Section 1D

&Lline #

Comment Recommendation for Revision

Comments regardmg text

IV. A.
Lines 246-
250

The current text reads:

“The submission can consist of the proposed comparability
protocol in:

A prior approval supplement that includes the proposed
comparability protocol and test and study results as speciﬁéd
in the proposed comparability protocol and any other
pertinent information to support a change covered under the
protocol. The product already manufactured ivifh‘t\heﬁching'e
can be distributed only after approval of the supplement.”

As written, thisisnota comparability protocol buta conventlonal
PAS. Please differentiate to indicate the benefit of mcludmg the
data and results as part of the PAS. We interpret this to mean
that a wide scope PAS may also include a Comparability Protocol
as one of its components or something else. Also, as written this
may be interpreted to indicate that a Comparablhty Protocol
should be submitted together with the data in the initial PAS from
a proposed change which is contrary to the intent that the
Comparability Protocol is optional.

All that this reviewer and the commenters
agree upon is that a
Comparability Protocol as one of its components.”

This reviewer disagrees with the commenters’
initial statement and note that it is at odds with
the commenters’ third statement.

Finally, this reviewer leaves§'it up to the Agency
to decipher and address the commenters’ obtuse
second and fourth remarks.

“PAS may also include a

IV. A. Line
251

Reference
both sections
LB & IV.A.

Information Request and Clarification

Please clerify whether ‘the” Comparabilify Protocol shoul& be
included in the Réginnal Qu;lity Section of a CTD for a new
NDA submission.

Also, section IV.A" would be an appropriate section for FDA to
address whether the submission of a Comparability Protocol in an
original application will impact the review cycle.

Finally, should revisions to the compar;bility prninnnl be ti-acked;
in the annual report, similar to the CMC?

IV. A,
Lines 254 —
255

Change from:

In all cases, a comparability protocol would be reviewed and
approved by FDA prior to an applicant implementing a change
under the protocol. C

Change to:

In all cases, a comparability protocol would be reviewed and
approved by FDA prior to the distribution of product
manufactured using the changed process.

The concept here is not that product cannot be manufactured, for

example, in full-scale plant trials or validation studies, but that”
drug sponsors may 1mplement but not dnstnbute unnl approval of
the Comparability Protocol. .

This reviewer agrees with the commenters’ on
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Sethon ID Comment Recommendation for Revision Comments regarding text
&Line # o e
IV.B. Change from:

;‘lgsles 265- | “The submission would include (1) the results of all tests and

studies specified in your <comparability protocol (2)
discussions of any deviations that occurred during the tests or
studies, (3) a summary of any investigations performed, and
(4) any other pertinent information.”

Change to:

“The submission should include (1) the results of all tests and
studies specified in your comparability protocol (2)
discussions of deviations, investigations, and (3) other
information pertinent to the change being made” "

This reviewer cannot agree with the
commenters’ suggested changes here because
to do so could be a subversion of the
regulatory process.

The Draft text here should remam as it is.

The guidances should allow for interim steps/meetings
/teleconferences (when a manufacturer gets data resulting
from execution of the Comparability Protocol) before
submitting a PAS. Discussion would include justification for
why the data (although not exactly as expected from protocol
execution) still supports the change, When there are instances
where the sponsor conclusions regardmg the data are cllﬁ'erent
from FDA'’s, the differences may be resolved much more
quickly in a discussion than by submitting a new PAS 'and
waiting for the standard PDUFA timeframes.

This reviewer disagrees with the commenters
proposal that substitutes a “political”
mechanism whereby a given “protocol failure”
could be overlooked or ignored for the' CGMP
requisite more scientifically sound review
process that the Draft proposes.

The issue is not time; it is whether or not a
firm adequately understands its own process.

Whenever a CP fails to meet any of its pre-
determined outcomes, it is or should be
obvious that the sponsor's understandmg of
their systems and the product or productsthey
produce is, at best, less than adequate.

The sponsor needs to: a) improve their
understanding of the interactions among the
components, plans, processes, equipment,
procedures, personnel, controls, in-process
materials, products, and specifications and b)
provide the data and information needed to
support their “new” understanding.

The PAS is needed to give the Agency the time
it needs to review that information and data in
the context of the failure and prior submission.

Delete items (2) and (3). GMP compliance information should
not be included in the review supplement since not all
investigations and deviations may be pertinent to the change
being made.

By definition, all investigations and deviations
occurring during the study of the “changed”
process are pertinent to that process.

To introduce ambiguity in what should be
submitted is, at best, anti-quality.

It is and should be the responsibility of those
Agency personnel to assess the pertinence and
import of any and all aspects of the submission -
not the sponsor. .

Contrary to the commenters’ assertion, all
review personnel including the Field Inspectorate’
have a duty to ensure that all manufacturing
practices and the products they product are
CGMP compliant.

Obviously, it appears that the commenters
wish to conceal certain facts from the reviewers
and thereby ensure that the reviewers ‘approve
their submissions in support of process changes
even when those process changes may not
comply with CGMP and/or produce product that
may not comply with CGMP." =

(Also, please define the term “deviations”)

“Deviations: actions or outcomes that diverge
from those CGMP-compliant 'standards, actions
or outcomes specified for the components,
procedures, processes, in-process materials and
products speciﬁed or addressed in the

For example, the presence of non-change-related, extraneous
contaminants must be examined, but this is a GMP issue, not a
registration issue.

This reviewer disagrees, any non-change-
related “deviation” and its investigation are
CGMP-compliance registration issues that should
be properly reported, investigated and discussed
in a Comparability Protocol

€ (Commenters’ “Comments ..” and this
reviewer’'s remarks continue in the adjacent
column) €
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Section ID

Comment Recommendation for Revision

Comments regarding text

&Line # . )
IV. B. Lines | Current statement: . If the studies in a Comparability Protocol lead to an unpredicted
276-282 or unwanted outcome it appears that there are only 2 choices: not

pfedeﬁned-aeeeptmaee—eﬂfema)— If you decide to pursue the

change, you should submit a prior approval supplement that
provides the supporting data to justify why the change will not
adversely affect the identity, strength, quahty, purity, ‘and
potency of the specific drug product as these factofs reIate to
the safety and effectiveness of the product

This reviewer notes that the commenters
omitted the first sentence in the passage that
they indicate they are commenting on.

Add to the end:

Where unexpected data are gathered, the change should be
evaluated to confirm that the expected product is not
compromised and that the results were inconsequential.

As stated, the sentence seems to be devoid of
any real substance.

The CGMP regulations already require the
investigation of any “unexpected” results vis-a-
vis the product.

Moreover, if valid, no result is inconsequential.
Therefore, the commenters’ first’ sentence
contains should not be added.

The results should be reported to ﬂie review éhvlsmh prfor to
review division, may be submltted under the prewously
agreed submission requirements.

This reviewer does not support adding this
provision because it is at odds with
establishing a uniform, fair review of all CPs on
an equal basis and seeks to permit processes
that are not comparable to be lmplemented as
if they were comparable.

Where the submission requirements of the product are not
met, the submission should meet the ﬁhng requ1rements
established in other related guidance, if’ apphcable or as
determined in consultation with the review division.

This reviewer cannot agree as, for CPs, this
guidance supersedes prior guidances.

There should be some allowance for discussion with the FDA

reviewer to determine if the missed acceptance criteria is of so
little consequence that the original reporting category is stﬂl
appropriate and can be maintained.

This guidance should make no such provision.
Missing any FDA-approved acceptance
criterion is of conseguence.

implementing the change and/or submitting a PAS.

This reviewer agrees that the guidance ONLY
permits the two choices the commenters have
found to appear to be the case.

However, modifications to the protocol to provide for a different
change should be permitted.

This reviewer cannot agree with this proposal
because it attempts to convert a well-defined
regulatory process into an undefined one.

This is the case because the commenters
propose ho limitations to the “modifications” or
to the “different change.”

Add a sentence to the end of the paragraph provxdmg provision to
allow for discussion if non-consequential acceptance criteria are
not met.

Since the approved acceptance criteria are the
sponsor’s criteria and are supposed to be based
on the documented evidence of what is
comparable product, an approved CP does not
contain any such “non-consequential acceptance
criteria” unless the commenters’ position is that
if any criterion is not met it magically becomes
“non-consequential.

Provisions should be made that if the aEceptance criteria are not
met, that should not automatically bump the implemented change
to a PAS.

Provisions have been made.

The sponsor has two choices.

The flexibility allowed in the Draft should be
kept as it is because introducing more flexibility
is not warranted.

If the outcomes are not as the sponsor
projects, it is or should be obvious that the
sponsor does nhot truly understand the process
and/or the existing process controls are, at best,
marginal.

Also, where the Comparability Protocol criteria are not met, we
recommend the use of the reporting category that would |
normally apply for the type of change instead of being required to
submit a PAS.

For the same reasons as stated in this

reviewer’s response to the commenters’ previous
statement, this should be rejected.

€ (Commenters’ “Comments ...” and this
reviewer’s remarks continue in the adjacent
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IV. D. Lines

284 - 296

General comment

This reviewer finds that the cor”n’meﬂnt‘ers
remarks have little to do with what IS stated in

the text of the Draft.

Moreover, this reviewer finds that the
commenters are proverbially “locking a gift
horse in the mouth” by failing to see that it
provides the industry with a clear path to seek
the modification of an approved CP prior to the
completion of its executioh when their studies,
regulatory changes, or new science renders an
approved protocol either non- CGMP compllant

or not scientifically sound.

The text addresses factors that could
“obsolete” an approved CP not the technology

The text clearly indicates that the onus is on

the firm that has the approved CP.

As with all CGMP-compliance issues, the FDA
has the oversight responsibility and au’chonfy

stated

To clarify the text, this reviewer would
recommend modifying the text as shown |n the

adjacent column.” = e

EN

Recast in the manner shown, the commenters’
concerns about the word “obsolete” are or

should be “obsolete.”

‘*‘*3‘%

D 0061

With regard to the determination of “chsolete”, will mvestlgators
check for the “obsoleteness” of these protocols during
inspections? Will FDA have any way of tracking these to
determine whien they become obsolete - or is it strictly up to the
sponsor? FDA and sponsors can view the definition of “obsolete”
(based on the considerations given here) differently. The
determination that a technology is no longer adequate should lie
with the firm, not with the Agency. We encourage the FDA to
reconsider the practice of allowing a’single individual or small
component of the organization to determine thata modlﬁcatlon is

“obsolete” and, consequently, of reduced value. We encourage
the Agency to evaluate only the adequacy of the’ change made and
not the technology used to implement a change, where the
change is “feasible and valuable” to the manufacturer and not
necessarily at the pinnacle of technology.

€ (This reviewer’s remarks are presented in the
next column) €

“New regulatory requirements, identification of a safety issue
(e.g., screening for new infectious agents in materials from a
biological source), identification of a new scientific issue, or
technological advancement after the comparability protocol
has been approved can render a protocol obsolete. We
recommend you review the tests, studies, analytical
procedures, and acceptance criteria in your approved
comparability protocol to ensure they remain current and
consistent with the approved application and current FDA
policy. We recommend you determine whether the tests,
studies, analytical procedures, and acceptance criteria
described in your approved comparability protocol are still
appropriate prior to implementing and submnttmg a change
under the protocol I you find the approved comparablhty\
protocol is no longer correct or adequate, the current
approved protocol should be modified or withdrawn. You'
should apply similar considerations to your
submitted but, as yet, unapproved comparab:hty
protocols.  [Note: The Agency can request additional
information to suppon a change that is implemented using an
obselete approved protocol that the Agency subsequently |
finds to be obsolete because it'is “out of date” with’
respect to CGMP, current Agency policy, and/or the
firm’s current pendmg or approved application or
license, or its current pending or accepted DMF/VME]" |

IV. E. Lines
302- 303

Please clarify ‘whether notification of editorial changes to a
comparability protocol in an annual report will be voluntary.

Since guidance is always optional, this reviewer
sees no need to explicitly state, “Voluntary
actions are voluntary!”

Hopefully, the Agency and these commenters
wﬂl agree
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Section ID
&Line #

Comment Recommendation for Revision

Comments regardmg text

Lines 320
A new sub-
section is

proposed

A new sub-section is proposed

G. Can Comparability Protocols be Used with Combination

Products?

Please include a section that addresses comblnatlon products and
the applicability of comparability protoco]s

When a change ismade toa component of a combination product
under a Comparabﬂlty Protocol, should the’ Comparabxhty
Protocol also include a section on how it affects the combined
product?

Provided the Agency agrees with this need and
the text proposed is CGMP compliant, this
reviewer would support the suggestlons that the
commenters have made here.

V.
Line 323

Change from:

“We recommend that a comparability protocol be developed
and used within the context. of existing change control

procedures.”

Change to:

“We recommend that a comparablhty protoco] be developed
and used within the context of existing change contro}

procedures at the firm.”

This reviewer has problems both with the
Draft’s text and the commenters’ proposed

addition.

To address both, this reviewer recommends

the following:

“We recommend that a comparabmty protocol be

developed and used within' the context of the

|stmg

CGMP change-control procedures requ! rgmepts gnq
the CGMP-compliant “procedures that the

sponsors have implemented.”

Clarification,

The reviewer agrees that the text needs
clarification.

Further, this reviewer agrees with the
commenters’ placing of the control procedures
within the responsibility sphere of the filing firm
(sponsor).

However, the guidance needs to ensure that
the sponsors not only have such procedures but
that the procedures they have are CGMP
compliant.

This reviewer’s altematlve addresses both
issues.

V.
Lines 325-
328

General Comment

Allow for writing Comparability Protocols as technology specific,
across several products which will resuIt in nme savmg not only
for industry but also for the FDA teviewers.

This reviewer cannot agree with the blanket
assertions made concerning the saving of time.

For example, were the preceding to be allowed,
a failure in one case would require the Agency to
reject all and require a PAS be initiated for all.

This is the case because all are in the one CP.

How would this save time? ~ )

< Moreover, the difficulty with “technology” is’

that, while the technology may be the same for all
products, the effects and outcomes may be
radically different.

For both of the preceding reasons, this

_{ reviewer opposes the commenters suggestlons

-t
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Section ID

&Line #

Comment Recommendation for Revision

Comiments regardmg text

i

V.A. 1,
Line 373

Add to the sentence ending in line 373:

“Generally, data submitted as part of post implementation
commitments may be prov1ded tothe FDAasa component of

the Annual Report for the product

This reviewer sees a need for some type of
statement along this line to be included in the

text.

However, the commenters’ statement needs
qualification and should be placed at the end

of the section.

Therefore, this reviewer would recommend the
following be added after Line 380 in the Draft,
”Generally‘ post-implementation, commxtment-related data,
beyond that required to be submitted as a part of the change

implementation notification submission, shetld-be submitted
aspartof pestimplementation-commitments may be provided

to the FDA as a component of the Annual Report for the

product.”

Not all data will be collectecf at the time that information is
provided in the follow-up submission, e.g., real-time stability
data.

This reviewer agrees with the commenters’
statement about the “real-time stability data.”
There are two types of posta

commitment-related data: ,

A. Data that the supports the initial
comparability of the “changed process”
product and related data requested by the
Agency that needs to be submitted WIth the
“change” notification submlssmn and”

B. Data, like stability data that will, of
necessity, have to be submitted at later
times.

Based on the preceding, this reviewer proposes
the changed wording provnded or better Ianguage
be added at the end of this section. "

V.A.3.
Line 397-
398

Change from:

“Validation of new modified analytical procedures or
revalidation of existing analytical procedures should be

performed, as appropriate.

Change to:

“Modified analytical procedures should be valldated " as

appropriate for their intended use” Validation data sh s
retained at the manufacturmg site for all methods.”

gy

ulﬂ f)e

This reviewer does not agree with the

commenters’ proposed changes.

However, this reviewer suggests that the Draft

text should be changed to

analytical procedures or revalidatien the on-going
validation or verification of exlstmg analytical
procedures should be performed, as appropriate.”

The preceding modification matches the CGMP
view that validation is a journey and not a

destination.

Generally, only limited analytical procedure mformatlon is
provided in the NDA for raw materials, startlng matenals drug
substance intermediates, excipients, and packagmg materials.

This section should not require more extensive information to
support a change than what is requlred for anew drug. Analytical
procedures are validated as appropriate for their use. This
information should be held and be available at the manufacturing
site.

Apparently, the commenters have elected to
ignore the draft guidance, “CMC lnformatton
Availability,” issued at’ abouf the same ‘time as\
this Draft, which does requnre the same for the
CMC section of all NDAs, and ANDASs, as well as’
DMFs/VMFs that address drug 'stbs qe drug‘
products and drug components submitted under
the DMF/VMF process.

Since the commenters agree that this
information must be acqun’ed and be maintained
(should be held and be available at the manufacturmgA

site), then it should be provided to the Agency for
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] Section ID

. Comment Recommendation for Revision
&Line # -

JV.A 3, Change from:
1 Line 398 -
¥ 401

“The protocol would spec1fy that any new or revxsed analytical
procedures and the approprxate vahdatlon or revalidation
information would be provxded when a post-approval cMC
change implemented using the approved comparability
protocol is reported to FDAY”

Change to:

“The protocol would specify that any new or revised analyﬁéal
procedures and the appropriate validation or revalidation
information would be provided i.e., in AR or CBE) when a
post-approval CMC change 1mp1emented usmg rthe approved
comparability protocol is réported to FDA.”

This reviewer cannot support the commenters’
proposed change because it does not clanfy, it
attempts to limit how the information will be
provided.

If any “clarifying change” is needed, then, this
reviewer would suggest that the reviewer's
alternative be considered. & 3 >

Clarification -

The unmodified sentence already tells the
sponsor when to report the information, “when a
postapproval CMC change implemented using the approved
comparability protocol is reported to FDA,” so the
addition of the clause suggested is a) mlsplaced
b) adds confusion, and c) improperly limits the

“when"” to report the data. 7

For all of the preceding reasons, the
commenters’ suggestion should be ignored or,
failing that their modification” clause should be
moved to the end of the sentence and changed to
include all possibilities as follows:

“The protocolw-ould should specify that any new or revised
analytical procedures and the appropriate validation er
revalidation and/or verification information would be
provided when a postapproval CMC change implemented
using the approved comparability protocol is reported to FDA
(i.e., reported in an AR, CBE-0, CBE-30, or PAS,
as appropnate)

V.A.3. The text reading:
Line 426

436 “If implementing a change using a comparability profocol calls

for a revision of the drug product or drug substance
specification, we recommend y you 1 consider the recommended
reporting category for the type of specification change as well
as the designated reporting category for reporting a change
using your comparability protocol. When the recommended
reporting category for the specification change is higher (e.g.,
PAS) than the reporting category for changes made under the
comparability protocol (e.g., CBE30), the change would be
reported as recommended for the specnﬁcatlon change.

If the recommended reportmg category for the specification
change is the same or lower than the designated reporting
category for changes made under the comparability protocol
the specification can be updated and pro\nded ‘when 2 post
approval CMC change implemented usmg the approved
comparability protocol is reported to FDA.

In fact, if a new impurity is generated then the
reporting category should be PAS “and
appropriate acute and short-term chronic
toxicity studies should be conducted. '

The referenced guidance, “Changes to an
Approved NDA or ANDA” " provides the
definitions for the reporfmg categories and
establishes guidance that the sponsor can use
to assess which is the correct category for a
given proposed change. )

The intent of this text is not understood. Please clanfy lines
(revision of a drug product or drug substance specification),
which is very confusing.

Based on this reviewer's reading of the text,
the “intent of Lines 426-436" is to provide the
submitter with a clear understanding of the
impact on the reporting category when the
sponsor’s changes an existing specification.

As the Draft indicates, specn‘lcatlon changes
and their potentlal impacts are key factors in a)
determining ~the reporting  status of the
comparability report and b) assessing the data
submitted in that report.

In general, changes that improve quality (e.g.,
changing the limit for Impurlty A from “not more.
than 0.2 %" to “not more than 0.1 %" or
changing the minimum punty from “not less than
98.5 % by weight” to “not less than 98.7°% by
weight”) are supportive of lowering the reporting
category.

Conversely, changes that adversely impact the
product (e.g., changing the allowed tablet weight
range from “190 mg to 210 mg” to “from 185 to
210 mg” or adding a limit for a new impurity) are’
supportlve of ralsmg the reporting category

ad;acent column) «
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&Line #

Comment Recommendation for Revision

Comments regarding text

V.B.3.
Lines 484

J 486

Change from: C o ’
“A comparablhty protocol would normally include 2 plan to
compare the physical characteristics (e.g. polymorph forms,
particle size distribution) of the product produce(l using the
old and new processes when these charactenst:cs are relevant
to the safety and/ or efficacy of the procluct

Change to:

“A comparability protocol would normally include a plan to
compare the physical characteristics (e.g. polymorph forms,
particle size distribution) when (1) comparability is
established after the final solution step of the drug substance
synthesis and (2) these characteristics are relevant to the safety
and/or efficacy of the drug product.

This reviewer disagrees with the commenters’
proposal.

However, the reviewer would change the text
slightly to reflect the other common physical
properties that can be critical to the
comparability of the drug substance used to
produce comparable drug products:

“A drug substarnice comparability protocol would normally
include a plan to compare the physncal charactenstlcs (e.g., for
solids, polymorph forms, particle size distribution, bulk and
tapped density, flow, permeability, intrinsic
solubility; for |IC]UIdS v:scosﬂcy, refractive index,
colar, density) of the product produced using the old and new
processes when these characteristics are relevant to the safety
and/or efficacy of the product.

Similarly, a drug product protocol would normally
include a plan to compare the physncal
characteristics (e.g., for solids, hardness, friability;
for semisolids, color, density; for supposwones
softening temperature, density; for suspensions,
settling time, color, den3|ty, for liquids, vuscosnty,
refractive index, color, density, paftlculates;f %'olld
aerosols, particle size distribution, dose dispersion
pattern; and for liquid aerosols, Adroplet size
distribution, dose dispersion pattern) of the product
produced using the old and new processes when
these characteristics are relevant to the safety
and/or efficacy of the product.”

As per BAC PAC I, an examination of physical characteristics is
required only when equivalence is demonstrated after the final
solution step.

This “Rationale” statement has no bearmg on
the Draft’s text because the stated companson is
for the product that, in this context is obviously
the drug substance.

The BACPAC | guidance i is  designed to restrict
the comparison to the final products which the
statement has already done.

