of the
released batch from manufacturing to warehousing or
distribution. ,

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

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

785

Revise to say “The entire manufacturing
process should be depicted, including

packaging,...“.

Agreed but this reviewer would
suggest that the language in 21
CFR 210.3(b)(12) should be
adapted and used.

Based on this, suggest changmg
the wording to conform to Sec.
210.3(b)}12) and the realities
discussed in this reviewer’s
remarks in commenter’s table row
“784 —786."

As presented it is not clear that the packaging process needs a flowchart
as well. In line 800, packaging is mentloned Fbr consistenicy it should
be mentioned here as well.

The text should _include ail the _regulated unit
operations that should be. addressed not a few that
the commenter’'s firm or the Agency or, for that
matter, this reviewer believes should be mentioned.
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Rationale

824-830

Move this paragraph to P.3.1 Manufacturers,
or preferable the appendices.

This reviewer does not agree.

This is not part of the manufacturmg process descnptxon To have the
requested statement here introduces US speclﬁc information into a
document that otherwise would be suitable for use in most geographxc
regions. Additional reglonal requlrernents sf)ould be addressed in
Module 1 or the Appendices to Module 3.

Apparently, the commenters forgbt that the title of |
the heading under which this mformahon is being
requested is “Description of Manufacturing Process and Process
Controls.”

The requested information is a “description of the
process controls” that are required.

This is the case because the certification of the
safety of the components a firm uses is an integral
part of the controls mandated by the FDC Act.

Moreover, becauseit is a safety control it is very
appropriate that the Agency request it here.

891-894

This is a significant improvement in
documenting that no documentation is
required to be able to carry out reprocessing
work. No change needed.

The prmcxple that, for most products, reprocessmg need not be
described in the application is important and should be retained.
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1 Guid TS .
wdance Proposed Revision Ratlonale
Line # C e
Add a statement such as "‘Al‘chough they are | FDA has chosen to define tests done on mtermedxate products as crmcal

927-929

considered critical process controls, some
tests on intermediate product 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 not only opposes this
addition but is also surprised to
find that the commenters have
apparently. L

a) Not carefully read Sec. 211.110

Sampling and testing of in-process

materials and drug produgts, or,

having carefully read it,
b) Failed to understand:

i) The clear requirements of 21
CFR 211 for process
controls or

ii) What is needed for a firm’s
process control to be both
scientifically sound and
appropriate?

process controls, however, the acceptance criteria for some of these is
well established and needs little further ]ustxﬁcatlon

The commenter’s statement is false.

Factually, the CGMP regulations deflne the types of
control procedures (tests) to be consudered for use on
each batch and specifies, “Such control procedures shall be
established to monitor the output and to valldate the performance of
those manufacturmg processes that may be responsible for causing
vanablllty in the characteristics of in-process material and the drug
product.”

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

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

In" addition, the CGMP regulahons requnre ‘each
manufacturer to establish (justify that) that the
controls they use are scientifically sound and
appropriate (21 CFR 211.160(

As the Agency’ knows factually it has been
established that the reqws:te controls are not those in
the USP or NF because these are ONLY scientifically
sound and appropriate for drug- product in commerce —
not per se for in-process materials.

In addition it has been establlshed that the sample
numbers and/or used in many cases by the industry,
including most published examples, do not, as Agency
management is aware, meet the reqwrements of 21
CFR 211.160(b)(2) and/or are, for other reasons, not
sc'/enhf/cally sound,

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

a) This added text should be re/ected and

b) Each submission should provide a regulation-
compliant, sc;ent/flcally sound, and appropriate
justification forany in-process control that is required
to be used on each batch to ensure compliance with
21 CFR 211 110.
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