However,t he examples list is incomplete and
should be expanded to ensure that other key
physical properties of the drug substance are at
least considered.

Moreover, as written, the text only applies to a
solid drug substance (a/k/a active ingredient or
active pharmaceutical ingredient [API]).

Given the preceding, the only apparent reason
the commenters proposed the change was to
remove the phrase “of the product produced using the
old and the new processes” to permit the firms to
propose comparisons of the product from the
new process to other than the old process (for
example, a comparison to some reference
material) even though doing such is not in
keeping with maintaining the post-change
product’s comparableness to the pre-change
product, A o

For all of the preceding reasons, the
commenters’ proposal should be rejected.
Moreover, the text needs to be augmented to
address the CPs for the drug product and its
various common dosage forms.

V.B.3.
Lines 491-
492

Change from:

“The studies would assess pré’dulct related 1mpurmes and
process-related 1mpur1t1es, mcludmg, if apphcaBle m-process
reagents and catalysts.”

Change to:

“The studies would assess product-related impurities and
P P

process-related impurities, including, if applxcal)le in-process

reagents, catalysts, and solvents

As per BACPAC 1, demonstration of equivalence includes
assessing residual Jevels of existing and any new solvents.
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&Line # ‘ e
V.B. 3.
Line 494 Add as next sentence on this line

“Comparability of the impurity profile can be established by
testing an appropriate isolated intermediate following the
change or the dfug substance. "

This reviewer does not agree with the
commenters’ proposed addition,

However, this reviewer would support the
foHowmg modified version of the preceding:
Comparablhty of the impurity profile can be established by
testing the drug substance or the drug product
or, provided a) no new /mpurlt/es are found and b)
the levels found for each of the existing impurities
in the postchange process /ntermedlate are not
greater than the levels found in the same

| prechange process “intermediate’ for a drug

substance process, an appropriate isolated mtermedlate

wiciiinsisie =
It is necessary to confirm that the dernonstratlon of comparablhty
at a certain step will not require complete processing from the
modified step through unmeodified steps to drug substance.

The "commenters’ wish to minimize the
processing of the mtermedlate o the ﬂnal drug
product needs to be balanced agamst the reality
that intermediates that contain new impurities or
increased levels of existing impurities need to be
processed further (through all of the purification
steps in the process) to ensure that the resulting
drug substances are comparable.

This is the case because the carrying of new
impurities or higher levels of the existing
impurities into the post-change drug substance
makes the post-change drug substance not
comparable to the pre- change drug substance
In addition, the issue of impurities in the drug
product should only be assessed at the end of the
process that manufactures’ the finished drug

product.

i i

following the change er—ﬂ’refl-ragﬂﬁ-bstwee "
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Section ID

&Line #

Comment Recommendation for Revision
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‘Comments regardmg text

Y.B. 3.
Lines 518
-520

Change from:

“We recommend a statement be included that contro]s,
including those that have been validated to inactivate and
remove impurities or contaminants, will be revahdated for the
new production process, if appropriate.”

Change to:

“We recommend a statement be included that controls,
including those that have been validated to inactivate and
remove impurities or contamfhants, will be reassessed for the
new production process, and revalidated, if approprlate

This reviewer disagrees with both the orxgrnal
text and the commenters’ proposed revision.

This reviewer proposes the following:

“We recommend a statement be included that controls,
including those that have been validated to inactivate and
remove impurities or contaminants, will be revalidated
validated for the new production process--appropriate
for both drug substances and drug productsto
at least the extent reqwred by CGMP as set
forth in the 21 CFR 211,110.”

Validation may or maynot be appropriate in all cases.
Each case will require individual evaluation.

Validation may or rhay not be appropnate in all cases. Each case
will require individual evaluation.

This reviewer disagrees.

The FDC Act at 21 U.S. C 351(a)(2)(b) states
that a drug is adulterated “if it is a drug and the
methods used in, or the facilities or controls used for, its
manufacture, processing, packing, or holding do not conform
to or are not operated or administered in conformity with
current good manufacturing practice to assure that such drug
meets the requirements of this chapter as to safety and has the
identity and strength, and meets the quality and purity
characteristics, which it purports or is represented to possess.”

Though the regulations governing the drug
substance have not been published, the Agency
rightly applies the published drug regulations set
forth in 21 CFR Parts 210 through 226 to both
drug substances and drug products. ‘ ‘

21 CFR Subpart F—Production and Process Controls
sets forth the regulations that govern process
controls. ‘

in Subpart F, 21 CFR 211.110, "‘Saiinbl’i‘ngﬁhd
testing of in-process materials and drug products,” states

(underlining emphasis added) at (a), “To assure batch
uniformity and integrity of drug products, written procedures shall be
established and followed that describe the in-process controls, and
tests, or examinations to be gondggted on appropriate sgmples of in-

process materials of each batch. ‘Such control procedures shall be
gg;abhghed to monitor the output and to valldgte the performance of

those mgng{agtumg processes that may buesponmblg for caugmg

variability i m the characteristics of in- process material and the drug
product. ..

Therefore afirmis requlred to ev )
of their process controls in each iteration of the
process in a manner that validates that control.

Thus, the Agency should not propose, and the
sponsors catihiot do, less in this case. [Note: As
the regulations so clearly indicate, validation is an
ongoing journey and thus, though ‘used, ‘the term,
“revalidated” is inappropriate for what is an ongoing
activity required for each iteration of the processbes the
applicable CEGMP regulatlon so clearly does.]

V.E.
Line 576

General comment on the section

FDA should discuss their < expecta’aons for use of a Comparability
Protocol for the relocation of the same equlpment to another
already comphant inspected, or approved area. ‘This could be
offered as a posmve example of when a Comparablhty Protocol
can decrease reporting burden.

This reviewer would suggest that this]|
commenters’ recommendation be given careful
consideration but, if added, the guidance should

limit such to relocations on the same campus.
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tion ID ) .
Sec on Comment Recommendation for Revision Comments regardmg text
&Line # o .
V.E. Add to the end of line 579: ~ We suggest that the Manufacturer should be able to work w1th
Line 559- “If the submission of the prlor approval Comparabxhty the local FDA office to schedule inspections related to the
579 implementation of the comparability protocol.

Protocol supplement would requxre a site mspectlon the
applicant is responsible for insuring that the site has a
satisfactory CGMP i mspectzon for the type of operatlon prior
to commercial distribution of a change ]

in accordance with a commitment to the approved
Comparability Protocol.”

This reviewer opposes the commenters’
addition.

It does not conform to the expectations of the
FDC Act that the Agency ‘only approve
submissions for processes in facilities that are
CGMP compliant (21 U.S.C. 351(a)(2)(B)).
Since the preceding is the case, this reviewer
would propose adding the following after Line
579,

“Given the requirements of the FDC Act, the

' Agency cannot approve a Comparability

Protocol (“CP”) for a facility that does not have
inspectional confirmation of satlsfactory CGMP
compliance; In cases where a new facility is
proposed, the reviewer will, as with any other
type of PAS, verify the _proposed facmty s
CGMP compliance status. In cases where the
proposed facility (not the site) does not have'a
history that supports sat»sfactory CGMP
compliance, the CP reviewer will notify the
Field Inspectorate and work with them %o
schedule the needed facility inspection. Firms
should not submit a CP unless they know that
the facility is ready for a “PAI"'site audit on the
day the CP is submitted. [Note: CPs that name
facilities at which the Agency subsequently 'ﬁnds
unsatisfactory CGMP compliance at the facility
named should, if not approved, be rejected and, if
approved, should have their approval revoked ‘or
suspended until the facm’Ey attains satisfactory

The Guidance should more clearly state whether FDA will permit
a supplement in a non-prior-approval reporting category for a
change to a new site which has not been lnspected or does not
have a satlsfactory CGMP mspectxon, since ‘prior approval
inspections are usually prompted by, or requested via, the PA

‘supplement process. For instance, standard packaging site

changes require CBE-30 supplements, unless the site does not
have a satisfactory CGMP  inspection. An approved
Comparability Protocol could allow fora packaging site
change to be reported in an annual report, along with a statement
(Lines 570-573) that the move will be implemented only when
the site has a satisfactory CGMP inspection for the type of
operation. This Guidance, as written, does not i)rovide for use of
such a Comparability Protocol, which imposes the responsibility
of insuring completion of a satisfactory CGMP inspection without

a PA supplement.

The FDC Act is quite clear with respect to
requiring CGMP as a precondition for the

manufacture of a drug.

In 1988, the US Supreme Court ruled that the
FDA administrators have no latitude with respect
to clearly written statute ‘or regulation that

governs the pharmaceutical industry.

Both the law and the’ regulatlon (21 CFR 210)
both make CGMP compliance a prerequisite for

the commencement of manufacture
Legally, the Agency can do no less.

Thus, the Agency should nof “approve any
submission that the Agency knows does notnmeet

all of the prerequisite CGMP mmlmums set

forth

in the FDC Act and the :mplementmg CGIWP

regulations.

CGMP compliance status.]”
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. Comment Recommendation for Revision Comments regardmg text
&Line # T T N
Y.E Prior to the 11/99 PAC Guldance apphcants mcluded a form of
Lines 581- Comparability Protocol or interchangeability protocol which
586

Add to the ends of lines II.B., (L 114) and V.F. (L 586):"

Comparability Protocols are not to prowde alistof supportmg
data that the applicant will provxde to support changes “that
current guidance classifies as annual reportable. This
information must accompany - the change when it is reported

in the Annual Report Section

This reviewer cannot agree with the proposed
insertion because (1) the submission ofa CP is
an option and (2) if the sponsor elects to
pursue this option, CPs have the same internal
reporting requirements as a PAS because | the

Agency classifies them as'a PAS.

Moreover, the commenters’ rationale seems to
be derived from unpublished guxdance

discussions that have no currency.

Therefore, the commenters’ proposal should

be rejected.

This alternative choice wa§ included because it
seemed to this reviewer that the section and
context logically pointed to an alternative that

the commenters somehow missed.

described changes that appeared toreduce the reportmg category
from CBE to AR (based on 2 1 CFR 314,70 requ]rements In
alignment with the allowable changes in the 11/99 PAC
Guidance, there is no need to describe minor, annual reportable
changes in a Comparability Protocol, except to provide a list of
supporting data that the applicant will provide. FDA should state
that they do not expect to see Comparability Protocols for
Container/Closure changes that are described as annual
reportable in the 11/99 PAC Guidance to simply provide a list of
supporting data,

Note: As far as this re\newer was able to

“ascertain, there is no official packagmg PAC

(11/99 PAC) guidance that the FDA has
published as the commenters seem to indicate
and the search of the entire FDA site for “11/99
PAC Guidance” found no matches.

This reviewer did find evidéence that such
“PACPAC” guidance was “discussed” and
“planned” but nothing more.

On this basis alone, the commenters’ proposal
should be dismissed as wishful thinking on their
part.

Please clarify the use of the word “repetitive” in Tine 585.
Does this mean

e asingle change applied to numerous applications

or

®  aseries of changes that have pre&eﬁned acceptarice criteria
but which may ‘extend beybnd ahy sihgle change?

o Or does it, as the context indicates, simply
mean a single change, like a bottle source or
a packaging site change, that applies to
several different packagmg formats for the
same drug product?

This reviewer leaves it up to the Agency to
respond as lf sees ﬁt )
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Section ID

. Comment Recommendation for Revision Comments regarding text
&Line # . ‘
V.H. Change from: The Guideline for Drug Master Files (September 1989) does not
Lines 599- The protocol would include a commitment to provide aletter indicate that a new authorization letter is required whenever a
602 change is made to a specific DMF. However, this section appears

authorizing the FDA to review the master file when a post-
approval CMC change 1mplemented usmg the approved
comparability protocol is reported to the FDA.

Change to:

The DMF holder should confirm that changes are properly
reported to the FDA. Additional updates may be PA
supplement provxded atany time or dunng the annual update

This information should include 1 updated reference citations in
the DMF. The DMF holder may umlaterally expand the
information supportmg the NDA' holder by inclusion of

additional reference mrormatlon in tne update

This reviewer cannot agree with the change

| proposed because the commenters who |

proposed it are obviously unaware of the trade
secret provisions appertaining to DMFs/VMFs
that prohibit the FDA from monitoring their

content.

Its contents are “trade secrets” and not

{ available for review without an authorizing

letter from the DMF/VMF holder or, if the
DMF/VMF holder is Iocated on forelgn soil, the

DMF/VMF  holder’s = legally

representative (agent).

em powered

The FDA only tracks the required annual
DMF/VMF update and” sxrnply Files that and all

other DMF/VMF filings.

Unlike the drug product AR, A DMF/VMF filing is

not automatically revrewed

automatically reviewable.

nor is it

to require a new Letter of Authorization if there is an NDA
change which may reference a different master file or, perhaps a
different portion of a master file. This section, as written,
lmn]mq that the NDA holder has'intimate knos w]cusc about the

content of the master file and must Understand that the initial

authorization did not grant access to existing sections of a master
file.

A new letter is needed because'in support of
the CP, the DMF holder will have ‘added new
information to the DMF that the FDA needs a new
letter to permit it to review the new information in

the file.

Moreover, the control of the’ quahty attributes
of a DMF-controlled drug "substance,  other
comporient or container closure system is a
contractual matter between the DMF holder and
the drug product manufacturer.

The CGMP regulations place the burden on the
manufacturer to only accept incoming items that
are the “same” as those that the manufacturer
used to obtain Agency approval or license.

Therefore it behooves the "drug product
manufacture to have clear contractual provisions
that ensure that the manufacturer is kept
informed of all changes made by the DMF holder.

This the case because, while the DMF holder
may be filing them annuaHy, the Agency cannot,
except in the inspection process (PAI, biannual or
for cause) review the changes being made unless
the DMF holder provides a Ietter authorizing the
Agency to do so. [Note: In' light of this reality,
perhaps the industry should be lobbying for biannual,
or more frequent, inspections for all DMF holders.]

Moreover, if the Agency finds a problem with
the drug product that comes from a change in the
chemical "or physical propertles of the drug
substance, the Agency holds the drug-product
manufacturer most accountable because they are
supposed to make certain that components that
are different (from those components originally
used to obtain Agency acceptance, approval, or
licensing) are not used to make drug product.

The DMF holder’s responsnblllty in such cases
is clearly secondary.
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Section ID

Comment Recommendation for Revision
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Comments regarding text

&Line # )
V. H. Comments regarding text (Continued)
Lines 599~ Many master file holders are very reluctant to provide details
602 about their master files that would allow for or facilitate clean,
(Continued) clear references. Please clarify why the FDA needs a copy of the

DMF authorization letter ﬁ'qm the DMF holder when the
regulatory file is reviewed fora éflanée contained in a DMF (e.g.

"} container resin change). We believe that a new DMF
A authorization letter is unnecessary since the FDA must have

received the DMF letter at the time of original review of the
regulatory file.

The prior letter only authorizes a “one time”
review of the file for the sole purpose of “initial
acceptance” that the file supports a CGMP
compliant material component, container closure
component, or other material.

it does not authorize future reviews of future
information. ,

Therefore, each time a DMF/VMF.controlled
process is changed and the change has a
material effect on the drug substance, other
component, or container closure system, the
affected drug product firm needs to obtain and
submit a letter authorizing the FDA to review the
appropriate sections of the DMF/VMF.

As MFs are not “approved” documents, how is the Comparability
Protocol to be approved when submitted to a MF? How is
notification of “acceptance” of the Comparability Protocol
received from the FDA? o

As the next Draft paragraph indi_ca’tes;vthat isa
question for the FDA whose exact answer has not
yet been formulated.

© "Under its existing policy, the Agency would

simply “accept” a CP filed for a DMF/VMF holder
when (during the next inspection) the Agency
finds it acceptable or reject it when it is not.

If the NDA/ANDA/NADA/ANADA Tholder
submits a filing referencing that same DMF/VMF
process and product, the filing would be either
approved or rejected.

In Case 1, only the DMF/VMF holder would be
notified; in Case 2, both holders would be
notified (the DMF/VMF holder by an acceptance
letter and the other by an approval letter).

In Case 2, a DMF holder letter would be
needed authorizing the Agehcy to a) review the
appropriate files to determine if the proposed
process change and post-change product would
be “acceptable” if the acceptance criteria
proposed are met and b), when the studies have
been completed, again review the files for
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authorization to ship the post-change product
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£ Sethq.n 1D Comment Recommendation for Revision
&Line # o o "y s .
V.H. T ’ A review period for vetermary Comparabxhty Protocols should

be defined. Vetermary cfrugs are currently outside the s scope of
PDUFA and CVM offers no review period.

General Comment . .
This reviewer agrees and recommends

adoption of the periods established for human
drugs

V.H. ' The text notes that Comparability Protocols are “product
Line 612 specific”. The Comparablhty Protocol may become a significant
Change to: "} component in multi-product manufacturing facilities. In such
cases a sxmple cross-reference between files should be adequate

Comparability Protocols are specific for changes that may and the Comparability Protocol would not be pro&uct speaf c.

apply to a single product or multiple product§ where the
same change is made. L _ R
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Section ID

Comment Recommendation for Revision

Comments regardmg text

&Line # —
V. H. ) Recommended Language: - "} We are uncertain of the beneﬁt that a DMF holder wﬂl gain by
Lines  610- } -1y, provisions for submitting a comparability protocol in a providing a Comparability Protocol, since they have no
617 *] regulatory “Prior Approval” issues with which to contend.

master tile will be the subject of future révisions to CDER’s

Guideline for Drug Master Files and CVM’s Guidance for
Industry for the Preparation and Submission of XAVéte‘i:inéifyM
Master Files. Until those revisions have been made,

comparamuty protocols for master files are not mcluded
within the context of this Guidance.

This reviewer does not agree with the’
commenters’ proposal.

Comparability protocols are a valuable tool
that the DMF/VMF\h(ﬂdéi’oan,uifWToTI”oWé"d;‘“usé “
to:

1. Provide themse!ves wnth the assurance the’
holder needs to have that, as "comparable” is
defined by the FDA, the changes they lmplemen’cf
do produce postchange product that is
comparable chemlcany and phys:cally to the
FDA “accepted” product,

2. Ensure that the holder will have no change
related inspectional lssues m fhelr next general
CGMP inspection, and

3. Ensure that their customers continue to receive
drug product that is comparable to the
prechange product the FDA “accepted” so that
customers have little or no’ risk of making
unacceptable drug product when they attempt
to use postchange product |n their approved
drug-product processes. )

In this reviewer’s experience, there have been
several cases where an innocuous change by a
DMF holder has resulted in post-change API
lots that their customer could not convert into
acceptable drug product using the drug-
product manufacturer’s approved process.

In every case, part of the “root cause” solution
was to improve the workmg and contractual
relationship between 'the parties” and, at'a
slight increase in component cost,
appropriately tighten the incoming contractual
acceptance criteria that both parties agreed
should be met.

The commenters are correct.

However, DMF/VMF holders do have CGMP
compliance and customer issues that should
compel them to only make changes that do not
change the nature of their product in any
material way.

Since the Agency's method of auditing for
their CGMP compliance™ is, of necessity,
lnspectlon the DMF/VMF holder and the Agency

. both have much more at stake in an lnspectlon

than non-DMF/VMF holders do.

In general, the finding of non-comparability in
an inspection, should lmmedlately suspend the
holder’s “acceptance.”

For holders located on US territory, the
Agency can, should and has, simply had a local
health official or, in some cases, federal
marshals, padlock the facility and issue seizure
orders for lots in commerce.

For foreign holders, the Agency need only
issue an Import Alert to customs and initiate
seizure actions for any bulk component in
commerce.

Do you intend this to say that the NDA holder can reference the
comparability protocol in the DMF and be requxred to do no
additional work?

The text does not state what the commenters’
remarks state; moreover, nothing could be
further from'the truth.” "~ "7

What is intended is to notify the drug product
manufacturer to have a strong contractual and
working agreement with their DMF/VMF holder
suppliers and work with them to ensure that the
changes the component manufacturer makes do
not adversely impact their drug product.”

This could be one of the Agency's not so
subtle ways of reminding’ the drug product
manufacturer that they, not the Agency, bear the
responsibility and accountablhty for the risks
they elect to take.

Ifa DMF/VMF holder will not, for a fair price,
agree to provide the information needed by the
drug product manufacturer and work with that
firm to address change issues, the drug product
manufacturer should simply not buy that
component from that source
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A ReVIEW OF FORMAL COMMENTS To UBLIC DOCKET 93‘??;0076”1

Aventis Pharmaceutucals, Inc.’s Subm:s§1on Deted June 23 2003
To Docket 03D 0061: "‘C -05%7

[Note: The original comments are quoted in a condensed font (i’crpctua) the quotes
directly from the draft guidance are quoted in a sty ized font (Lydsan) and, in'general, this

~ reviewer's text and comments are in a publi shers font (News Gofhrc MT) to make it eaS|er
for the reader to differentiate the “speaker” in the various Text passages that follow. ~
When addressing comments made in a tabular format, thxs reviewer will (fo the extent
requlred) preserve the commenters’ format and, in gene?al appropnateiy place the
reviewer’s remarks after those of the’ commenters }

These commenters begin by stating, “Avenus Pharmaceuticals Inc. appreciates the
opportunity to comment on the above-referenced draft guldance entitled ¢ Comparablhty Protocols - Chemistry,
Manufacturing, and Controls Information’. This draft guxdance prov1des recommendaﬂons to applicants on
preparing and using comparablhty protocols for post approval changes in chermstry, manufacturlng and controls

(CMC) information. We offer the foﬁowmg comments and questlons for your con51deratlon

“Section II. BACKGROﬁNﬁ ‘
Page 2, Lines 39-45 '

As an applicant, you are responsible for assessmg, prlot to d1stnbunon qf a product the gﬁéct (_)f‘ any postapprova] CMC changes
on the identity, strengzh, quahty, purzty, “and potency qf the product as tbese jbctbrs relate to the scy‘ét] or efficacy of the
product (section "S06A(b) Qf the Federal Food, Drug and Cosmetic Act (tbe act)) Sucb an assessment qﬁen includes
demonstration that the pre- and postcbange products (i.e. procTucts mamy"actured pnor 20 and subsequent to a change are
equivalent. Postapproval CMC cbanges must be reported to FDA ; in one cf four reportmg categones (S Sectzon 5 O6A of the Act):

- We suggest adchng a Glossary to either this BACKGROUND sectxon or the INTRODUCTTON sectl“n to prowde“

the sponsor with a clear definition of regulatory and techmcal terms used in prepErmg a comparablhty protocol

P

Examples of terms to be lncluded in tfie suggested Glossary are as follows
Comparable

Drug

Comparability protocol

Comparability report ' o
Analytical reference standard (e.g., USP' Reference Standard NIS 7“ I?eference Sfana’ard) ”
Recognized consensus standard (e.g., ANS/ 2 1.4 ANSI Z 1, .9, 150°3951) ‘
Related CMC ehenges Change

Unrelated CMC ehanges Change

Drug substance

Intermediate

Drug product

Leforms [soform

Orthogonal Testing

Proecess-speeifie

- -Current protocol

Obsolete protocol feriteria)
Qualifieation-or-validation lets Validation or verification lot

PAS
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CBE-O

AR

Reportable categories

FDA review period for comparablhty protocol
Method validation

Process validation

Critoriat Lik

Stabxhty indicating assays assay
Representative sample
Descriptive statistics
Population statistics

Statistical quality control (SQC)
Minimum process capability
Batch

Lot

Factor (n.)

Attribute

Characteristic (n.)

Variable (n.)" ’

In general, this reviewer agrees that the defi nltlon of terms is lmportant in any
guidance document and supports the commenters’ inclusion of most of th rms’in therr list.

However, this revnewer notes that the critical that should be ‘
iincluded and would propose that that term"ands its definitic be included as follows:
“Comparable: For the purposes of thrs guidance, alternatrve processes and products
produced by alternative processes are deemed comparable to the ongmal ‘FDA-
accepted process if and only if the alternatlves and thelr products have been shownto
meet all their existing satety parameters and |dent|ty, strength quallty, and purity
specrfrcatlons as well as all of the applicable CGMP requirements that appertam
thereto.”

Then, the definition of derived terms such a “Non comparable” (“not comparable") and
“Criteria for non- comparablllty” are obvious and do not need fo be lnclu m sfhe “Glossary

In cases where the definitions’ suggested by the commenters are in the’ FederalFood
Drug, and Cosmetic Act as amended (‘FDC Act,”21 U.S.C. Title 9)in 21 US.
321 and 321b, the current good manufacturmg practlce (“CGMP”) regulatlons for drugs and
drug products (21 CFR Chapters 210 through 226)in 21 leﬁ Section 210.3, and in the
submission filing regulations, the definitions in said regulatrons ‘should be used'.” )

In cases where those definitions are contained in other related guidances or draft
guidances, those definitions shouid ‘be”approprlately mcluded o

In general,d erived and piural terms should not be defined.”

Based on the precedmg the terms that need not be def“ nedhave been stricken from
the list and certain other key terms have been suggested

- However, this reviewer would leave it’ up to the Agenoy to decide Wthh of the Irsted ]
terms need to have thelr defir nltlons lncluded in thls gurda
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Sectlon 1. BACKGRO[IND

Page 3, Lines 81-91 ~

This guidance describes the general pnnczples and procedures assocmted thb developmg ‘and submlttmg a comparabz]zty
protocol to the FDA. The gu1dcmce also describes the baszc elements o] a comparabdzty protoco] and speqﬁc issues to consider
when developing comparability protocols for changes in:

®  the manufacturing process

. 4
analytical procedures
manufacturing equipment
manufacturing facilities

container CIOS ure systems

process analytzcal technology (PAT)”

We suggest adding starting materials and raw materials to the list of basic elements as these are critical CMC<
elements, which are subject to change during both drug development and post approval

This reviewer suggests that the proper phrase to add would be “components
(also known as starting materials and raw ‘materials).”

This is the case because the term “component” is the term used in21U.s.C.

321(g)1) in the FDA Act’s definition of “drug" and defined i ln 21 [ 7’ iOfb)(S)

Further, this reviewer wou!d recommend usmg theterm compone "as much as
possible and minimizing the use of the phrases "startmg matena/s” and “raw matenals”
in this and other guudances

" “Section II. BACKGROUND

Part A. What is a Comparablhty Ptotoco]"
Page 3, Lines 97-103

A comparability protocol isa WeII def ned, Jetculed written p]an for assessmg the eﬁ%ct cj' specg‘z'c cMC cbanges inthe 1dent1ty,
strength, quality, purity, and potency qf a specz fic J;;Jg product as these jb”c;o};relate to the sqfet)/ and eﬁ'emveness of the
product. A comparability protocol describes the cbanges that are covered under the protoco] and specgﬁes the tests and studies
that will be performed, including the ana]ytzcal procedures that will be used and a acceptance cr1ter1a that will be ac}ueved to v

demonstrate that specified cMC cbanges do not adver:e]y qﬁect the product The submlsswn of a comparabﬂzt] protoco] is

optional.

We suggest that this guidance not be restricted to ]ust a comparlson of drug products as there are exarnples of
change controls that focus directly on drug substance.

Comparability of drug products may not need justification if drug substance CMC changes have no adverse effect
on the safety or efficacy of drug product attributes. The CMC dlstmctmnwbetween ch;ug substance and drug

product changes is also con51stent w1th the current CTD forrnat Howev hanges occur in a drug

substance process that affect the drug product’s attnbutes then drug product comparabﬂtty is justified.”

While this reviewer agrees with the commenters ‘that comparablhty protocol ‘
guidance need not be restrlcted to. drug products this e e\newer\ recogmzmg the
difficulties in doing so that arise from the DMF7 VMF status st drug substances, leaves
it up to the Agency to decide whether to make the suggested rewsnon 4

However, this reviewér tiotes that the only" way that the only way a drug product
manufacturer can demonstrate that a drug substance change has “no adverse effect onthe

.~ safety or efficacy of drug product attributes” is for the manufacturer to manufacture batches in

which the changed drug substance is used, “and perform mtensmed assessments on
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said batches and determine’ that, compared fo the data and results from the
intensified testlng performed on the batches used obtarn Agency approval or
licensing, the post-change batches ¢ are comparable to the pre- change “approval” or
“licensing” batches.

Additionally, this reviewer would suggest makmg the grammatrcal change
suggested previously by correctmg the phrase “for assessing the effect of specific CMC changes

in on the identity, strength quahty, purity, and potency of a specrflc drug product as shown.

Fma]ly, as this reviewer has previously suggested "he recommends changmg the
text to read: SR L
“A comparability protocol is a weli-defi ned detarled wntten plan for assessmg the effect of spemﬁc CMC
changes in on the identity, strength quahty, purlty, and potency ofa spec:flc drugproduct (|n process
material, intermediate, drug substance or drug product) as these factors r relate to the safety
and effectrveness of the final product.”

"Sectxon L. WHAT TO CONSIDER e e

Part A. How Does a ComparablhtyhProtoco\i Aﬂ‘ect the Reportlng of CMC Changes’ww coT

Page 5, Lmes 146—157 T

A comparability protocol prospectively specifies the tests and studies that W111 be peg‘brmed analymcal procedures that will be
vasu (o Pt e

used, and acceptance criteria that will be achieved to assess the e’%ct of CMC

sufficient ugﬂ)rmauon for EDA to Jetermme ‘whether the potentzal for an adverse ef}’}ct on the product can be adequate]y

evaluated. With comparability protoco] the FDA can determine gf a specgﬁed cbange can'be reported ina category Jower than

anges A we]]-planned protoco] ptov1des

the category for the same change were the change to be 1mplemented ‘without an approved comparabz]zt)/ ptotocol Typzca]]y,
categories a’es1gnated jbr repottmg cbanges under an approved compambxbt)/ protoco] are one category Iower than normally
" would be the case (e. g from PASto CBE 30 CBE orAR) In some cases areductw
be possible (e.g., PAS to AR).

It is unclear what the Agency means by the followmg sentence:

f ore than one reportmg categog/ may

‘With comparability pro’cocol the FDA can determme ifa spec1ﬁed change can be reported ina category lower Y
than the category for the same change were the change to be 1mplemented without an approved comparability
protocol.

Does this mean that the Agency can set a lower reporting category for the same change(s) 1f the same change(s)
were submitted without an approved comparahlhty protocol7 We suggest mcludmg adchtlonal text to thls sechon

for clarification.”

This reviewer agrees wrth the commenters remarks and suggests that the
changes proposed in the prevrous comimenters’ remarks be consrdered

“Section Il. WHAT TO CONSIDER IN PLANNING A coMPA“RXBILI
Part B. When M1ght a Cornparablhty Protocol Be Useful for a CMC Change?
Page 5, Lines 162- 163

In addition, a comparablhty protocol can descnhe smgle CMC change or multxple related changes: N
We suggest adchng text to thls sectxon that clarlﬁes the - meaning of” rnultlple related changes

This reviewer: agrees ‘with the commenters remarks and suggests that the
changes proposed in the prevrous commenters remarks be consrdered

“Section I1I. WHAT TO CONSID“ER N PLANNING & co“” ARA*%‘fﬁ”TY“ RO

P T R
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Page 5, Lines 163- 171

However, we recommend that each change be discrete and s spec1 1c:\ A comparahlhty protocol can be partxcularly

useful for changes of a repetitive nature. We recommend that you have sufficient manufacturing information
(e.g., developmental studies, manufacturmg expenence demfnstrated process capability, out—of—specrﬁcatxon
(00S) investigations, stahlhty data) with the partlcular product or process or snmlar products or processes so you
can specify a priori the tests, studies, analytxcal procedures and a acceptance criteria appropriate for demonstrating
that the CMC change or changes will not adversely affect the product “We recommend that comparabrhty

protocols be considered for cMC changes that apphcants antlcxpate w111 be made

It is unclear what the Agency means by ‘sufficient manufacturmg 1nformat10n We suggest addmg text to thlS

section for clarification.”

This reviewer agr“ees ‘with the commenters remarks and suggests that the
changes proposed in the previous’ commenters remarks be consrdered

“What range of stability data would FDA recommend at the txme of submlttmg the comparahlhty report?

This reviewer would recommend, as he has prevuously, that the Comparabuhty
Protocol report should contain the’ stablllty reports and data from not less than three
month of accelerated testing and the three-month’s Iong term stablllty test for all of
the standard test stations mc!udmg, where appropnate statlons for product container
orientation.

 “Section ITI. WHAT TO CONSIDER IN PLANNING A co“Nf ARABICIT
Part B. When Might a Comparablhty Protocol Be I.Iseful for a CMC Change7

Page 5-6, Lines 173-188"

We recommend you consider product -specific and process'specgﬁc attributes factors or cha racterlstlcs Wben

determining whether to develop a comparab111t] protocol A-tmbutes Characterlstlcs Or va rra ble factor S can \
include, but are not limited to the ﬂ)]]owzng

¢  Complexity of the product structure
e  Ability to characterize the chemlcal physxcal mrcroblologlcal and b1olog1ca1 propertles of the product
® Degree to which dlfferences in product structure and physlcal propertles (e.g., polymorph) can be

detected )
® Degree of product heterogeneity if present
® The effect on safety of changes in the 1mpur1t1es ‘
® The robustness of the product (.e. the avallablhty of product to remam unaffected by changes) .
® Rigorousnessof the manufacturmg prOcess controls (i.e., the avarlablhty of the manufactunng process

controls to ensure that the product remains unaffected by changes)

With the replacement of the word “auributes” With the phrasé “characterlstrcs of

variables factors” to align the termmo]ogy usage with the
words in question, this revrewer flnds the Draft’s text is acceptabl

“For clarity, we suggest including text that distinguishes between examples of product specxﬁc and’ process—
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“This re\newer agree‘s With the commenters remarks and suggests that
“illustrative 'example Re‘those proposed in the prevrous commenters remarks ‘would
a good way to address the concerns of these’ commenters

“Section IV. PROCEDURES FOR COMPARRBILITY PROTOTHLS
~ Part A. How Should a COmparabxhty Protocol be Submltted’
Page 7, Lines 238-252 N

You can submit a compambz]zty protocol ina prior apptoval supp]emenz or as part gf the original appbcatwn We recommend
that you indicate clearly in the cover letter that you are subm1tt1ng a compatabzbty protoco]
The submission can consist of the propased comparability protocol in

® A prior approva] supp]ement that is reviewed and approved pn'or to generating data supporting the change

® A prior approval supplement that mcludes the proposed comparabdzt] protocol and tes: and study results as speczﬁed

in the proposed comparabzbty protoco] and an] - other pertment 1zjormat1on t0 support a change covered under the

protocol. The product aIreaJy manufactured with the change can be distributed on]y after approval d the supp]ement

®  An original application that is reviewed and approved prior to generating data supporting the change

“Where are the comparability protocol and 1 report placed within the structure ‘of the CTD7 o

Would comparability protocols be placed as reglonal specufic templates in the spe01ﬁc sectlons under wlnch they /
directly apply, (i.e., Ifa comparablllty protocol isfora drug product manufacturmg change would the template

oA

be placed under CTD Section 3.2°P. 3.3: ljescrlpuon of the Manufacturmg Process?
If so, what would be recommended for comparablhty protocols that support multlple changes?” /

This reviewer can only recommend that the Agency should answer these
“comrhenters’ questlons

“Section IV. PROCEDURES FOR COMPARABILIT! LS”
Part A. How Should a Comparablhty Protocol be Submltted"
Page 7, Lines 254-255"

In all cases, a comparabzlzty protocol would be reviewed and approved by FDA pnor to an app]zcant 1mplementmg a change

under the protocol.

The guidance states that a comparablhty protocol must be approved pnor to 1mplement1ng the change

This revrewer notes that including tf'ns revnew and approval before
lmplementatlon” text is problematlc on several grounds (see prewous commenters’
applicable remarks) and is one of the reasons that extendlng the proposed Draft to
drug substances would be dlfﬂcult because most firms consrder the processes for
such to be “trade secrets” that are not, in general rewewed or revrewable when they
are filed under the DMF/VMF~ procedures

Though such drugs are covered by the biannual and “for cause” mspectron;”:
process, their filings are  currently not reviewable unless the ‘DMF/VMF folder grants

the Agency the right to review them and in general a drug product manufacturer
references the drug substance |n a fullng ‘that” dlrectly or mdlrectly an Agency
requirement for review. = }

“Since protocol review tlmes are not deﬁned or descrlbed in thls gmdance Wlll a Comparablllty protocol be
reviewed within the same 4-5 day rev1ew penod that 1s deﬁned l)y the Gmdance for Industry Specxal Protocol
Assessment (May 2002y7"
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. WIllFDA designate a fee structure for the review and approval of a co’rﬁpai'abiclkit&y prot0601 once apredetermined

. . s n
review period is set?

“Section IV. PROCEDURES FOR COMPARABILITY PROTOCOLS ™~
Part D. When Does a Comparablhty Protocol Become Obsolete’
Page 8, Lines 286-291

New regulatory requirements, 1dentgﬁcat1on of a sqfety issue (e.g., screenmg for new zrycectwus agents in mazena]s ﬁom a
biological source), 1dent ification g" a new scientific issue, or techno]ogmal advancement qfter the comparabz]zty protoco] has
been approved can render a protoco] obsolete. We recommend you review the tests, studies, analytzcal procedures and
acceptance criteria in your dpproved comparab111ty protocol to ensure tbe)f remain ctrrent and consistent W1tb the approved

application and current FDA policy.

Currently, there are no compendml test methods available to quantltatlvely assess BSE/TSE rlsks ‘Screening tests
for new infectious agents from blologlcally sourced matenals are m a dynamxc state Changes occur constantly as
new proven technologles and methods are acqulred »

This reviewer agrees with the commenters’ remarks but does not understand
the need to express them here except as a ]ead m to thenr questlon -

“Would the CMC information requlred obtalmng an EU Cemﬁcate of Smtabxhty be acceptable to FDA or would"
FDA require additional/ dlfferent CMC mformatlon for BSE/ TSE safety assessments?

M e

“Section IV. PROCEDURES FOR COMPARABILITY PROTOCQ“LS“ S
Part D. When Does a Comparablhty Protoco] Become Omsolete’ B
Page 8 Lines 294—296

If you find the comparability protocol isno Tonger correct or adéqndte "}h\‘e”E&}'réﬁi"ﬁr’éébcél should bemod:ﬁed or withdrawn.
FDA can request additional 113format10n to support a cbange that is Jmplemented usmg an obsolete protocol

The guldance states that FDA can request additional information if an obsolete protocol is used We suggest
that text be added to this section that clarifies the criteria for Jefimng an “oBsolete” protocol

Th|s reviewer dlsagrees wnth the commenters suggestlon

issues regardlng ‘obsolete” protoco!s this revreWer agfam recommends changlng the
text in the Draft (Lines 286 through 296) to read as foHows

R cln > or

“New regulatory requirements, identification of a safety lssu (e g. g»for new infectious agents in

materials from a biological source), identification of a new sclentlf ic issue, or technologlcal advancement
after the comparability protocol has been approved can render a protocol obsolete 'We recommend you
review the tests, studies, analytical procedures, and acceptance criteria in your approved comparablhty
protocol to ensure they remain current and consistent with the approved apphcatron and current FDA
policy. We recommend you determine whether the tests, studres, analytlcal procedures, and acceptance
criteria described in your approved comparablhty protocol aresstill 2 appropnate prior to |mp|ementmg and
submitting a change under the protocol If you find the a pproved comparablhty protocol is no longer
correct or adequate, the current approved protocol should be modified or withdrawn. You should
apply similar considerations to your submitted but, as yet unapproved comparabmty
protocols. [Note: FDA' can request additional mformatlon to support a change that is implemented

using an ebsolete approved protocol that the Agency subsequently finds to be obsolete
because it'is out of date” wrth respect to CGMP, current Agency pohcy, and70r the

‘\,,
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- firm’s current pending or approved apphcatijo:ri'or license, or its current pending or

accepted DMF/VMF]"

“Section V. CONTENT OF A COMPARABILITY PR?)%‘&‘“OL R

R 2l

Part B. Does FDA Have' Specxﬁc Concerns About’ Changes m ﬂxe Manufacturlng Process That ™™~

Should Be Addressed in a Comparahﬂxty Protocol?
Pace 13, Lines 49‘;-493

L35 22038

H .
The predefined criteria would mdlcate when quahﬁca‘uon studles will be warranted to evaluate an mcreased Ievel/
of an existing impurity or a new lmpurlty ‘(or an apphcant could reference a relevant FDA guldance that

recommends qualification levels). )
Does reference to a ‘relevant FDA gmdance exclude ICH Q7A7 L \
Though this reviewer cannot answer for the Agency, thrs revrewer notes that the

FDA should only reference gurdances that |t has’ rssuedy
Thus, if the FDA finds a given ICH or, for that matter, USPdocument fo be the

same as the Agency’s cufrent thinking on a subjéct, the fDA should publlsh its own

version of that guidance and reference it.

The FDA, bound by thé FDC Act and the statutes of the United Etates should

only reference documents that are either “recogmzed Amerrcan standards or therr ISOV
equivalent” or ones they issue.

This is the case because other agencies, hot governed by the FDA, can change
their guidance documents in ways that renders thernw at odds ‘with the F’DC Act, the

CGMP regulatlons and/or FDA s current thrnkmg

The ICH is a consortlum of three (3) pharmacope|al organizations whose
actlons are not controlled by the FDA.
As such, the FDA should not directly reference [CH gwdances

“When does FDA expect to harmonize US Gu1dances w1th ICH documents7 )

Again, this reviewer cannot answer for the Agency

However, to the extent that the FDA is bound by the FDC Act and the CGMP

%)

regulations and the ICH'is ‘not, the Agency cannot “harmonlze

he gurdances

until and unless the other member states adopt a CGIWP omphahce “ “CGMP”‘”""

minimums” approach to their qualrty systems \
Since the “national” drug quahty system of one of the ICH members ‘the EU (or
EC), is not a compllance minimums” approach to guaranteemg quality,
harmonization oft he systems may not be possrble I
This difference has even been formalized'in the definitions set forth in 21 CFR,’

26.1(c) which states. “Good Manufacturing Practices (GMP's). [The Unifed States has clarified its

interpretation that under the MRA, paragraph (c 1) of thls section has to be understood as the U S.

definition and paragraph (c)(l) as the EC definition.]

(1) GMP's mean the requlrements found in the legrslatrons, regulatrons, and admmrstratrve provrsrons for
methods to be used in, and the facilities or controls to be usecr’ for, the manﬁf%Ettirmg, processing,
packing, and/or holding ofa  drug to assure that such‘drug meets the ‘requirements as to safety, and
has the |dent|ty and strength and meets the quality’ and purlty characterlstlcs that it purports or is

represented to possess

Tedte e exogLF
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(2) GMP's are that part of quality assurance whlch ensures that products are consistently produced and
- controlled to quality standards.” For the purpose of this subpart, GMP's include, therefore, the system
whereby the manufacturer receives the  specifications of the product and/ or process from the marketing
authorization/product authorization or -license holder or apphcant and ensu res the product ismadein
compliance with its specifications (qualified person  certification in the EC).
Further the current “Common Technical Document” (CTD) draft also expllcmy
recognizes that there are areas that cannot be. harmomzed and appropriately provides
sections for mcorporatlng such

Indeed, in their prior remarks concernmg the placement of a Comparablhty .

Protocol in a CMC submlssmn the c‘ommen= rs re gnlzed that reahty
Flnally, given'its Timited résourc e'Agency should be to i issue

, the
CGMP guidance that facilitates CGMP_ compllance ‘not’in” “harmonlzmg” guldances

whose foundations are based on systems that fundamentally differ’ from the required
CGMP minimums foundation set forth Tﬁ“"fhe FDC Act.

Section V. CONTENT OF A COMPARABILITY PROTOCOL ™
“Part E. Does FDA Have Spemf'ic Concerns About CBangmg Manufacturmg Facﬂltles That )

Should Be Addressed i m a Comparamlilty Protocol" o

Page 15, Lines 570-579

We recommend a statement be mcIuded inthe comparabdxty protoco] [ for changmg mamj?zcturmg ﬂlahtzes sa]mg ‘that a move
to a different drug substance or drug product manufacturing site will be implemented on]y ‘when the site has a sat1jbctor)/ A

CGMP inspection for the type of operation. Furzbermore, in the case Qf aseptzcal]y processed producr the st starement would aIso o

indicate thaz a move to a di ﬁtenz ﬂzalztj or area (e.g., room or bmldmg ona campus) will be made on])/ When the : specific
faczlzt] or toa has satxsf&ctoty CGMP; 1nspect10n (irrespective of the overall CGMP status jbr the campus) For a move to
ancther type of site ( e.g.s drug substance mtermedzate mamg"acturmg site, testmg Iaboratmy) a statement Would be included

that the move to this site would not be 1mp]emented f there were an unsatzsfactory CGMP mspectwn for the s1te

Ifa change in manufacturlng site is proposed for an aseptlcally processed product would FDA sanctlon the SIte “

change if the specific facility or area has successfully met a CGMP" mspectmn within two years “of whenthe T

comparability report is subrmtted?

If not, would successful medxa fills (3 lots) be satxsfactory ev1dence 1f the last mspectton penod exceeded two“
years at the time the comparability report is submitted?”

Though this revnewer cannot answer for the FDA he would recommend that to
be approved, the aseptlc facmty should have its CGMP comphance hlstory updated to
a date appropriately close to the submission date before ’ihe CP IS approved

For example, in the approval the Agency should requrre ‘the' sponsor to initiate
use of that facility within one (1) year of the approval and subm|t the requnred CcpP
report, including the results of at least three’ (3) medla fllls W|th|n 18 months of the
approval or the approval should automatlcally be suspended pendmg a facility
inspection update. \

Given the high rlsk to the public associated WIth facnht:es that asept|cally
process product, the Agency should do all that it can to ensure that such facrlltles
have an up-to-date, satisfactory, and’ ‘CGMP- compllant mspectlon hlstory

Furthermore, this reviewer would recommend changmg the sentence by striking
the last parenthetical phrase “Furthermore, in ‘the case of aseptncally processed product, the

statement would also indicate that a move toa dlfferent facnhty or area (e g., room or bunldmg ona campus)

S w
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. will be made only when the specific facilify or area has a satisfactory éé‘”‘ll”/lﬁf&ié‘be}‘ﬁbﬁ rmspeerweerrhe spectiveof the

This change is suggested to align the gurdance wnth the Agencys “systems
based approach” to srte mspectlon that rs supposed to address each srte hollstlcally

“Section V. CONTENT OF A COMPARABlT.lTY PROETOCC S
Part E. Does FDA Have Spe(nfic Concerns About Changing M nufacturmg Facxlmesu -
That Should Be Addressed ina Comparablhty Protocol’ o
Page 15, Lines 570-579 7

comparabrlzty protocol can be particularly usgfu] for repetmve container closure system cbanges

The guidance states that comparablhty protocols are useful for repetmve contamer Closure changes Does tlus

D0 Se ek ae Al

imply the comparablllty protocol must be subrmtted each txme for the change7 o

For example, ifa sponsor proposes to change the same rubber stopper for closures on Amultxple drug products can
a single comparability protocol be submitted for all affected drug products? o

While this example could quallfy fora smgle comparabrllty protocol it is up to
the Agency to decide when a) multlple protocols are needed or b) multlple changes
may be combined into the same protocol. (

Giventhata problem W|th a blanket change for one product in a multlple product
comparability protocol would requrre all of the products to then be considered under a
PAS perhaps the better use of lndustry and Agency resources would be to. submlt ‘

Using this approach, all would be submltted together w1thout llnkmg the fate of
the whole to the worst- -case outcome that mlght occur for’ any one product

e Teets Bt T e £ nh B 88 e Lk SRS 0 e P S

“Section V. CONTENT OF A COMPARA WLIW ?R&f' A ,
Partl. Cana Comparablhty Protocol Be fncluded ina DMF orV. M a
Page 16, Lines 610—617 e e

A comparability protocol can be mcluded in a master _ﬁle The protocol can be cross- reﬁerenced for CMC changes An '
applicant’s submission must include g a Ietter authorzzmg the FDA to review the master file (e.g., 21 CFR 314. 420(b))
Comparability protocols are product speCJ 1c Tberg%re the applzcant s subzmsszon would prowde a comparabzlzt)f protoco] tbat

augments the information provided in the master f ile b)/ specgfj/mg, fbr example an)/ additional studzes tbat WIII be performed to

demonstrate suitability of the postcbange material (e. g conformance to approved specjlcauon compatrbIht] 5'tud1es stab1l1ty

studies). The FDA ordmanly neither mdependently reviews master ﬁles nor d:sapptoves submissions to a master r fi ile.

By what regulatory mechanism would a sponsor know if their comparablllty protocol was approved 1f the'
protocol is imbedded within a Drug Master File, which FDA neither aj approves nor d1sapproves?

Under the current mechanisms governlng DMF/VMF submrssrons the

- DMF/VMF holder’s submission of a Comparabrhty Protocol (CP) to an Agency would

not even be reviewed until a review- -triggering event occurred
Then, when the review found the protocol acceptable the holder and ifthere is
one, their legally authorlzed us agent the protocol would not be approved
However, the current trlggerlng mechan‘ would require a drug product
manufacturer who wanted to use the product to s b it a _erencmg f|l|ng

NN ,;:;, .
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~ This revrewer would propose that th|s guldanceycould modn‘y that“trlggermg
mechanism s:mply by statlng that:

e hal B

1. A the review of a CP submitted’ to a DMF/VME" would not be lnltlated untll andw

unless the DMF/VMF documents filed with the’ Agency ‘contain both the CP
protocol (CP-P) followmg or equrvalent to the gurdances requests and a CP report
(CP-R) that includes sufficient full-scale batches and thelr information and datato
fully support the fact that the post- change product is comparable to the pre-
change product

be initiated whenever the DMF/VMF holder of an accepted llsted drug substance A
submits a letter that a) requests that that CP- P/CP R"set be reviewed and
authorizes the Agency to review those portlons of the filed’ DMF/VMF documents )
necessary for the Agency to effectlvely review that CP- P/CP-R. B

An Agency “CP P/CP R” acceptance letter would state that based on Agency
review and subject to continued CGMP. compliance, product made usmg ‘the changes
in the CP-P could be shipped provided each batch is made’ and controlled under a
quality system that ensures CGMP compliance. o

~ Similar, an Agency “CP-P/CP-R" rejection letter would state th: ;t:'based on
Agency review of the firm’s CP-P and CP'R; product made u: ng the/‘changes proposed
is not acceptable (because ...), Iots made using the changed process are not CGMP }
and cannot be shlpped for ”F‘D?\ approved drug products -

Given that DMFs/VMF wtrwzade secret” documents, all firms that list the
DMF/VMF holder as'a component source can and should be notified of is, in rejection
cases ONLY (because they are of a for cause nature) | MF/VMF holder product
made by any process other than that accepted by the Agency'cannot be used in their
drug products

As it is today, it would then be up to the purchasmg ﬁrm upon the recelpt of
that rejection letter, to address any issues ‘associated with that notice with the
DMF/VMF holder or the|r authorlzed agent. ,

What is Draft’ text seems to be intended to do is to remlnd the drug product
manufacturer to have a strong contractual and worklng agreement with their
DMF/VMF-holder suppliers and work with them to ensure that any of the changes the
component manufacturer makes do not ~adversely lmpact the drug product produced

_from said drug substances )

This could be one of the Agency s not SO subtle ways of remlndmg the drug
product manufacturer that “they, not the Agency, bear the responsrblllty and
accountability for the” risks they elect to take. [Note: If a DMF/VME hol der wrll not, fora
fair price mark up, agree to provrde the information needed ‘y the’ drug product manufacturer
and work with that firm to address that drug product firm’s specification requirements and
change lssues the drug product ma nufacturer should simply not buy that component from
that source.]

“Would a comparability protocol first be submittéd for approyal and \\twhe\l’iﬂirtcofporajced intb the DMF?”

Doing what the commenters propose would make publlc the” Comparabmty '
protocol provide FOIA access to lnformatlon that in other documents is conSIdered a

127



A REVIEW OF FORMALCOMME’NTsToF’UBUCDObKET 03 b-0061

£ .. trade secret, " and prevent the DMF/VMF holder from mcorporatmg it mto the “trade
: secret” DMF/VMF file. *

Based on the precedmg realmes this revrewer does recommend that the
Agency not pursue therr suggested course of actlon N
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i

Centa‘cor, inc. 3 Submlssnon D ed June 24 2003

"~ To Docket 03D- 0063

uc 6471 o

[Note: The original comments are quoted in a condensed font (Pcrlxtua) the quotes
directly from the draft gu:dance are quoted ina sty ized font’ (Lydlan) and, in general this
reviewer's text and comments are m a pubhshers fon’{ (News Gothnc MT)to make it easier
for the reader to differentiate the ™ “speaker” in ‘the various text passages that follow.
When addressing comments made in a tabular format ‘this reviewer will (to the extent
requxred) preserve the commenters’ format and, in general, appropriately place the
reviewer’s remarks after those of the commenters.] o - '

These commenters begin by stating, “The draft guldance accordmg to the notice lssued at the time of
publication is intended to prov1de guidance for mdustry on prepanng and using comparablhty protocols for post
approval changes in chemistry, manufacturmg and controls (CMC). Detailed specific comments on the draft
guldance are attached We apprecxate the opportumty to provxde comments on this gmdance and are commltted

to collaboratmg with the Agency to develop 1mproved versmns of the gmdance

Section

Line

Comment

L

Ratlonale

I

41

Please clarify the definition of equivalence.
Thisr eviewer doesn_ot agree with this
comment.

What is needed instead is to remove the
term “equivalence,” substitute the term
“comparability,” and define the word
“comparable.” *

This is the case because this guidance’s
goal is, as the title, indicateés to establish
drug substance. and drug product
“comparability,” which is possible, and
not equivalence,” which, while
semantically possible, is not, in reality,
attainable.

While the products produced by two
related processes (pre-change and post-
change) may be comparable, they cannot
be truly equivalent.

This is the case, if for no otherr éason,
because the products were not produced
by the same exact process.

From the viewpoint of scientific
equivalence, the validity of the previous
remark is, or should be, self-evident.

The term equivalence should be further defined as provided in
the FDA Guidance for Iﬁd\istr}; ‘(CHaﬁgeE toan Ai.)proved NDA
or ANDA”, Section IV.B.

This reviewer does ggi~agree.
AH uses" of the word equivalence and

bbbbb

comparablhty "and “comparable,” respectively
and the term “comparable” defined as follows:
“Comparable: For the purposes of this guidance,
alternative processes and products produced by
alternative processes are deemed comparable to the
original FDA-accepted process if and ‘only if the
alternatives and their products have been shown to
meet all their existing safety parameters, and
identity, strength, quality, and purlty specifications as
well as all of the appllcable CGMP requirements that
appertain thereto.” )

Proposed Draft changes:

Table of Contents’ and Lines 127-128: “D

Where Can More Information on Postapproval Changes and

Demonstration offEquivalence-Comparability Be Found?”
Lines 42-44: Such an assessment often includes demonstration
that ... are equivalent comparable

Lines 133-135: “The following guidances provide ...
information on (I) demonstrating equivalence comparability,
) ...,and (3)..7

Lines 368-369: “A comparability protocol should include a
plan ... to demonstrate the equivalence comparabilify of pre-
and postchange product

Lines 419-421: “You should include ... and/or demonstrate
equivalence comparability between pre- and postchange
material.”

Line 463: “7..  Equivalence Comparabmty Not
Demonstrated Using the Approved Comparability Protocol”
Lines 465-468: "It is antlmpated that some changes ... will
result in a postchange product that cannot be demonstrated to be

d29

equivalent comparable to the prechange product without ...”
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Section

Line

Comment

Rationale . .
11 94 Safety or effectiveness For consistency throughout document
This reviewer agrees with the commenters’
suggested correction. , L
111 150-151 | Please provide examples of “cases’ w}uch would a]]ow To clarify the Agency’s expectations and guldance in thls area.
reduction of more than one reportmg category i
v 271 Safetygreffectweness e || For consistency throughout document ) )
v 288-290 | The requirement for a prlor approval supplement Depending on the modification to the protocol a CBE or

(PAS) for a revised protocol is restrictive and should be
reconsidered.

This reviewer agrees that requestmg a
firm to submit a PAS when a protocol is
revised is restrictive.

However, this reviewer does not see where
the guidance lines cited require that
action in all cases.

In fact, the section (Lines 283-295) titled,

“D. When Does a Comparabdny / Protocol Become
Obsolete?”, the Draft (Lines 294-295)
states, “If you find the comparability protocol is
no longer correct or ‘adequate, the current protocol
should be modified or withdrawn,” but does not
state exactly how to submit the
modification. /

Unless a) the modification is a sponsor s
analytical test method "change “Imposed’
by a change in a compendial or other
such FDA-recognized method and b) the
sponsors analytical method'is exphctﬂy
tied to the source ‘method or ¢) the
change is dictated by an FDA regulatory
change, all modifications to approved CPs
are obviously PAS changes.

This is the case because they are being
made based on an improved
understanding of the process or because,
in reality, some study has shown that one

or more of the approved changes WI”r

probably lead to post-change product that
is not comparable to pre-change product.

Firms do not, on their own initiative,

change approved protocols of any kind
unless they become aware that the
protocol is somehow invalid.

For second and third-party manda{ed;
changes, this reviewer would propose thatk
such be treated as’ CBE-30 slibmissions

to give the Agency time to ensure the
changes proposed in the submission are
only changes imposed by a legally bmdmg
second or thlrd party mandate.

CBE30 may be an appropriate mechanism for submission of a
revised protocol. For example, if the protocol incorporates a
change in an analytical method procedure that provides the
same or increased assurance of the identity, strength, quality,
purity or potency of the material being tested, perhaps
submission of a revised protocol via a CBE or CBE-30 is
appropriate.

At best, this reviewer can only partially agree with
what the commenters are proposmg

If the change in the protocol is on the sponsor’s
initiative, then the change should be PAS because
firms do not make such changes unless the results of
some study indicates that the sponsor’s current
controls are in some respect less than adequate for
the purposes intended.

Only when the “example” analytical method
change is mandated by an FDA- recogmzed third party
(e.g., USP) is it appropriate’ to consider any lesser
reporting category for the modified protocol.

Even in such cases, the reduction should not be
automatic.

The reduction in classification should only be
granted when the sponsor provides proof that the
results obtained by the USP-revised method are
comparable to the results obtained by ‘the method
used for the review and approval of the now-approved
comparability protocol ’

All other revisions to an approved comparability
protocol should be PAS bécause they indicate a lack
of process understanding upon the part of the
submitter, :

Moreover, such revised comparability protocols
should trigger a review of not only the proposed
revision, its supportmg data and justification
documentation but also a revisiting of the original
approved comparability protocol’'s submission
package to ensure the overall subm|ssmn “a) is still
CGMP compliant ‘and b) still pred!cts that the post-
change produict will be comparable to the pre-change
product.

For example in cases a _reduction is
warranted, the commenters’ suggestions do not
differentiate between: a) what should be done to
change a comparablhty protocol when the
comparability protocol is submitfed but not yet
approved and b) what should be done when the
change is to an approved comparability
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v [ 288-290 Furthermore, in "such cases, this In case “a),” this reviewer would agree with
(Cont.) | (Continued) § reviewer would recommend that the | the general reporting of the change (in this, in

Agency should request the sponsor to

provide the appropriate bridging data to

show that such modifications have the
same or better probability of producing
comparable product as the changes in
the approved CP.

the Annual Report) but would suggest that the
sponsor submit the update to a protocol under
review as an addendum.

When the validity of the categorization of
the change is verified and the supporting data
submitted are found to support the applicable
submitted specifications, the Agency should
simply incorporate the change as a
modification to the protocol and proceed as
though no modification had been made.

In cases where the data submitted does not |
support the existing specifications, the
development of a scientifically sound and
appropriate PAS filing should be initiated.

In case “b),” this reviewer would propose
two courses of action.

For approved comparability protocols that have
not yet been executed, the Agency should
require the sponsor to consider the approved
comparability protocol as obsolete and to
submit a modified comparability protocol that,
for such modifications, could be given
expedited review status.

For approved protocols whose execution has
been initiated, the Agency ‘should direct that
sponsors complete the protocol using both
test procedures from the point the change is
implemented and report both sets of data
along with the reason for the change in
method.

in both instances supporting data should be
submitted with the changes proposes.

In cases where the method changes lead to
comparable findings, the sponsor can proceed
as if the modification had not been made.

In any case where the data submitted do
hot support the existing specifications, the
development of a scientifically sound and
appropriate PAS filing should be initiated.

[Note: For sponsor initiated changes, the

Agency should require the sponsor to obsolete

the current protocol and submit the modified

protocol along with an appropriate body of
evidence and justification that support the
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£ \ AstraZeneca Pharmaceutlcals LP’s Submrssuon Dated June 16, : 2003
""" To Docket 03D- 00“6“1 D “C"”Of’*

[Note: The original comments are quoted in a condensed font (Pcrp(tua) the quotes
directly from the draft gu;dance are quoted ina styhzed fon (L d yand, in general this
reviewer’s text and comments are'in a publishers font (I\Eews Gothlc M“T‘Tto make iteasier
for the reader to differentiate the “speaker” i the \ various t 52’{ passages that foHow
When addressing comments made'in a tabular f”ormat this reviewer will (to the extent
requi red) preserve the commenters format and in general, appropr;ately place the
reviewer’s remarks after those of the commenters ]

These commenters begin by stating, Reference is made to the Federal Reglster avallablhty
notice issued on February 25, 2003 for the Draft Guidance for Industry on Comparablhty Protocols - Chemistry,
Manufacturmg, and Controls Informatlon AstraZeneca has rev1ewed this draft guidance and our comments are

as follows:”

Line(s) | Comment

86 - 91 For consistency AstraZeneca (AZJ s su&gests ‘putting the hsted changes in the same order asin the SUPAC guldance whenever possxhle

no«

sta\hlhty protocols’

”«

86 -91 " AZ suggests adding spemﬁcatlon explratxon period extenslons and “other changes

At T A

This reviewer has no problems with addlng the bullet items that th
would also suggest adding “components” and “controis.” .
89 AZ suggests changing “manufacturing facilities” to “manufacturing s:tes in order to remain consistent w1th SUPAC

This reviewer disagrees and, as an alternative, suggests keepmg “manufacturmg facrhtles” (whlch
differ from the Slte) addmg a bullet’ tor manufacturmg sntes" to ‘the llst in the Draft. = =

£ 3 . 101

ggests changmg the sentence (Lines 99 -
103) to read as follows: “A’ comparahlhty protocol descrlbes the changes that are covered under the protocol and specifi es

the tests specn‘lcatlons standards representatlve samp e samphng plans test procedures and other
i) il t

wiltbeused, and the acceptance criteria that will be achieved to demonstrate that specn” ied CMC changes donot adversely affect
the product.” . o s
130 -132 | AZ recommends msertmg a statement that thns guldance may supersede other FDA guldance documents for ﬁlmg strategy

This reviewer finds the commenters’ suggestlon but suggests “that thelr suggestlon “should ‘be
expanded into the following’ general statements
“When this guidance and other | prlor gusdances seem ‘to be m confhct the " provnsnons in this
guidance shall supersede the relevant text in the prior guidance.’ However nothmg in this guidance
is intended to supersede the requirements for CGMP compliance.”
150 AZ suggests inserting “future” before “CMC changes”.

This reviewer drsagrees with the commenters suggested change and suggests addmg the phrase
“the proposed” before “CMC ¢ changg

156 - 157 § Please provide examples ‘ofa potentla] 2 step change for example a contamer/ dosure change

AL I B B W X et s U a0 T F s P e R OB o0 mew i B w e e

This reviewer supports the inciusion of exa ples.
164 Please add: “...of a repetitive nature, for example, container/ closure.”
This reviewer has no problem with the text’ provrded itis modified to restrlct it to a smgle product as

follows: “A comparability protocol can be pamcularly useful for changes of arepetitive nature, for example, a container
and/or closure change for a smgle drug product.”

- 132



Line(s)

Comment

170- 171

AZ recommends replacing thxs sentehce thh “We recommend that comparahxhty protoco]s be consxdered only for CMC changes that
applicants anticipate will be made that may qualify for reduced ﬁhng burden.

This reviewer has no problem with the commenters’ reconjlmendatlon but would leave it up to the
Agency to decide the wording that ‘should be used here, =~

190 - 192

AZ suggests that FDA should refer to the Acceptance Criteria’ (startmg hne 41 6) in order to allow for changes that result in- ad]ustments
to the spec1ﬁcatlons

This reviewer does not agree with the commenters proposal for several reasons

The most lmportant of which'is the attempt to equate pecrﬂcatlons ’xth acceptance criteria.”

Though related, “specifications” and acceptance criteria” are not at all’ .

“Specifications” are the limits and/or ranges that each of the batch- fepresentative samples tested
must meet before a batch can be evaluated for its acceptabrllty )

“Acceptance cnterla are'the derived statlstlcal values calculated from the measured sample values

terms of an acceptable quality limit [AQL] for the allowed maximum % 'of non- conformlng units).

192 - 194

Please clarify what level of validation is required and state if analytical validation data is expected to be submntted with the validation
protocol.

Though this reviewer cannot speak for the Agency, he recommends that ‘a) the level of valldatlon or
qualification should bé no (ess than the CGMP regulations require for each batch (21 CFR211)and b)
the validation protocol, validation report, the test records and data should be submitted in the
Comparability Protocol.

PRRER AN T

244 - 250

- . i
AZ Recommends Inserting A Second Bullet - “A Prxor Approval SupplementThat Contams Data Obtzuned From A Small Scale Process
Or Other Studies Incorporating The Proposed Change To Provide Prehmmarv Evidence That The Change Is Feasxble As Well As
Preliminary Information On The Effect Of The Change On The Product.

This Reviewer has problems with this insertion because this 1 revrewer thinks that““ V'”owmparablllty
protocols (CPs) should contaif the supportmg studles tha't these commenters have ‘proposed as one
PAS option to wrap around CPs.”

Since this is a possible option, this reviewer leaves it up to the Agency to decrde if such a PAS,
essentially a naked CP PAS should be proposed as an option.

246 - 250

This description seems indistinguishable from a standard prior approval supplement.

This reviewer dlsagrees with the commenters statement because the mclusnon of a comparabmty
protocol (CP) in and of itself makes it dlfferent from a standard ﬁAS that may contain the same exact
information without the CP.

The inclusion of the CP provides the logical framework for the changes and the justn‘rcatlon thereof
that the sponsor is proposing to introduce into thelr process as well as, hopefully, the supporting data
that led the sponsor to propcse the exact changes specn‘lcatlons representathe sample sampling
plans, test procedures, studies and acceptance criteria that the CP sets forth.

Can a sponsor submit a comparability protocol and sNDA simultaneously?

Though this reviewer cannot answer for the Agency, thrs(rewe
submit a comparability protocol that is part of an sNDA, th
preceding text), does not support the submission of a' standal'

ke

s answer is that, while you may
ft V‘gu\rdance as wrrtten (given the

294 - 296

Please consider allowing the ‘modification of an ex15tmg (approved) protocol v1a an T

This reviewer has con5|dered the. commenters propo al (see p ious c mment sectlons) but only
supports this option for the case where: a) the “modification” belng sought ) an approved CP whose
execution has nat been initiated and b) the “modification” | ognized third-party- mandated
revision (e.g., USP or AQAC International official method |C|al specrﬁcahon revision) to a
scientifically sound and approprlate test method or specnﬁcatlon that ‘t’he sponsor has directly tied
(linked) to said third- party revision. ’

Otherwise, this reviewer is opposed to using an AR to report a) modlflcatlons mltlated for other

reasons or b) modn‘lcatlons lnltrated after the execut|on of an approved CP has begun
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Line(s)

Comment

300

This reviewer is opposed to the commenters’ recommendatlon because that latltude lfneeded atal/
should be provided in the referenced section, “IV. A.” and not here.

315-316

- s
AZ recommends the following first sentence: “Editorial or mmor cﬁanges (1 e. aTtemate methods) can also l)e made

This reviewer is opposed to this and any ‘other | language that attempts to estaﬁ ish subjectlve levels
of modifications (such as the “minor changes” language that the commenters are attempting to insert
here).

Moreover, this reviewer notes that editorial changes are dlscussed later m thls sectlon

Therefore, the commenters’ recommendation should’ “simply be'i lgnored in this instance.

425 - 436

This paragraph is confusmg TFa PAS is reqmred fora specxﬁcatlon change as per “Changes to approved ANDA or NDA” gux(iance the
draft guidance indicates the firm should fi le as a PAS, bid “Changes to approved ANDA or NDA” says that a lesser ﬁlmg category is
required, a firm can use the comparablhty protocol (whnch isa PAS) to get approval of a specification change that could othermse be
approved without ‘the submission of a PAS. AZ suggests “that FDA 1 may want to clarify the intent of this paragraph

This reviewer agrees and would recommend the commenters ‘read the proposals made by this
reviewer and other commenters in the comment sections priorto this one that address this issue.

439-443

AZ suggests that this paragraph/ sentence should end at .. is reported to FDA.”

This reviewer does not agree.

However, as he has before, this rewewer would agam recommend that this long sentence becastina
different (semi-outline form). -

To that end, this reviewer again proposes
“The comparability protocol should ldentlfy the | > informationwhich that w1ll be submxtted to the FDA at the tlme a post
approval CMC change is implemented under an. FDA approved comparablhty protocol “Ata mmlmum that information
should, include the following:™ L
1. the-Type of data (e.g., IN-process, release, long-term or accelerated eability clata)

2. theAmount of data (e.g., release data from two (2) full’scale and three (3) pilot-scale batches, 3-months
Of accelerated stability data)

3. theData that will be generated priorto distribution of the changed pro&uct (e g,  in- pl’OCESS and l’ elease data from
not less than three [3] full-scale batches, or 3 months of accelerated stablllty data and 3 month 's
long-term:storage-condition data on not less than 3l scale%atcﬁéé? there appropriate (e.g., when the
proposed repor tlng category is a CBE-30, CBE-0, or AR) o

PN
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1c’s Submission, ﬁated June 2, 2003 o

Docket 03D- bo D O?”f o

[Note: The origi inal comments are quoted m a condensed font (Perpetua) the quotes
directly from the draft guidance are quoted in a stylized font (Lyd:an) and, in general this
reviewer’s text and comments are in a pubhshers font (News Gothic MTY'to make it easier
for the reader to differeritiate the “speaker” in the various text passages that follow.
When addressing comments made in a tabular format, this reviewer will (to the extent
requfred) preserve the commenters’ format and, in general, appropriately place the
reviewer’s remarks after those of the commenters.] A

__ Medimmune

These commenters begin by stating, “Please find enclosed Medlmmune s comments on the Draft
Guidance on ‘Comparability” Protocols - - Chemistry, Manufacturing, and Controls Informatlon

[Note: The page numbers'in the commenters’ “annotatlons"v |stmg are ' for ¢ some reason ‘one -
less than the page numbers dlsplayed in this rewewers Vviewing of the commenter s “ pdf” file.

In addition, the line numbers in the commenters ﬂle do not always match those in the
published Draft. To address"these realities, this reviewer has put the commenters page and,
where they differ, line numbers in italicized text to identify that they are pecuilar to the Draft
text submitted by Medimmume's commenters (apparently, their ‘comments are to an earller
draft). Similarly, the commenters proposed modlflcatlons ‘or_addi ohs are bo|ded to
differentiate them from the text m the orlgmal draf j

Page 6
Lines 20-25 A
. “Annotation 1; Label: Medlmmune Medlmmune Date 2/ 24/ 20034 28 34 PM\ L

The guldance apphes t0 22 comparablhty protocols that would be submltte innew droggappilcatlons (NDAS), o

abbreviated new 23 drug apphca’aons (ANDAGs), new animal drug apphcatlons (N ADAS), abbreviated new animal
24 drug applications (ANADAs), or supplements to these apphcatxons except for apphcatlons for protein
products 2 24, Well- charactenzed synthetlc pepndes submrcted in these’ apphcatlons are included within the

scope 25 of this guldance

Location in published Draft: Lines 21 25
This annotation does not appear to change anythmg vis-a-vis the pubhshed Draft

B v

,«r:t PRI

“Annotation 2; Label: Medlmmune Medimmune; Date: 2/ 2472003 4- 29 07 PM
Why doesn’t this guldance apply to BLAs’

“Page 10
Line 143

“ Annotation 1; Label: Medlmmune Medlmmune Date 272472003 4: 30 33 PM I
‘ achieved

Annotation 2; Label: Medlmmune Medlmmune Date: 2/ 24/ 2003 4 31 1 IPM
Clarification: ‘met’ instead of © achleved”
Location in published Draft Lines 1¢8 150

While this reviewer has no problems wrth the commenters “clarlflcatron: " this
reviewer would agam revise the Draft sentence to read




¥

~+A comparability protocol Should l’rospectzvely Specw

how the effects of the prop
changes will be assessed (i.e., the tests and studles th 1 be performed analyt1cal procedures
that will be used, and : acceptance criteria that will be achleved 1o asseSsthe effect of 'CMC changes)
and supply the scientifically sound basrs data that e proposed changes a) will
maintain full CGMP comphance 'b) are SCIentlﬁcally sound, and, for drug products ] comply
with statistical process control requn'ements set forth in 21 CFKAZTI 165((1) L

Line 145-148
“Annotation 3; Label: Medimmune Mechmmune Date: 2/ 24-/ 2003 4: 32 02 PM
Clarification: partlcular instead of spec1f1ed
Annotation 4; Label: Medimmune Medimmune; Date: 2/24/ 2003 4: 3%“ 4pM_ T T &
..in a Jower category than if the change were to be implemented without an approved comparab1hty protocol

Annotation 5; Label: Medimmune Medimmune; Date 27247 2003 4 33 2’7 PM
in a category lower than the 147 category for the same change were the change to be 1mplemented without an

approved comparability 148 protocol

Location in pubhshed Draft Lmes 152- 154

While this reviewer agrees in prmc;ple wnth the flrst change proposed in this
sentence, this reviewer agam recommends changmg this sentence to read -
“Using the information and data submitted by the manufacturer, the Agency will be able to
determine if the proposed changes submltted ina Compaﬁ:nftty Protocol wﬂl reduce the reporting
and/or review requirements vis-a-vis  the same changes subm1tted v1a an Agency acceptable filing

that lacks a comparablhty protocol AR

Lines 148-150

“Annotation 6; Label: Medimmune Medimmune; Date: 2/ 24/ 2003 4:34:26 PM
..are one level lower than normally would be expected e
Annotation 7; Label: Medimmune Medimmune; Date 2/24/ 2003 4:34.5% PM
one category lower than normaﬂy would be the case”

Location in published Draft: Lines 154-156 =~~~

While this reviewer recognlzes that the notes make no change, this reviewer would
again’ recommend the sentence contammg the text in question be revised to:
“Typically, categorles deS|gnated for” reportmg ‘changes under an approved

comparability protocol are one category lower than normally would be the case
(e.g., from PAS to CBE-30; from CBE-30 to CBE or from CBE to AR) ” o

Lines 138-153
“Annotation 8; Label: Medlmmune Medxmmune Date 2/24/2003 4;35:26 PM

. you have

Annotation 9; Label: Medlmmnne Med1mrnune Date 2/ 24/ 2003 4 35 42 PM

Delete ‘you have’

Annotation 10; Label: Medimmune Medlmmune Date: 2/ 24-/ 2003 4 38 19 PM
..particular product or process (or similar products or processes) e gathered so thea approprlate tests studles

analytlcal procedures and acceptance crlterla can be deﬁned In this way, a clear ratlonale shall be defined for

demonstratmg that the CMC

Annotation 1 1; Label Medlmmune Medlmmune Date 2/ 24-/ 2003 4 38 32 PM

1
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or similar products or processes so you can speclfy a pnom the tests, 162 studles analytlcal procedures and

PEE D

acceptance criteria appropr te for demonstr Hin g that the CMC"

Location in pubhshed Draft Lines 165 170

This reviewer recommends that the Draft remain_ as lt is — wrth the you have
phrase that these commenters apparently would remove.

-4

Lines 181-185

“Annotation I; Label: Medlmmune Medlmmune Date 2/24/2003 4 39: 1' ,,PM B
specifications and 183 approprlate ‘and sensitive “analytical procedures have been estabhshed and validated or |

qualified ,

Annotation 2; Label: Medlmmune Medimmune; Date: 2/24/2003 4:40:21 PM \
...drug product spec1ﬁcat10ns Appropnate “and sensitive analytxcal procedures rnust be estabhshed and”

vahdated /qualified. .. \

Location in published Draft: Lines 190 194

This reviewer agrees with the only apparent change that the commenters make -
splitting a long sentence into two parts as lndrcated in “Annotation2” and. would 1
recommend the following revisions:

“In general, we recommend that a comparability protocol be considered only if the product resulting from
the changes is expected to meet the approved drug substance and/or drug product specrfrcatlons. and
Moreover, screntrflcally sound and appropriate analytical procedures

O

should have been estabhshed and validated or qualified (| e., for nonroutine tests such as characterlzatroné

studies) to be able to, detect the effect of ‘the change on the approved product

Page 12

. Lines 220-222

“ Annotation 1; Label: Medlmrnune Medlmmune Date 2/ 24-/ 2003 4 41 06 PM
..move to a new manufacturing site..
Annotation 2; Label: Medlmmune Medlmmune Date 2/25/ 2003 8 45 58 AM

toa manufacturmg

Location in published Draft: Lines 229-231

This reviewer notes that the net effect of the commenters annotatrons appears to
be no substantial change.

Thus, this reviewer does not understand why these annotations were left in the
document. o o

o W

T 6 ags

Page 13

Lines 237-240 \ ) ' ‘ St A e

“ Annotation 1; Label: Medlmmune Medlmmune Date 2/ 24/ 2003 4- 42 26 PM
proposed comparablhty protocol test, and study

. Annotatlon 2; Label: Medlmmune Medlmmune Date 2/ 24/ 2003 4 42 48 PM

insert perlod at end.

Sy
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Annotanon 3; Label Medlmmune Medlmmune Date 2/25 / 2003 8 4-6 20 Ma y
proposed comparablhty protocol ‘ wl

Location in published Draft: Lines 246 250

This reviewer notes that the net effect of the commenters annotatlons appears to
be no substantial change

Thus, this reviewer does not understand why these annotatrons were left in the
document.

Lines 241-242 o
“ Annotation 4; Label Medlmrnune Mechmmune Date 2/ 25/ 2003 8 46 27 AM

PRV iy

alld LesSt

Location in published Draft: Lines 251- 252 o
This reviewer does not agree wrth the commenters addltlon

Page 16

Lines 372-373
* Annotation 1; Label: Medimmune Medlmmune Date: 2/ 24—/ 2083 4 .44:33 PM
..would be Chosen that are - capable of detectmg new 1mpur1t1es or other 51gmﬁcant changes ina product

Annotation 7; Label: Medimmune Medlmmune Date: 2/25/ 2003 8: 4-7 :02 AM

. chosen 3 73 capable of detectmg new 1mpunt1es or other changes ina product that can result from the change

G N N RO S

Locatlon in pubhshed Draft Lmes 386 388

This reviewer dlsagrees with the changes because as wrltten the sentence is
not logical.
This reviewer recommends the followmg revision to |mprove the Ioglc of the
sentence:
“Analytical The analytical procedures chosen weuld should be ehesen capable of detecting new
impurities or other variable factor changes in-a-produet that ean+esult#em may be caused by
the change changes proposed ;’f ‘

Lines 376-378 . )

“Annotation 2; Label: Medimmune Medimmune; Date: 212412003 4:46:19 PM
anaIytlcal procedures can be used to monitor the . . ) o
Annotation 8; Label Medlmmune Medlmmune Date: 2/ 25/ 2003 8 47 16 AM o

be called for to”

Location in published Draft: Lines 391- 393

This reviewer finds that the commenters’ suggestlons match the Draft text but
would suggest that the text could be lmproved as follows:
“For example, revised or new analytical procedures ean-be-called-for may be needed ‘to monitor the
removal of a new process impurity generated bya new manufactunng process

e ey U AT Aot
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Annotatlon 3; Label: Medlmrnune Medlmmune Date 2/ 24—/ 2003 4 46 44 PM
Validation of newly modified...

Annotation 9; Label: Mechmmune Mednnmune Date: 2/25/ 2003 8:47: 23 AM T

2]

new . - S - .

Location in pubhshed Draft Lines. 397 398 . S
This reviewer drsagrees wrth the commenters remarks and the Draft s textm -

here. )

This reviewer proposes the following alternative: = | ‘
“Validetion The initial validation of new modxﬁed analytlcal procedures or rev&hdaﬁon the on- gomg

validation or ve I’Iflcathn of  existing analytlcal procedures should be performed as approprlate

The preceding modification meshes. wrth the CGMP V|ew that valldatron is. a;”
journey and not a destmatlon

Lines 383-386

“ Annotation 4; Label: Medlmmune Medlmmune Date 2124-12003 4— 49 55 PM .
The protocol would specify the use of new or revised analytical procedures and the appropnate validation or
revalidation information; the information can be provxded when a postapproval CMC change which has been
implemented using the approved

Annotation 10; Label: Medimmune Medimmune; Date: 2/25/ 2003 8:47:37 AM
specify that any new or revised analyﬁcal 384 procedures and the appropriate vahdatlon or revahdatlon
information would_be provided when a 385 postapproval CMC change lmplemented usmg the approved

) comparablhty protocol is reported to 386 FDA.”

Iz

Location in published Draft Llnes 398-401

This reviewer again ‘would propose alternative the followmg alternatlve text
“The protocol weuld should specrfy that any new or revised analytical procedures and the appropriate
validation errevalidation and/or verification information would be provuded when a postapproval CMC
change implemented using the approved comparablhty protocol is reported to FDA (l e., reported inan
AR, CBE-O, CBE-30, or PAS as approprlate) "

Lines 390 392

“ Annotation 5; Label: Medxmmune Medlmmune Date: 212412003 4: SO 46 PM |
..release testing, it is not necessary to report changes

Annotation 11; Label Medimmune Med1mmune Date: 2/25 / 2003 8: 47 57 AM &
you do not have”

Location in publlshed Draft: Lines 405 407 Com me
‘This reviewer notes that the commenters proposals seem to match the Draft S

text.

Lines 392-396

“ Annotation 6; Label: Medimmune Mechmrnune Date: 212412003 4:52:53 PM
..these analytical procedures are described as part of a comparablhty protocol then any new or revised
procedures and, as approprlate results from validation or quahﬁcatlon studies for any modified procedure would

.. be reported to FDA when a postapprovaT CMC change 15 1mp1emented usmg the approved comparablhty

protocol
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Annotation 12; Label Medlmmune Medimmune; Date 2/ 25/ 2003 8:48: 12 AM

Vspemﬁed inand 393 provxded as part ofa comparablhty protocol any new orrevised analytmai procedures and, as

394 appropriate, results from vahdatlon or quahficauon studies for any modified procedure would be 395
provided when a postapproval CMC change implemented usmg the approved comparablhty protocol is 396

reported to FDA.”

o

S e SOV,

match the Draft’s. text R
As an alternatlve this reviewer proposes the followmg
“Howeverif When these analytical procedures are specified in and prowded as part of a comparability

protocol and a postapproval CMC change implemented u using the eppmved comnarabﬂlf\/ nmtocgl is

reported to FDA, the sponsor should provide the f'ollowmg in that report:
e any Any new or revised analytical procedures and,

,,,,,

o asappropriate; The results and data, |f any, from the vahdatron orquahﬁeaaen verlflcatron
studies for any modified procedure a

Page 17

Lines 404-406
“ Annotation 1; Label Medlmmune Medlmmune Date: 2/24/ 2003 4— :54:12 PM o
The acceptance criteria (numerical limits, ranges or other criteria) should be 1ncluded for each spemﬁed

H_,Locatlon m publlshed Draft Lmes 419 424

This reVIewer does not support the suggested change because where possrble the
use of the active voice (as in the Draft) i is preferred to the use of the passwe v0|ce (as
the commenters annotatlon suggests) )

Lines 410-419

“ Annotation 2; Label: Medimmune Medlrnmune Date: 2/24/ 2003 4 54 27 PM
If implementing a change using a comparablhty protocol calls for a revision of the drug product or drug 13 411

- substance spec1f1catlon we recommend you 1 consider the recommended reportmg category for the 412 type of

specification change as well as the de31gnated reportmg category for reporung a change usmg 413 your
comparability protocol When the recommended reporting category for the spec1ﬁcatlon cha.nge is 414 higher (e.
g., PAS) than the reporting category for changes made under the comparablhty protocol (e. g 415 CBE-30), the
change would be reported as recommended for the' spec1fica'aon change “If the 416 recommended reporting
category for the specification change is the same or lower than the designated 4 17 reportmg category for changes
made under the comparability protocol ‘the speaﬁcatlon canbe updated 41 8 and prov1ded when a postapproval

e L

CMC change implemented usmg the approved comparablhty 419 protocol is reported to FDA
Location in published Draft Lines 426-429 \

This reviewer notes that the commenters annotatlon seems to match thew L

Draft’s text.

Lines 423-427 R
“ Annotation 3; Label Medlmmune Medlmmune Date 2/ 24/ 2003 '4:55: 00 PM

140

This reviewer notes that the sum of the commenters annotatlons seem to
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\Locatron in pubhshed Draft: Lmes 456-458

Annotation 4; Label: Medimmune Medxmmune Date: 2/ 24/ 2003 4 56 20 PM ] i
.is reported to FDA. When approprlate 1nd1cate whether the data will be  generated prior to dlstnbutlng the
product made with the change...

Annotation 5; Label: Medimmune Medimmune; Date: 2/ 24/ 2003 4.56:41 PM
Delete the word proposed

Annotation 6; Label: Medimmune Medimmune; Date 2/ 25 / 2003 8: 48 38 AM , )

“You should mclude the acceptance criteria’

Annotation 7 L ABP] Medrmmlme Medlmmune Date: 2/25 /2003 8 48 52 AM o o
and, when 426 approprlate generated prlor to your dxstrxbutmg the product made with the change (e g when ~
427 proposed reporting category 1s a CBE 30 CBE 0 or AR)

Location in publlshed Draft: Llnes 440-444

Again, this reviewer does not agree with either the commenters annotatuon or
with the Draft’s text. i

As other. commenters have stated the sentence‘ is”
easily grasped and needs to be restructured tom 1
comprehend the message being conveyed.

To do this, this reviewer recommends the foﬂowmg
“The comparability protocol should identify the fellewmg mformatlon—whreh that will be submitted to the
FDA at the time a post approval CMC change’is implemented under an FDA- approved comparabrhty
protocol. At a minimum, that information should, include the following:

1. the Type of data (e.g., in-process, release, Iong term or accelerated stablhty data)

ata (e.g., ‘release data from two (2) full-scale and three (3) pilot-scale’
batches, months of accelerated stabrhty data)

3. the-Data that W|ll be generated prior to distribution of the changed product (e.g., in-process and
release data from not less than three [3] full-scale batches, or 3 months of
accelerated stabrllty data and 3- month 's long- term storage-condition data on not

less than 3 full-scale batches), where appropnate (e g when the proposed reportmg category rs
a-CBE-30, CBE-O, or AR).” -

RS

00 long and complex to be

SAEPE-A

nprove the readers abrhty to

Lines 429-430 .
“ Annotation 8; Label: Medlmmune Medxmmune Date '2/25/2003 8: 4-8 :59 AM ,
Proposed”

Location in publlshed Draft Lmes 446 447 N L
ThIS rev1ewer notes that the com menters annotatlo" matches the Draft s text

s B o o

4
o e

“Page 18

Lines 439-442

“ Annotation 1; Label Medlmmune Medlmmune Date 2/ 25 / 2003 8 21 4-0 AM
1mplemented through the approved

Annotation 9; Label: Med1mmune Medlmmune Date 2/ 25/ 2003 8: 49 13 AM . ;
Using” S

o R SR ¥ R
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This revuewer sees no rg dhtg\gj;;;a%nge the Draft as the co}mnj,enter’s' first

- annotation suggests

Lines 448-452 e )

“ Annotation 2; Label Medlmmune Medxmmune Date 2/ 25 / 20’03 8: 22 OO AM
manufacmrmg process may result

et i

Ic l’\l\/\’) Q.92.5 1 AN

Annotation 3; Label: Mecnmmune Mecnmmune Date: 2/25/2003 8:23:5 1 AL

efﬁcacy or safety testing. In some cases, a product may not meet the prespeaﬁed acceptance crlterxa in the
protocol The protocol should 1dent1fy the steps that w1lI be taken under such cn'cumstances
Annotation 11; Label: Medimmune Medlmmune Date 2/ 25 / 2003 8 49:78 AM o -

orina product | that does 451 not meet the prespemﬁed acceptance criteria in the protocol You should identify in
o nreatacen]l the 457

e pr OtOCoL e 4524 §

Location in published Draft Lines 465-469

This reviewer disagrees in part with both the commenters annota’uons and the ‘
draft text.

This reviewer agam proposes to change the text to read:
“It is anticipated that some changes in the manufacturing process will result in a postchange product that
cannot be demonstrated to be equivalent comparable to the prechange product without more extensive
physlcochemlcal blologlcal pharmacology, PK/PD, efflcacy, or safety testing or ina product that does not
meet ¢ ied its pre-established: acceptance cntena in the protocol. You should |dent|fy in the
protocol the steps you will take i m such urcumstances

toens vou v ur “ fa‘zp mn st

deoo -

Lines 456- 45 7

“ Annotation 4; Label: Medlmmune Medlmmune Date: 272572003 8”?5/52”0 ”\jM
A commitment should be included in the comparablhty protocol that indicates it will be updated or w1thdrawn

when it becomes obsolete.

P N 43 EX

Annotation 10; Label Meéhmmune Medlmmune Date 2/ 25/ 2003 8: 49 18 AMA v' 7
will

Annotation 12; Label: Mechmrnune Medxmmune Date: 2/25/ 2003 8:49: 4—2 AM o
You should include a commitment in your comparability protocol that you wﬂl update or wrchdraw your 45 7

protocol when it becomes obsolete -

Location in pubhshed Draft: Lines 473-474

The commenters’ annotatlon seems to be snm|lar to the\ Drafts text except that
the first one uses_the passive voice and the second uses
Draft..

This reviewer again recommends that the Draft text's use of the actlve voiceis

better and that the Draft text should be, retalned

Lines 462-463

“Annotation 5; Label Medlmmune Med1mrnune Date: 2/25/ 2003 8: 26 33 AM |
..we recommend that the following issues for changes to the manufactunng process be con51dered where

apphcable.
Annotation 13; Label: Medimmune Medimmune; Date: 2/ 2572003 8:49:54 AV
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In addmon to. the general considerations prov1ded in section V A we recommend that you con51der the 463

followmg issues for changes in the manufacturmg process where apphcable

Location in published Draft: Lines’ 479 480

The commenters’ annotation seems to be similar to the Draft S text except that
the first annotation uses the passive voice and the second the actlve ¢

This reviewer again recommends that the Draft text’s use of the acw ve 'v0|ce is

better and that the Draft text should be. retamed

L N N N T

Lines 467-469

“ Annotation 6; Label: Medlmmune Medlmmune Date: 2/25 / 2003 8: 27 01 AM
...of the product manufactured usmg

Annotation 7; Label: Medimmune Medlmmune Date 2/25/ 2003 8: 27 4-0 AM .
..of the product manufactured using... ‘

Location in pubhshed Draft: Lines 484-486

This reviewer sees no need to substltute the Drafts “produced" wrth
“manufactured” and would recommenwe’tamrng the orlgmal text o

Lines 475-477
“ Annotation 8; Label: Medimmune Medimmune; Date: 2/25/2003 8:29: 18 AM
..any new impurities or contaminants. Studies should be done to show 1mpur1t1es are removed or mactlvated by

downstream processmg Any changes in the lmpunty proﬁle must meet the predefmed crlterla

produced

Annotation 15; Label: Medimmune Medimmune; Date: 2/ 2572003 8:50: 10 AM
produced _
Annotation 16; Label: Medimmune Medlmmune Date: 2/ 25/ 2003 8: 50 18 AM L

contaminants, or that they are removed or”

Location in publlshed Draft Lmes 492 494

Though the commenters changes make the text eas&er to read they also
change the intended meaning.

Based on that reality, this reviewer would recommend the following:
“We recommend that attention be given to demonstrating the absence ‘of any new impurities or
contaminants. orthat-they-are When such are fou nd, they should be removed or inactivated by
downstream processing. Any changes in the |mpur|ty proF ile would should meet the—predeﬁned thelr
pre-established acceptance crltena (see section V.A4).”

Page 19

Lines 499-501

“Annotation 1; Label: Medlmmune Medimmune; Date: 2/ 25/ 2003 8: 30 34 AM
..included that the controls 1ncludmg

Annotation 2; Label: Medxmmune Medxmmune Date 2/25/2003 8 :37:07 AM

; )edlmmune, Date: 27735 7?()03 8:50:35 AM
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mactwated by downstream processmg Any changes in the 1mpur1ty proﬁle would

Annotatlon 5; Label Mechmmune Medtmmune Date: 2/25/2003 8:50:48 AM ) (

controls, including those that have been 5 OO vahdated j;o VIHQQS’}X%'E@, and remove’ ;tppufities or cohtaminants,”
Location in published Draft: Lmes 518-520

This reviewer ﬂnds that the commenters annotat;yﬁo(nks are confusmg and do not
add anything to the text.

However, to properly treat validation as a Journey, the Draft should be reV|sed to
read:
“We recommend a statement be included that controls, mcludmg those that have been validated to
inactivate and remove impurities or contaminants, will be revalidated validated for the new production
process;i-fa-ppropriate for both drug substances and drug products to at Ieast the extent
required by CGMP as set forth in the 21 CFR 211 110 i

Lines 509-512

“ Annotation 3; Label: Medimmune Medxmmune Date 2/25/ 2003 8 32 26 AM ,
..do not sxgnlﬁcantly affect the capablhtles of the methods vahdatlon that are re]evant to the type of analytical
procedure for thelr intended use. :

Annotation 6; Label Medlmmune Medlmmune Date: 2/ 25/ 2003 8: 57 (54 AM
change characteristics used in methods validation that are relevant to the type of analytical procedure

Location in published Draft: Lines 528-5%32(

This reviewer recommends

Page 20

“Lines 514-516
Annotation 1; Label: Mechmmune Medlmmune Date: 2/25 /2003 8 32:57 AM
predefined

Annotation 4; Label: Mechmmune Medlmmune Date: 2/ 25 / 2003 8: 51 23 AM
prespecified

Location in pubhshed Draft Lmes 534-536 o

Because, to be CGMP compliant, the firm must establlsh the acceptance
criteria they propose to use and not S|mply specufy or deflne them thls reviewer
recommends that the draft text be. revised to read .

“A validation plan would have prespeemed pre- ‘established acceptance criteria for relevant validation
parameters such as prec|s|on, range, accuracy, specnf c|ty, detectlon hmnt, and quantltatlon Ilmlt

Lines 525-526

“ Annotation 2; Label: Medlmmune Mechmmune Date: 2/25/2003 8:33:14 AM
delete ‘use of’

Annotation 5; Label: Mechmrnune Medlmmune Date 2/ 25 / 2003 8 51 28 AM ’

use of”’
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_The Draft’s text needs to be modmed tomprowde for the deletlon of a test only
when a new test covers a varlable factor that was prewously measured usung a
separate method.
This reviewer and sound scrence both support the fotlowmg alteratlon of the\
text:
“When used for release or process control, use of the new revised analytlcal procedure should not result in:
1. The deletion of a test that is described in an approved or hcensed apphcatuon or an
accepted DMF/VMF unless
a. The new revised method measures multlple variablesina s:ngle test that were
previously measured usmg multlple tests and
b. The new revised method measures those vanabtes with at least thevsame limit
of quantltatlon precision and accuracy as the test methods the new reV|sed /
method is supersedmg,

or
2. The relaxation of any of the their pre-established acceptance cnterla that are descrlbed in the
approved or hcensed apphcatlon or accepted DMF/VMF /

Lines 547-549 )

“ Annotation 3; Label: ‘Medimmune Mednnrnune Date: 2/ 25 /2003 8: 33 48 AM -
.. facilities indicating that a move..

Annotation 6; Label: Medlmmune Medimmune; Date: 2/25/ 2003 8 51 38 AM

Saying

Location in pubhshed Draft Lmes 570 573 and through Lme 579

This reviewer flnds that the Draft text need» ‘ _augmented by addmg text to
align the guidance with the CGMP minimums “for methods to be used in, and the facilities or
controls to be used for, the manufacture, processing, packmg, or holdmg ofa drug to assure that such drug
meets the requirements of the act as to safety, and has the ldentlty and strength and meets the quality and
purity characteristics that it purports or is represented to possess ’ (21 CFR 210.1(a)).

To accompllsh this, this reviewer agaln recommends the followmg text

“We recommend a, statement be included in the comparablhty protocol for changing
manufacturing facilities saymg that a move to a different drug substance or drug
product manufacturing site will be implemented only when the site has a satisfactory
CGMP inspection for the type of operation. Furthermore in the case of aseptlcally

Yl vk

processed product, the statement would also_indicate that a move to a different
facility or area (e.g., room or bqumg ona campus) would’ only be made when the

specific facility or area has a satisfactory CGMP mspectlon (lrrespectlve of the overall
CGMP status for the campus). For a move to another type of site (e.g., drug
substance mtermedlate ‘manufacturing site, testing laboratory), a statement would be
included that the move to this site would not be lmplemented if there were an
unsatisfactory CGMP mspectlon for- the “site.”

Given the requirements of the FDC ‘Act, the ‘Agency cannot approve a
Comparability Protocol (“CP™) for a fat:/llty that does not have inspectional
confirmation of satisfactory CGMP compliance. ~In cases where a new facility is
proposed the Agency should, as with any other type of PAS, vern‘y the proposed

: ‘facmty s CGMP compllance status In cases where the proposed fac:l/ty(not the SIte)
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__does not have a hrstory that supports satlsfactory CGMP compllance the CP reviewer

~will notify the Field Tnspectorate and work with them to ‘schedule the needed facility
inspection. Firms should not submit a CP unless they Know that the facrluty is ready
for a prior approval inspection (“PAI”) on the day the CP is submitted. [Note: CPs that
name facilities at which the Agency subsequently finds unsatisfactory CGMP compliance at the
facility named should if not approved, be rejected and, if approved have thelr approval
revoked or suspended until the facility attalns satlsfactory CGMP compllance status ]

-

Cue
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[Note: The original comments are quoted ina Condensed font (Pcrp(tua) the quotes
directly from the draft guidance are quoted in a stylized font (Lydran) ‘and, in general, this
reviewer’s text and comments are in a publishers font (News Gothic MT) to make it easier

for the reader. to dn‘ferentaw

e the “speaker” in the various text passages that follow.

When addressing comments made in a tabular format, this reviewer will (to the extent,
requared) preserve the commenter's format and in general, approprrate!y place the
reviewer's remarks after those of the commenter }

This commenter begm by statmg, “The comments bemg prowded to Docket: "03D-0061" are

based on a second reading and review of " Draft Guidance for Industry on Comparablhty "Protocols —
Chemistry, Manufacturing, and Controls Information [\\CDSOZ9YCDE“RGUI‘D\5427&& doc-02/13/ 03] that attempts
to add elements that connect yarious issues in the . draft provided by the Agency to the CGMP regulatlons upon
which they are supposed to be based

These comments are bemg subrmtted with the hope that they will encourage the United States Food and

Drug Administrationi (FDA) to require that : any submlssmn firstbe sc1ent3ﬁcal]y sound and appropnate and second
fully comply with all of the apphcable CGMP minimum requirémehts set forth in 21 CER 211.

In addition, any guldance ‘document should fully comply with all applicable regulations beceuse in 1988

in Berkowitz v. US, the United States Supreme Court held that an FDA administrator has no latltu&e with respect
to any clearly written statute or regulation.

To facilitate dﬁferenﬁagon%etween the proposed alternative and the FDA’s Draft, the changes will bein -

Lydian or highlighted Lydlan font and the FDA draft will be in the Perpetua font. Wlth the preceding in

& mind, let us proceed to review the proposed draft ‘

Ch R S 0% a3 d i T B e B s | 7 BB RGeS

A comparability protocol must be a scientifically sound and
appropriate, well-defined, detailed, written plan for assessing
the effect of specific cMCT ehengés “in’the identity, strength,
quality, purity, and potency ofa specxﬁc drug product as these
factors relate to the safety and effectiveness of the product and
compliance with the applicable CGMP regulatlons A
comparability protocol describes the changes that are covered
under the protocol and spemﬁes the tests and studies that will be
performed, including the ana]yucal procedures  that will be
used, and the CGMP- comphant acceptance criteria that must
be achieved to demonstrate that specified CMC changes do not
adversely affect the product. Though the submission of a
comparability protocol is optional, it is recommended that
one be submitted whenever a written §ukm1§519x,!, is
required prior to effecting a change.

This reviewer recommends changing the phrase “..
specific CMC,changes inthe...” to “... specific CMC changes in
on the .. ' o
Thisis a grammar correctlon

Line oo ~
Range Proposed Text
95-103 | A. What is a Comparability Protocol? A. Whatisa Comparai;rllty Protocol?

A comparability protocol is a well-defined,
detailed, written plan for assessing the
effect of specific CMC changes in the
identity, strength, quality, purity, and
potency of a specific drug product as these
factors relate to the safety and effectiveness
of the product. A comparability protocol
describes the changes that are covered
under the protocol and specifies the tests
and studies that will be performed,
including the analytical procedures that will
be used, and acceptance criteria that will be
achieved to demonstrate that specified
CMC changes do not adversely affect the
product. The submission of a comparability
protocol is optional.
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Line
Range

Proposed Text

FDA Draft Text

127-135

EEENE "

D. Where Can More Informatlon on I;:Sst—approval
Changes and Demonstratlon of Equlvalence Be
Found?

This guidance, once finalized, is not intended to supersede
the applicable CGMP regulatlons governing drugs
and drug products or other FDA guldance documents,
rather it supplements them with information on using
comparability protocols to 1mp1ement post- approval CMC
changes. We recommend that apphcants “consult the
CGMP regulatlons for comphance first and then all
relevant guldances for information relatin gto postappro\ ral
changes. The following guidances provide especially relevant
information on (1) demonstrating equivalence, (2)
documentation to be provided to support post-approval
changes, and (3) the recommended reporting categories. :

This reviewer suggests adding the sentence, “In
cases where the recommendations in this guidance
conflict with those in a prior guidance, this
guidance should supersede the prior guidance,”
after the first sentence.

D. Where Can More Information on
Postapproval Changes and Demonstration of
Equivalence Be Found?

This guidance, once finalized, is not intended
to supersede other FDA guidance documents,
rather it supplements them with information
on using comparability protocols to implement
postapproval CMC changes. We recommend
that applicants consult all relevant guidances?
for information relating to postapproval
changes. The following guidances provide
especially relevant information on (I)
demonstrating equivalence, (2) documentation
to be provided to support postapproval
changes, and (3) the recommended reporting
categories.

165-170

We  recommend  that  you "have  sufficient
process-representative manufacturing information (e.g.,
experienCe,
demonstrated process capability, out-of-specification (O0S)

investigations, stability data) with the particular product or

developmental  studies, manufacturing

process or similar products or processes so you can specify a
priori the tests, studies, analytical procedures, and the
scientifically sound and appropriate CGMP-
compliant  acceptance  criteria appropnate for
demonstrating that the CMC change or changes will snlrfulfy
comply with all of the applicable CGMP requirements, are
based on recognized standards and sound science, and will
not adversely affect the product.

We recommend that you have sufficient
manufacturing information (e.g.,
developmental  studies,  manufacturing
experience, demonstrated process capability,
out-of-specification (OOS) investigations,
stability data) with the particular product or
process or similar products or processes so you
can specify a priori the tests, studies,
analytical procedures, and acceptance criteria
appropriate for demonstrating that the CMC
change or changes will not adversely affect the
product.
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Line
Range

Proposed Text

FDA Draft Text

173-175

o A e st

We recommend you consider product specxﬁc and" process-
specific characteristics when .determining whether to
develop a comparability protocol Characteristics can
include, but are not hmxted to, the following:

(The use of the word “attribute” should be restricted to
those “characteristics” that may are inspected by sampling
and examination or classification to be consistent with the
recognized American scientific inspection standard ANSI Z
1.4. Similarly, characteristics that are sampled and tested for
a level should be called “factors” to be consistent with ANSI
Z 1.9, the recognized standard governing such inspections.)

This reviewer recommends the

modifications to the proposed text:

1. Change “characteristics” to “characteristics or
factors” ]

2. Change “Characteristics” to “such” ]

3. Change “... should be called ‘factors 1o ..
should be called ‘variables’ . )

The first two changes should be made to lmprove
the accuracy of what is being stated.

The third change is needed to correct a mistake by
the commenter — ANSI Z 1.9 addresses the
inspection of discrete entities for “va,rj‘ap{es”mor,
less precisely, “variable factors,” but not for
“factors,” a term which is the logtcal union of the
terms “attribute” and “variable.”

 following

We recommend you consider product-specific
and  process-specific  attributes  when
determining  whether to develop a
comparability protocol.  Attributes can
include, but are not limited to, the following:

190-194

In general, Weeommené«t«hat a comparablllty protocol
should be considered only if the product resultmg from the
changes is expected to meet all the requmte
CGMP-compliant, approved drug substance, in- process,
and/or drug product specxﬁcatxons for each batch and
appropriate and sensitive analytlcal procedures ‘have been
established and validated or qualified (i.e., for non-routine
tests such as characterization studies) to detect and assess the

effect, if any, of the change on the approved product.

Upon reVIew of the text th|s rewewer recommends
modlfymg the proposed revision to:

“In general, werecommend-that a comparability protocol should
be considered only if the product resulting from the changesis
expected to meet all the requisite CGMP- comp]xant approved
drug substance, in-process, and/or drug product spec1ﬁcatxons for

each batch. and—ﬁpprepnafe——&nd—sensm‘ve ‘Moreover,
scientifically sound and appropriate analytical

procedures Should have been_established and validated or
qualified (i.e., for non-routine tests such as charactenzatxon

studies) to be able to detect and assess the effect if any, of the

in general, we recommend that a
comparability protocol be conSIdered only if
the product resulting from the changes is
expected to meet the approved drug substance
and/or drug product specifications and
appropriate  and  sensitive  analytical
procedures have been established and
validated or qualified (i.e., for nonroutine tests
such as characterization studies) to detect the
effect of the change on the approved product.

change on the appreved POSt- Chang(}akp‘roduct.

149




A REVIEW OF FORMAL COMMENTs*’f'o iﬁ

@ e e b "

b el

UBLIC [ OéKET 03D 0061

o

e e sw o R YRS e g e

Line
Range

P D B A A o T

Proposed Text

FDA Draft Text

Be-
tween
lines
232 and
233

D. When Isa Comparability Protocol Proscribed?

A comparability protocol is proscrlbed whenever the
proposed CMC changes "do not meet the requlrements
established in the apphcable CGMP regulations governing
the process or product for which a firm is considering such
CMC changes. Thus, before con51denng any CMC changes
the firm should ensure that said CMC  changes collectwely,
and individually, do not confhct with any apphcable CGMP
reqmrement ’

255-259

Furthermore, an apphcant who is usmg an appro d
comparability protocol to 1mp1ement post- approval CMC
changes must assess the effect of the changes on the 1dent1ty,
strength, quality (mcludmg, but not limited to, the
batch uniformity of the active or actives in_the
dosage units and their release from the dos_age
units), purity, and potency of the product as these factors
relate to the safety or efficacy of the product pnor to
distributing ' product made with the ‘change. (Sectlon

506A(b) of the act.)

This reviewer has formahzed the suggested the
typographical corrections (in a blue font).

Furthermore, an applicant who is using an
approved comparability protocol to implement
postapproval CMC changes must assess the
effect of the changes on the identity, strength,

quality, purity, and potency of the product as
these factors relate to the safety or efficacy of
the product prior to distributing product made
with the change. (Section 506A(b) of the act)).

278-281

If you decide to pursue “the change you should submit a
prior approval supplement that prov1des supportmg data
from a statistically sufficient number of batch- representatxve
units to justify why the change will not adversely affect the
identity, strength, quality (including, but not limited
to, the batch uniformity of the active or actives in
the dosage units and their release from the dosage
units), purity, and ) potency of the specxﬁc drug product as
these factors relate to the safety and effectiveness of the
product.

This reviewer recommends changing the phrase
“... to the safety and effectiveness ..." to “... to the safety
or effectiveness ..."” so that the text here is consistent
with the correspondmg CGMP “safety or efﬂcacy
language.

If you decide to pursue the change, you should
submit a prior approval supplement that
provides the supporting data to justify why the
change will not adversely affect the identity,
strength, quality, purity, and potency of the
specific drug product as these factors relate to
the safety and effectiveness of the product.

288-290

plans are mcluded in the Teview process

RpeEy—

We recommend you review the tests studles analy’acal
procedures, and acceptance criteria in your approVed
comparability protocol to ensure they remain current and
consistent with the applicable CGMP requlrements
approved application, and current FDA pohcy

This revieWer suggests changing “tests” to
“sampling plans, and tests” tO ensure that samphng

We recommend you review the tests, studies,
analytical procedures, and acceptance criteria
in ‘your approved comparability protocol to
ensure they remain current and consistent with
the approved apphcatnon and current FDA

policy.
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325-328

The comparability protocol can describe a smgle CMC
change or multiple changes Each change should be spec1ﬁed
and the CGMP—comphant batch-representatlve
inspection plans and batch acceptance criteria for
evaluating the effect of the changes should be well defined. If
multiple changes are included in a protocol, we recommend
that the multiple changes be interrelated (i.e., one change
cannot be made without the others being made).

The comparability protocol can describe a
single CMC change or multiple changes. Each
change should be specified and the acceptance
criteria for evaluating the effect of the changes
should be well defined. If multiple changes are
included in a protocol, we recommend that the
multiple changes be interrelated (i.e., one
change cannot be made with out the others).

343-352

2. Specific Sampling liieins, Tests and Studies to Be
Performed ) .

A list should be included of the specific
batch-representative sampling plans (e .g., ANSI Z
1.4, ANSI Z 1.9 or ISO 3951, in-house), analytical
procedures (e.g., content, release, 1mpur1ty,
appearance), control pomts (e-g g 1ncommg, in-
process, release, post release), tests (e. g, Assay, pH
Dissolution, LOD, CU) and studies (e.g., characterization,
stability, removal of impurities, laboratory-scale adventmous
agent removal or inactivation) you will perform to assess the
effect of the change on the drug substance, drug product
and/or, if appropriate, the 1ntermed1ate in-process material,
or component (e.g., container closure system) directly
affected by the change. Include the scientifically sound
rationale for selecting the particular. battery of tests ahd
studies. For example, the use of nonroutine studies (e.g-
characterization) can be warranted in cases where in-process
or release specifications are not sufﬁaently dlscnmlnatory to
evaluate the change. :

This reviewer recommends revising the text and
the first-sentence layout to improve accuracy and
readability as follows:

“A list should be included of the specific:

4 Dbatch-representative sampling plans (e 8> AN SI Zz
1.4, ANSI Z 1.9 or ISO 3951, in-house),

4 analytical procedures (e.g., content, release,
impurity, appearance),
¢ control points (e.g., mcoming, in-process, release,
post release), -
¢ tests (e.g., Assay, pH, Dissolution, LOD, CU) and
¢ studies (e.g., characterization, stability, removal _of
impurities, laboratory-scale adventitious agent removal or
inactivation)
you will perform to assess the effect of the change on the drug
substance, drug product, and/or, if appropriate, the intermediate,
in-process material, er component (€.8., a different
disintegrant level), or packaging system (e/g ;new
container closure system) dlrectly affected by the change

2. Specific Tests “and Studles to Be
Performed

A list should be included of the specific tests
(e.g., release, in-process) and studies (e.g.,
characterization, stability, removal of
impurities, laboratory-scale adventitious agent
removal or inactivation) you will perform to
assess the effect of the change on the drug
substance, drug product, and/or, if
appropriate, the intermediate, in-process
material, or component (e.g., container
closure system) directly affected by the
change. Include the rationale for selecting the
particular battery of tests and studies. For
example, the use of nonroutine studies (e.g.,
characterization) can be warranted in cases
where in-process or release specifications are
not sufficiently discriminatory to evaluate the
change.

g A > et S NG 7 SOROT O SN SR 05 L T kT

. 151

W nd G S RS

2 B T o B A SR B, 3 TRAD




A REVIEW OF FORMAL COMMErfﬁ:éﬁ*fo

Line
Range

Proposed Text

FDA Draft Text

356-365

+ g g s

The protocol should spec1fy the number and 1 type (e g p1lot

production) of population representative pre- and | post-
change batches and/or batch representative samples that
will be compared. The number and type of batches and/or
samples to be compared can vary dependmg on the extent of
the proposed change, type of product or process and
available manufacturing information.

However, the numbers chosen must be scientifically sound
and representative, and statistically justified. Retaméd
samples of pre-change material can be used for companson

provided said samples are batch representative and
there is no significant change in material on storage (e.g.,
level of degradants increasing over time). A plan would
specify whether retained samples are going to be used, and
the maximum age of the retained samples, and include
information to establish_that the samples are batch
representative and otherwxse support the approprlateness
of the use of retained samples. In general, the results from
the evaluation of a population representative number of
post-change material samples should fall within the normal
batch-to-batch  vyariation observed for a population
representative number of pre-change material samples.

This reviewer agrees wholeheartedly w1th the
commenter’s remarks on the issues raised.

The protocol should specify the number and
type (e.g., pilot, production) of pre- and
postchange batches and/or samples that will
be compared. The number and type of
batches and/or samples to be compared can
vary depending on the extent of the proposed
change, type of product or process, and
available  manufacturing  information.
Retained samples of prechange material can be
used for comparison, provided there is no
significant change in material on storage (e-g.»
level of degradants increasing over time). A
plan would specify whether retained samples
are going to be used and the maximum age of
the retained samples, and include informiation
to support the appropriateness of the use of
retained samples. In general, the results from
postchange material should fall within the
normal batch-to-batch variation observed for
prechange material.

r

~4
R2¥

367-376

A comparability protocol should mclude an m‘spectxon plén
for the stability studies that will be perfo rmed on population
representative samples to demonstrate the equivalence of
pre- and post-change product. The comparablhty protocol
should provide (1) information that should. be typxcally
provided in a stability protocol, such as the number and type
of batches, that will be studied, test conditions, and test time
points or (2) a reference to the currently approved stablhty
protocol. The amount of stability data that will be generated
before the product made with the change is distributed
would be specified. The plan for evaluating stability could
vary depending on the extent of the proposed change, type ‘of
available information.

However, the number of representative samples
tested must be a scientifically sound, statistically
justifiable number. In some cases, no stablity studies
may be warranted or a commitment to report results from
stability studies in an AR can be sufficient. If no stability
studies are planned, we recommend that this be stated
clearly and justified.

product, and manufacturmg

The word "equivalence7' ShOUld bé replaceo Ww;th
“comparability” because the latter is the proper
term to use.

A comparability protocol should include a
plan for the stability studies that will be
performed to demonstrate the equivalence of
pre- and postchange product. The
comparability protocol would provide ()
information  that is typically provided in a
stability protocol, such as the number and
type of batches that will be studied, test
conditions, and test time points or (2) a
reference to the currently approved stability
protocol. The amount of stability data that
will be generated before the product made
with the change is distributed would be
specified. The plan for evaluating stability
could vary depending on the extent of the
proposed change, type of product, and
available manufacturing information. Insome
cases, no stability studies may be warranted or
a commitment to report results from stability
studies in an AR can be sufficient. If no
stability studies are planned, we recommend
that this be stated clearly. ’
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378-380 | The differences, if any,‘in\ the tests and srudlesfrom tho;e The differences, if any, in the tests and studies
previously reported in the approved application or|from those previously reported in the
subsequent updates (i.c. supplements annual reports) must approved application or subsequent updates
be described. (i.e., supplements, annual reports) would be

SN == | described.

Because the Draft is guidance, the word
“must” must be replaced with “shoulq.’j(

384-400 |A protocol should spec1fy the validated afyii?;l A protocol should épeEif§} the%nalytlcal

procedures that you intend to use 1o assess the effect of the
CMC changes .on the product or intermediate material.
Analytical procedures with a demonstrated capability"to
detect new impurities or other changes ina product
that can result from the change should be chosen.

Since the current approved analytical procedures are
optimized for the approved product and process, modified or
new procedures may be warranted. For’ example revised or
new validated analytlcal procedures may be required to
monitor the removal of a new process impurity generated by
anew manufacturing proc,éss. In this situation, submission of
process-representative results for pre- and post- change
products using both the old and new analytical procedures
may be warranted. Studies performed to assess the feasibility
of the proposed change can often be helpful in determining
whether the current approved analytical procedures will be
appropriate for assessing the effect of the change on the
product (see V.A.5). Validation of new modified analytical
procedures or revalidation of existing analytlcal procedures
should be performed, as approprlate The protocol should
specify that any new or revised analytical procedures ‘and
their appropriate validation or revalidation information will
be provided whenever a postapproval CMC change,
implemented using the approved comparabﬂlty protocof is
reported to FDA.

This reviewer would again recommend that the
sentence beglnnmg with Vahdatlon of new modified
analytical procedures or re\{ahdanon should be reVIsed
to ““Validetion The initial vahdatlon of new modified
analytical procedures or revalidation the on-going val ldatlon
or verification of exxstmg analytical procedures should be
performed, as appropnate

protocol is reported to FDA.

procedures that you intend to use to assess the
effect of the CMC changes on the product or
intermediate material. Analytical procedures
would be chosen ‘capable of detecting new
impurities or other changes in a product that
can result from the change.

Since the current approved analytical
procedures are optimized for the approved
product and process, modified or new
procedures may be warranted. For example,
revised or new analytical procedures can be
called for to monitor the removal of a_new
process impurity generated by a new
manufacturing process. In this situation,
submission of results for pre- and postchange
products using both the old and new analytical
procedures may be warranted.  Studies
performed to assess the feasibility of the
proposed change can often be helpful in
determining whether the current approved
analytical procedures will be appropriate for
assessing the effect of the change on the
product (see V.A.5). Validation of new
modified analytical procedures or revalidation
of existing analytical procedures should be
performed, as appropriate. The protocol would
specify that any new or revised analytical
procedures and the appropriate validation or
revalidation ‘information would be provided
when a postapproval CMC change
implemented using the approved comparability
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406-414

© TR U

However, if these analytxcal procedures are specxﬁed in and
provided as part of a comparability protocol, any new or
revised analytical procedures and, as appropriate, results from
validation or qualification studies for any ‘modified procedure
should be provided whenever a post-approval ‘CMC
change implemented usmg the approved comparability
protocol is reported to FDA. h

In cases where changes in analytical procedures are intended
to be implemented independent of other CMC changes we
recommend that a comparability protocol specxﬁc for
analytical procedure changes should be submitted (sepV )

s T SRy

To improve readmg ease, this revnewer suggests
that the first sentence be revised as follows: =
“However,f When these analytical procedures are specuf ied in
and provided as part of a comparability protocol and a
postapproval CMC change implemented using the
approved comparability protocol is reported to
FDA, the sponsor should provide theé following'in
that report:
o any Any new or revised analytical procedures and,
o asappropriate; The results and data, if any, from
the validation or qual#aeaﬂen verification studies for
any new or modified procedure

However, ifthese analytical procedures are
specified in and provided as part of a
comparability protocol, any new or revised
analytical procedures and, as appropriate,
results from validation or qualification studies
for any modified procedure would be provided
when a postapproval CMC change
implemented using the approved comparability
protocol is reported to FDA.

In cases where changes in analytical procedures
are intended to be implemented independent of
other CMC changes, we recommend that a
comparability protocol specific for analytical
procedure changes be submitted (see V.C)

418-423

4. Acceptance Crlterla

You should include the scientifically sound and
appropriate,  statistics-based  acceptance ’
(numerical limits, ranges or other criteria) and their
scientific justification for each specified test and study
that will be used to ,assess:theweffegty of the CMC changes on
the product or other material and/or demonstrate

criteria

equivalence between pre- and post- change material. In
general, the drug substance and drug product specification
should be CGMP-compliant and identical to, or within, the
specification limit, range or other criteria contained in the
approved application. Any statistical analyses, including
those required by 21 CFR 211.165(d) for the drug
product, that will be performed and the associated evaluatlon
criteria should be identified. ’

[Note: If a firm’s current approved drug- product apphcatlon
does not comply with the requirements sct forthin 21 CFR
211, then that deficiency should be corrected before any
other comparability protocol is submitted.]

This reviewer suggests that the Agency n';éy WIsh to
modlfy the text of the “Note" o

4. Acceptance Criteria

You should include the acceptance criteria
(numerical limits, ranges or other criteria) for
each specified test and study that will be used
to assess the effect of the CMC changes on the
product or other material and/or demonstrate
equivalence between pre- and postchange
material. In general, the drug substance and
drug product specification would be identical
to that in the approved application. Any
statistical analyses that will be performed and
the associated evaluation criteria would be
identified.
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paragraph to lmprove readablllty

for a revision of the drug product or drug “substance
specification, we recommend you consider the ﬂemgnated
reporting categary for the type of specxﬁca&cn change aswellly

as the designated reporting category for reportmg a change
using your comparablhty protocol

When the recommended reporting category for the
specification change is higher (e.g., PAS) than the reporting
category for changes made under the comparability protocol
(e.g., CBE-30), the change should be reported as
recommended for the specification change. !

If the recommended reporting category for the spec1flcatlon
change is the same as, or lower than, the deSIgnated reportmg
category for changes made under the comparability protocol
the specification can be updated and prov1ded to the FDA
when the post-approval CMC change using an approved
comparability protocol, is lmplemented and
subsequently reported to FDA. ’

This reviewer agrees'w'ith the commen\ter"s‘c‘ﬁgﬁéés
and with the placing of each sentence in its own

Line Proposed Text FDA Draft Text
Range :
425-435 fif 1mp1ement1ng a change usmg 2 comparabxhty protocol calls | If implementing a change usmg a comparablhty

protocol calls for a revision of the drug product
or drug substance specification, we recommend

id th Arti
you consider the recommended reporting

category* for the type of specification change
as well as the designated reporting category for
reporting a change using your comparability
protocol. When the recommended reporting
category for the specification change is higher
(e.g., PAS) than the reporting category for
changes made under the comparability
protocol (e.g., CBE-30), the change would be
reported as recommended for the specification
change. If the recommended reporting
category for the specification change is the
same or lower than the designated reporting
category for changes made under the
comparability protocol, the specification can be
updated and provided when a postapproval
CMC change implemented using the approved
comparability protocol is reported to FDA.

F e T L I R e A O 2

155




A REVIEW OF FQRlviA”L 'ﬁOMME

A

Line

I T P Y )

Proposed Text FDA Draft Text
Range
437-450 |5. DatatoBe ﬁepo&éé"ﬁﬁﬁ‘é§‘af Included With the|5. Data to Be Repdi‘tédﬂﬁd“efr or Included

Comparability Protocol

You should identify the type (e.g., in-coming material,
in-process material, drug-product acceptance in
compliance with 21~ "CFR’ 211.165 and, where
applicable, 21 CFR 211 167, long—term or accelerated
stability data) and the amount of data (e.g., “n”
lot-representative samples of “m, mcommg lots for
“L,” characteristics, “n representatlve sample sets

from “mp” process representatlve evaluations of

“kp” attribute factors and “1,)” variable factors,
“n ” batch-representative sample sets from

batch evaluations of “k,,,” attribute factors and
“lgp” variable factors pf the drug product for
acceptance, 3-months  accelerated ~ process-
representative stability data) that will be submitted at the
time a postapproval CMC change implemented using ‘an
approved comparability protocol is reported to FDA' and,
when appropriate, generated pnor to your distributing the
product made with the change (e.g., when proposed
reporting category is a CBE-30, CBE- 0, or AR)

If available, you may include any process-representatlve
data from studies performed to assess the feasxbﬂlty ‘of the
proposed change with the proposed comparablhty protocol
Data obtained from a scientifically sound and appropriate small
scale process or other scientifically sound and appropnate
studies, incorporating the proposed change, may be used as
preliminary evidence that the change is feasible, as well as
provide preliminary information on the effect of the change
on the product. Scientifically sound and appropriate
development or feasibility studies can prov1de insight into the
relevance and adequacy of the choice of the Battery of tests
you have identified to assess the product.

EZS R

While this reviewer agrees with what is said, this
reviewer thinks that the text layout still needs some
improvement.

However, this reviewer leaves it up to the Agency to
decnde how and |f the text should be lmproved

With the Comparability Protocol

You should identify the type (e.g., release,
long-term or accelerated stability data) and
amount of data (e.g., 3-months accelerated
stability data) that will be submitted at the time
a postapproval CMC change implemented
using the approved comparability protocol is
reported to FDA and, when appropriate,
generated prior to your distributing the
product made with the change (e.g., when
proposed reporting category is a CBE-30, CBE-
0, or AR).

If available, you can include any data from
studies performed to assess the feasibility of the
proposed change with the proposed
comparability protocol. Data obtained from a
small-scale process or ' other studies
incorporating the proposed change can provide
preliminary evidence that the change is
feasible, as well as preliminary information on
the effect of the change on the product.
Development or feasibility studies can provnde
insight into the relevance and adequacy of the
choice of the battery of tests you have
identified to assess the product.
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462-468

7. Equivalence Not Demonstrated Using the
Approved Comparablhty Protocol

It is anticipated that some changes in the manufacturmg
process will result in a postchange drug product that: a)
cannot be demonstrated to be equivalent to the prechange
drug product without more extensive physmochemlcal
biological, pharmacology, PK/PD, efﬁcacy, or safety testmg
or b) does not meet the prespemﬁe& acceptance Criteria in the
protocol. You should include in the protocol the explicit
steps you will take should elthexj,Cl;@msjggggg occur.

This reviewer again recommends replacing the
phrase “... to be equivalent to ..."” with the phrase “...to
be comparable " because comparable" is the
scientifically correct ‘term to use.

7. Equivalence Not Demonstrated Using the
Approved Comparability Protocol
It is anticipated that some changes in the
manufacturing process will result in a
postchange product that cannot be
demonstrated to be equivalent to the
prechange product without more extensive
physicochemical, biological, pharmacology,
PK/PD, efficacy, or safety testing or in a
product that does not meet the prespecified

= |acceptance criteria in the protocol. You should

identify in the protocol the steps you will take
in such circumstances.

481-485

1. Comparison of Physical Characteristics =~~~
Acom parability protocol should normally include incoming
material and/or in-process material inspection plans that pr operly
compare the physical characteristics (e.g., polymorph forms,
particle size distribution, density, flow, affinity) of materials that
make up the product produced using the old and new processes
when these characterigtics are, relevant to the safety and the
uniformity of: a) the active or actives, b) the release of the active
oractives, or c) any other key quality factors in the product that can
affect its efficacy of the product when taken by the consumer.

Though the commenter’s text is an improvement,
this reviewer would proposéthis alternative:

“A drug substance comparability protocol would
normally include a plan to properly compare the
physical characteristics (e.g., for solids,
polymorphs, particlesi ze distribution, bulk and
tapped density, flow, permeabll&y, “intrinsic
solubility; for liquids, v;scosufy, ‘refractive” index,
color, density) of the product produced using the
old and new processes when these characteristics
are relevant to the safety and/or efficacy of the
product.

Similarly, a drug product protocol would normally
include a plan to properly compare the physical
characteristics (e.g., for solids, hardness, friability;
for semisolids, color, density; for suppositories,
softening temperature, density; for suspensions,
settling time, color, density; for Itqmds VIscosH:y,
refractive index, color, density, particulates; for
solid aerosols, particle size distribution, dose
dispersion pattern; and for liquid aerosols, droplet
size distribution, dose dispersion pattern) of the
product produced using the old and new processes
when these characteristics are relevant to the
safety and/or eﬁlcacy of the product ”

[. Comparison offPhysical Characteristics

A comparability protocol would normally
include a plan to compare the physical
characteristics (e.g., polymorph forms, particle
size distribution) of the product produced using
the old and new processes when these
characteristics are relevant to the safety
and/or efficacy of the product.
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Proposed Text

FDA Draft Text

489-502

2. Comparison of Impurlty Profiles 7

A comparability protocol should include a scientifically
sound and appropriate mspection plan to determine the

“§process.

The studies would assess product-related impurities and
process-related impurities, including, if applicable in-process
reagents and catalysts. -

We recommend that attention be given to demonstrating the
absence of any new 1mpurmes or contaminants, or that they

are removea or lnacuvatcu l))’ UU

Any changes in the 1mpur1ty proflle
predefined criteria (see section V.A. 4-)

The predefined criteria should indicate ~when
qualification studies will be conducted to evaluate an
increased level of an existing impurity or a new impurity
(or an applicant could reference a relevant FDA guidance that
recommends qualification Ievels

Appropriate safety studies should be conducted) unless: a) the
structure of any new impurity is unequlvocally established, b)
an authentic standard for the impurity is available, <) its acute
and chronic toxicity and mechanism of action in mammalian
species including man is well defined, and d) the interaction
with the active and other impurities is known to be non-
synergistic.

If during implementation of a change under an approved
comparability protocol, the valid data from the testing of ‘the
appropriate process-representative samples indicate that non-
clinical or clinical qualification studies for imptirities are
warranted, the change cannot be implemented under the
approved comparability protocol (see II.C and V.A.7).

This revxewer agrees with the commenter’s changes
but sees that it would be better if each sentence
were its own paragraph

|2. Comparison oflimpurity Profiles

A comparability protocol would include a
plan to determine the impurity profile of the
product produced using the new process. The
studies would assess product-related impurities
and process-related impurities, mcludmg, if
applicable in-process reagents and catalysts.
We recommend that attention be given to
demonstrating the absence of any new
impurities or contaminants, or that they are

removed or inactivated by downstream

processing. Any changes i m the impurity
profile would meet the predefined criteria
(see section V.A.4). The predefined criteria
would indicate when, qualification studies
will be warranted to evaluate an increased
level of an existing impurity or a new
impurity (or an applicant could reference a
relevant FDA guidance that recommends
qualification levels).

If during implementation of a change under an
approved comparability protocol, the data
indicate that nonclinical or clinical qualification
studies for impurities are warranted, the
change would not be appropriate for
implementation  under \the approved
comparability protocol (see ll.C and V.A.7)

513-519

4. Effect’ on Process Controls and Controls of
Intermediates and/or In-process Materials

We recommend you identify and justify the implementation of
anyand all: a) new controls or b) deviations from approved
controls. We recommend a statement be included that all of
the controls, including those that have been validated to
inactivate and remove impurities or contaminants, will be
revalidated validated for the new production process,

unless an appropriate body of sound scientific evidence
clearly establishes that each of said controls are currently

operatmg in the is valid” state.

4. Effect on Process Controls and Controls of
Intermediates and/or In-process Materials

We recommend you identify and justify
implementation of new controls or variations
from approved controls. We recommend a
statement be included that controls, including
those that have been validated to inactivate
and remove impurities or contaminants, will be
revalidated for the new productlon process, if
appropriate.

L hee g dr gt 0 s ne § 5, SR minh,

A SRR T B SRR o




A REVIEW or FORMAL COMMEN s To Pul

Pl O

S

Line Proposed Text FDA Draft Text
Range )
521.547 | C. Does FDA Have Specific Concerns About Changes in|C. Does FDA Have Spetific Concerns About

.JAnalytical Procedures That Should Be Addressed in a

Comparability Protocol?

A comparability protocol for changmg an analytical procedure must
provide the’ plan for validation of the changed analytlca] procedure
and indicate whether the protocol will be used: a) to modify the
existing analytical procedure (i.e., retaining the same prmaple), or
b) to change from one analytical procedure to another (e.g., normal
to reverse phase HPLC/UV or from HPLC/ UV to GC/FID, or
from HPLC to rapid-scan UV/Visible spectroscopy, or from
titration to HPLC/ uy).

The comparability protocol must be de51gned to demonstrate that
the proposed changes in the analy‘acal procedures: a) lmprove or b)
do not significantly affect the critical characteristics (e g., accuracy,
precision, specificity, detectlon limit, quantitation limit, hnearlty,
and/or linear range) * used in the validation of methods that are
relevant to the type of analytical procedure (e.g., active contént
evaluation, active release or rate of release, impurify, identity).’

Method validation should include an assessment of the suitability of

the analytical procedure.

A validation plan should have scrent_zﬁcally sound and appropnate pre-
specified acceptance criteria for relevant validation parameters such

as precision, range, accuracy, spec1ﬁc1ty, detectlon hmlt and

quantitation limit.

The proposed acceptance criteria for these parameters should ensure
that the analytical procedure is saennﬁcaﬂy sound and approprlate
for its intended use.

The validation plan should assess whether a reused procedure is
more susceptible than the ongmal procedure to matrix effects by
process buffers/media, product -related contaminants, or other
components present in the material being tested.

A plan should identify any statistical anélyseé that will be performed
and how the plan intends to use CGMP-compliant product testmg
to compare the two procedures.

The need, and plan, for using populatxon representative product
testing to compare the two procedures could vary dependmg on the
extent of the proposed change type of product, and type of test
(e.g., chemical, biological). ) T

When used for release or process control, use of the new revised
analytical procedure should not result in deletion of a test or
relaxation of acceptance criteria that are described in the approved
application “*[Note: The acceptance criteria in the approved
application must meet the minimums established in the apphcable
CGMP regulations. )

This" reviewer supports the commenter’s
suggestions but, to improve the ease with which the
text can be read and understood, he would suggest
that each sentence should be its own paragraph.

Changes in Analytical Procedures That ... in a
Comparability Protocol?

A comparability protocol for changing an
analytical procedure would provide the plan for
validation of the changed analytical procedure
and indicate whether the protocol will be used
to modify the existing analytical procedure
(i.e., retaining the same principle), or to change
from one analytical procedure to another (e.g.,
normal to reverse phase HPLC).  The
comparability protocol would be designed to
demonstrate that the proposed changes in the
analytical procedures improve or do not
significantly change charactenstlcs used in
methods validation that are relevant to the
type of analytical procedure (e.g., accuracy,
precision,  specificity,  detection limit,
quantitation limit, linearity, range).

Methods validation includes an assessment of
the suitability of the analytical procedure. A
validation plan would have prespecified
acceptance criteria for relevant validation
parameters such as precision, range, accuracy,
specificity, detection limit, and quantitation
limit. The proposed acceptance criteria for
these parameters would ensure that the
analytical procedure is appropriate for its
intended use. The validation plan would assess
whether a revised procedure is more susceptible
than the original procedure to matrix effects by
process  buffers/media,  product-related
contaminants, or other components present in
the dosage form. A plan would identify any
statistical analyses that will be performed and
whether product testing to compare the two
procedures is intended. The need and plan for
providing product testing to compare the two
procedures could vary depending on the extent
of the proposed change, type of product, and
type of test (e.g., chemical, biological).

When used for release or process control, use
of the new revised analytical procedure should
not result in deletion of a test or relaxation of
acceptance criteria that are described in the

approved application._
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Line Proposed Text FDA Draft Text
Range
587-592|G. Can Implementation of or Changes in Process|A. Can limplementation osf “or Changes iin

Analytical Technology (PAT) Be Addressed in a
Comparability Protocol?

FDA anticipates that implementation of or changes in PAT
could be addressed in a comparability protocol Early

-Ndialogue with FDA is encouraged The FDA intends to

publish a guidance on PAT in the future.” However, if the

PAT intends to change from the quantitative testing of an

appropriate population-representative sample set to an

approach that uses training sets and the classification of an
appropriate set of samples, then:

1. Approprlately rigorous controls will be requlred for,and must
be implemented for, all ¢ components used in the manufacture
of the product.

2. The training sets used to train the classifier will need to

appropriately span all of the possnble component combinations in

sets that are dehberately prepared to address all of the factors

(e.g., assay, release, rate of release, impurity) that the classifier

is designed to assess. [Note: The number of training samplesin each

training required set should be several times the number of populat!on
representative samples required for the evaluation of the product ]

The typical appropriate number of representative samples that

need to be classified from a typical batch of product should be

based on the attribute number requirements established in ANSE

Z 1.4 because classification is an attribute assessment.

In general, this reviewer supports the text added by

the commenter.

However, this rewewer suggests the followmg

verbiage modifications:

1. Change the phrase “...if the PAT iniends
to the extent that the PAT intends ..

o,

e

2. Change the phrase “...will be required for, and mustbe
implemented for,” to . should be required for,
and should be jmplemented for,”

3. Change the phrase “... classifier will need to
appropriately ..." to  “.. classifier should
appropriately...” '

The preceding changes should be made to_align
their verbiage with that approprlate in an Agency
guldance document

Process Analytical Technology (PAT) Be
Addressed in a Comparability Protocol?

FDA anticipates that implementation of or
changes in PAT could be addressed in a
comparability protocol. Early dialogue with
FDA is encouraged. The FDA intends to
publish a guidance on PAT in the future.
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Applicant’s Comparability Protocol?

A master file can be cross-referenced in a comparability
protocol that provides for CMC changes (e.g., new
manufacturer of drug substance, container resin). The
protocol should include a commitment to provide a letter
authorizing the FDA to review the master file when a
postapproval CMC change implemented using the approved
comparability protocol is reported to FDA. The comparablhty
protocol should also indicate the type of information (e.g.,
manufacturing and formulation information for a plastic resm)
that will be referenced in the master file and the mformauon
that you will provide including the studies y: you il perform to
demonstrate the suitability of the new "material (e g ,

" “} conformance to approved specification, companbxhty stuches

stability studies),

This reviewer recommends that the ngmmenter;s
text be revised to read:
“A master file can be cross- referenced ina comparabﬂlty
protocol that provides for CMC changes (e.g., new
manufacturer of drug substance, contamer resin). The
protocol should include 'a gomml’grﬂnﬁentw from tbe
DMF/VMF holder and, if the holderis located in
a foreign jurisdiction, the DMF/VMF holder’s
authorized representatlve to provide a letter
authorizing the FDA to review the master. fite when a
postapproval CMC change 1mp1emented using the approved
comparability protocol is reported to FDA. The comparablhty
protocol should also indicate the type of information (e.g.,
manufacturing and formulation information for a plastic resin)
that will be referenced in the master file and the information
that you will provide incfuding the studies you'will perforrri to
demonstrate the suitability of the new material (e.g.,
conformance to approved specification, compatibility studies,
stability studies).” ‘

" Ea T aag ed e Aok AM‘M L r e M arhad o BEL w B #
Line Proposed Text FDA Draft Text
Range S TETT
594-605 |H. Can a DMF or VMF Be Cross-Refereticed in an|H. Can a DMF or VMF Be Cross-Referenced in

an Applicant’s Comparability Protocol?

A master file can be cross-referenced in a
comparability protocol that provides for CMC
changes (e.g., new manufacturer of drug
substance, container resin). ~The protocol
would include a commitment to provide a letter
authorizing the FDA to review the master file
when a postapproval CMC change
implemented using the approved comparability
protocol is reported to FDA. ~ The
comparability protocol would also indicate the
type of information (e.g., manufacturing and
formulation information for a plastic resin) that
will be referenced in the master file and the
information that you will provide such as the

= Istudies you will perform to demonstrate the

suitability of the new ~material (e.g.,
conformance to approved specification,
compatibility studies, stability studies).
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Merck & Co lnc s Submlssmn, Dated June 2 2003
To Docket OBD 0061 “E 04” )

[Note: The original comments are quoted in a oondensed font (Pup<tua) the quotes
directly from the draft guidance are quoted ina s’cyllzed font ([yduan) and, in general this
reviewer’s text and comments are in a publishers font (News Gothic MT) to make'it easier
for the reader io dtfferentia’te the‘ “speaker” 'in the various fext passages that follow.
When addressing comments made in a tabular forma’t this reviewer will (to the extent
required) preserve the commenters’ format and, in general, aporoprsate%y place the'
reviewer's remarks after those of the commenters 1

These commenters begm by statmg, ‘Merck & Co., Inc, is a leading worldwide, human
health product company. Through a combination of the best science and state-of-the-art medlcme Merck's
Research and Development (R & D) plpehne has produced many of the most nnportant pharmaceutxcal products
on the market, today. FDA, hereafter referred to as The Agency, is encouraging g industry to use '*f‘f“pa"ah‘h‘ry
protocols to speed up post—approval changes in lieu of gaining prior approval for these changes In this new Draft
Guidance for Industry: Comparabzhty Protocols -Chemistry, Mdnufacruring, and Controls ( CMC) Iry’brmamon, hereafter
referred as The Draft Guidance. “The Agency prowdes recommendations on preparing and using comparability
protocols that can be submitted in NDAs and subsequent supplements. Comparability protocols can be submitted
for changes to the manufactunng process, analytical procedures, manufacturing equipment, manufacturing
facilities, container closure systems and process analytical technology (PAT). Because of Merck's vast experience
in this area, we are well qualified and very interested in The Draft Guldance and provxde the followmg

comments

“GENERAL COMMENT o

Merck & Co., Inc. strongly supports the development of The Draft Guzdelme and applauds Tbe Agency for its
efforts. We beheve that efficient, use of comparablllty protocols should prov1de regulatory relief by expedltmg
the review and approval of post- approval changes Tl'llS w1ll ultlmately bnng quallty medlcmes to patlents in a

timely manner.’

“SPECIFIC OMMENTS S l* ~>’~ L P

Line 97-99 4 comparablbty protocol isa welI-def ned detaxled wr*xtten plan for assessmg the eﬁ"ect of N
specific CM C changes in the 1dent1ty, strength, quabty, punty, ‘and’ potency qf a spec;ﬁc drug product as
these factors relate to the safety ‘and gffectweness qf the product o

Comment 1: This statement appears to be incomplete. For added clarlty, we recommend that the sentence be
modified as follows: « :

‘A comparability protocol isa Well defined, detailed, written plan for assessmg the effect of speaﬁc CMC changes
with potential to have an adverse impact on the 1dent1ty, strength quahty, purity, and | potency of a spec1f1c drug

product as these relate to. the safety and effectlveness of the product

This reviewer disagrees, the purpose of a comparabillty protocol should be, as
written, to assess the effect of the CMC changes on the “theidentity, strength, quality, punty,
and potency of a specific drug product as these factors relate to the safety and effectiveness of the product.”

Until proven otherwise, since all changes may affect the product, all changes have
the potential to adversely, neutrally, or constructively affect the product.

Therefore, added text |oglcally contnbutes nothmg to the clarity of the text.

All that the suggested rewsnon really does |s add superfluous verblage
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__However, the text does need to be modlfnedw\sothat |t is cong‘uent W|th the '

Agency s definition of product in F‘odtnofe 2. ' o

To provxde the needed congruence th|s rewewer agam suggests the followmg
revision:

“A comparability protocol is a well- defined, detailed, written’ plan for assessing the effect of specific CMC
changes in on the identity, strength, quality, purity, and potency of a specific drug—product (in-
process material, intermediate, drug substance or drug product) as these factors relate
to the safety and effectiveness of the flnal product.”

“Line 152-154 With a comparabzlxty protocol, the FDA can determine gf a speaﬁed cbange can be
reported ina category lower than the category for the same change, were tbe cbange to be 1mp1emented
without an approved comparabxbty protoco]

Comment 2: The statement appears to be mcomplete We recommend modlfymg the sentence as follows

‘Witha comparability protocol, the FDA can determlne 1f a spec1fied change can be reported ina category lower
than the category for the same change 1f it were to be reported w1thout an approved comparablhty protocol

This reviewer would agree that the commenters alternatlve IS c|ea or than the
Draft’s cited text. RIS

However, this rewewer flnds that the commenters proposal falfs to address
critical aspects of what should be in that comparablhty protocol.

Therefore, this reviewer would again recommend the Draft’stext be changed to
read:

“Using the information and data submltted by the manufacturer the Agency will be
able to determine if the proposed changes submitted in a Comparabthty Protocol
will reduce the reporting and/or review requirements vis- 3-vis the same changes
submitted via an Agency acceptable fllmg that Iacks a comparagblhty protocol "

“Line 20-24, Footnote 2 The general term product" as used in The Draft Guzdance means drug
substance, drug product mtermedxate, or 1n-p1'ocess materIaI as approprmte

and

Line 217-221 Specific examples Qf changes that may be dxfﬁcult to ]ustxjjl under a comparalnhty protoco]
can include: A change in the drug substance or drug product

specifications. -

and oo

Line 420-422 In general, the drug substance and drug product speqﬁcatzon WouId be 1dentzca1 to that in
the approved application. .

Comment 3: The definition of ‘product’ in footnote 2 of The Draft Guldance ‘makes. reference to in- process
material. Line 217-221 mdlcates that it may be difficult to ]ustlf'y a change in drug product spec,lﬁcatlons undera
comparablhty protocol. Line 420- -472 also indicates that, in general drug product spec1ﬁcatlons should remain
unchanged. We recommend that ‘The Draft Guidance allow for 1ncreased ﬂex1b111ty by removing in-process
material from the definition of "product." In certain instances 2 change to an in-process control can be justified,
provided that approved finished product spec1f1cat10ns are met. When a process change is proposed, a
comparability protocol may still be appropriate if there isa cha.nge in the in- process controls, as long as finished
drug substance and/or drug product spec1ﬁcatlons continue ‘to be met For example, a change to the
manufacturing process for a tablet should be submitted under a comparablhty protocol even if the in-process
" hardness range changes - prov1ded that all release spemﬁcatlons (mcludmg dissolution) are ‘met.’
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This reviewer dlsagrees with the commenters proposal because, for

*dlscontmuous processes “an’in- process matertal produced by some step, is the

product of that step in the process.

However, a comparability protocol is not appropriate for the product of every
process step or, for that matter, every intermediate produced by the process.

To clarify the appropriate usage of the term “product” as it applies to this

guidance, this reviewer would recommending the followmg changes to Footnote 2:

“2 The general term product as used in this guidance means drug substance, drug product, intermediate, or
in-process material, as appropriate. In general ‘the ‘Use of the term * product” for an
intermediate or an in-process ‘material 'should’ be restrrcted to: )
a. intermediates and in-process materials that i) are lsolated from the process

and ii) may be held for extended periods of trme before being remtroduced into
the process in a subsequent process step, or ~
b. intermediates i) purchased from or ii) supphed by a facility other than the
facility used to manufacture the final product produced by the ! process.”
Further, this reviewer finds that the text after thetcommentersmvﬁrecc mmendation
to remove “in- process material” from the deﬂmtnon f |
the issue raised and, at best, should be completely discounted.

“Line 255-259 Furthermore, an applicant who is using an approved compambdxty protocol to 1mp1ement
post-approval CMC changes must assess the gﬁ"ect of the changes on the identity, strength, quality,

purity, and potency qf the product as these factors reIate to the safety or*eﬂicacy qf tbe product pnor to

distributing product made wzth the cbange

Comment 4: The sentence should be deleted as it appears to be unnecessary and does not provtde addmonal N

information onhow a cornparablllty protocol can be submltted Furthermore it 1s redundant w1th Lme 97 99

This reviewer disagrees.

First, the two cited texts (Lines 97-99 and Lines 255 259) address dn‘ferent
issues and, therefore, neither is redundant. . \

Second, this reviewer finds that the Draft’s text |

Third, much of the text in “IV. PROCEDURES FOR COMPARABILITY PROTOCOLS )

A. How Should a Comparability Protocol Be Submiited?” (Lm) 5?@9) does’ otlprowde

“how” information (as with the cited text [Lines 255- 259] most of the other
information in the section is. also “what” mformatlon) but the commenters did not
object to that text (Lines ; 242- 255)

Based on all of the precedmg, this reviewer‘ would, with some modification,
again recommend retaining the cited text. '

This reviewer suggests the followmg modified text

“Furthermore, an applicant who is using an approved comparabﬂlty protocol to lmplement post-approval =

CMC changes must assess the effect of the changes on the identity, strength, quality (i ncludmg, but
not limited to, the batch unlformlty of the active or actives and actlve release [or,
for in-process materials, a valid surrogate for said” reiease] for in- process drug
product materials and the drug products and, for drug substances, the key physical
properties for intermediates and the “commercial” drug substance) purity, and
potency of the product as these factors relate to. the safety or efﬁcacy of the product prlor to distributing
product made with the change. (Section 506A(b) of the act. )

L
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"Llne 276-278 In certain mstances, ‘the tests and stud1es speczﬁed inan approved
comparability protoco] can lead. to an unpredxcted or unwanted outcome ( e.g., test results do not meet
predefined acceptance criteria).

Comment 5: Lines 276-278 lndlcate that the applicant can elect not to 1mplement the change in an approved
comparability protocol Further guldance is needed on how the applicant can notify The Agency of its intent not to
proceed with the proposed change inan approved comparablhty protocol supplement Should notxﬁcatxon to The

Agency be made through a written correspondence Intent to Wlthdravv letter AnnuaI Report ete.?”

“Line 319 V. Content qf a Comparabxhty ProtocoI

Comment 6: Section V describes the basm elements of a comparablhty protocol However Tbe quft Guzdance
does not mdlcate that the apphcant should submlt a t]mehne for lmplementatlon of the Change The Agency
should confirm that once approved the cnange described in a comparaomty protoc(n u)uLd be unplememcd at

the applicant's discretion (with no limit on t1m1ng)

While this reviewer agrees with the commenters’, ob ervatlon about th
timeline,h e does not agree that no limit should be pla i
an approved comparability protocol.

If firms cannot prOJect when, if ever, an approved comparablhty protocol will be
implemented, the Agency may end up wasting precious rev:ew tlme on comparablllty
protocols that the sponsor has no intention_of lmplementlng - ’

To guard against this waste of Agency resources, this reviewer would propose

%lack ofa
on the |mplem ntatlon of

.each approved comparablhty protocol, lee any other “product" ”should have a deﬂned

expiration date. (
To guard against |mplementat|on delays caused by unforeseeable events, the
guidance should provide an expnratlon extension mechanism to handle such cases.

“Line 345-349 A list should be mcluded of the specific tests (e.g., release, m—process) and studies (e.g.,
characterization, stabx]zty, removal of impurities, Iaboratory-scale ‘adventitious agent removal or
inactivation) you will perform to assess the effect qf the cbange on the drug substance, drug product,
and/or, if appropriate, the intermediate, m—process matenal or component (e g , contamer ‘closure
system) directly affected by the change. s ‘

VComment 7: We recornm»end,de;epng the phrase at the end of the isent"enceh;'directly affected by the change,"

since this is redundant with "effect of the change" in that same sentence, "

This reviewer agrees with the commenters’ recommendation. 7
However, o address all areas, this rev:ewer would recommend changmg the
text to read: | > .
“A list should be mcluded of the specmc tests (e g “in- Comlng acceptance for use, in- process '
material acceptance for use, batch acceptance and release for distribution, stability,
investigation of unexpected outcomes)and studies (e. g characterization, stability, removal of
impurities, laboratory-scale adventmous agent ‘removal or inactivation, optimization, response-
surface mapping, minimum capabnhty) you will perform to assess the effect of the change on the
drug substance, drug product, and/or, if appropriate, the intermediate, in- process ‘material, or

component (e g..C ontamer closure system)d-weet-ly—a#feeted%y—the—ehénge.”




. |mprove the sentence:

A REVIEW OF FORMAL COMMENTS To PUBLIC DuCKET 03D-0061

e s B

~ “Line 359-361 Retained samples qf precbange materzal can be used for comparxson, provrded there isno

srgngﬁcant changé in material on starage (e g , IeveI of degradants mcreasmg over time).

Comment 8: We recommend changmg the word degradants to degradatlon products "

This reviewer does not agree with the commenters recommendatxon because
the example does not address other critical variable facfors that dependlng upon the
nature of the material, may change over t|me ' '

To correct that deficiency, this reviewer suggests revrsmg the text to read:
“Retained samples of prechange material can be used for companson, provnded there is no significant

change in material on storage (eg——level—ef—degﬁadants—mereasmg—evee-ame i.e., a measurable
change in any controlled physical [e.g., density, flow, segregat«on of components,
morphic form, refractive index] or chemncalvarlable [e.g., maisture, impurity level,
degree of ohgomenzatlon] ‘which the sponsor has determined to have an adverseﬂ, ,
impact on the material or its usage in the process) -

“Line 367-368 A comparablbty protocol should mclude a plan for the stabxhty studres tbat w111 be
performed to demonstrate the equivalence of pre- and post-cban ge product

Comment 9: The statement mdxcates that a comparability protocol should mclude a plan for stabllxty studies to \
demonstrate the equlvalence of pre- and [ post- change material. ' We recommend that The Draft Guidance allow
for increased ﬂe)ublhty by prefacmg the statement with the phrase 1f approprlate, since some proposed changes

may not warrant the perforrnance of stabﬂlty studies.”

While this reviewer agrees with the commenters some proposed changes may not

" ‘warrant the performance of stability studies,” this reVIewer does not agree w1th the non specific

“if appropriate” prefacing clause.

Because hustorlcaHy seemmgty minor process changes have led to unintended
stability losses in more than one instance, this reviewer would propose the following:
“Unless the sponsor has and submits documenfed evidence ‘that no combination of

the permissible ranges for the variable factors in th,dc hanges proposed can
adversely affect the stablhty of the product a comparabnhty protocol should include a plan
for the stab;hty studies that will be performed to demonstrate the équivalence of pre and post-change
product.”

“Line 385- 387 Analytical procedures would be cbosen capable qf detectmg new 1mpur1t1es or otber
changes in a product tbat can resultfrom tbe cbange ’

Comment 10: For added clarlty, we recommend that the sentence be modJﬁed as follows If apphcable
analytical procedures should be capabfe of detectmg new impurities or other changesina product that can result

from the change.’ o

This reviewer d|sagree$ with JEhe COmmenters proposed change for Severalh SRR

reasons.

First, as written, the unmodified sentence is not Ioglcal

Second, the proposed modifying’ phrase “if appllcable is semantically too
subjective.

To address both |ssues this rewewer recommends the followung revnsmn to
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“The analytical procedures chosen should be capable of detectmg new |mpur|tles or other
variable factor changes that may be caused by the changes ‘proposed.”

When the sponsor has documented evidence that, for the changes in the
process, there are no adverse changes in the vanable propertles of: a) the defined in-
process materials or b) the drug product mcludmg the nature of the impurities
present, that evidence establishes ‘compliance with the preceding request.

In all other cases, the documented evrdence serves. to establlsh the level of

validity required in the Draft.
Therefore, no “exceptlon or “deC|S|on” modlfler |s needed

“Line 392-393 In this sztuatwn, submlssxon qf results for pre- and postchan ge products usmg both tbe old
and new analytical procedures may be warranted

Comment 11: This statement seems to mdlcate that an, assessment should be made usmg both the old and new
methods. We recommend that The Dra Guxdan lncreased ﬂex1b1hty by deletlng the references to
the use of old and new methods. “We récom modlfyxng the sentence as follows: ‘In this situation,

submission of results for pre- and pOStchange products usmg the analytlcal procedures suitable for the mtended

purpose (i.e., monitoring new process 1mpur1t1es) may ‘be warranted.”’

This reviewer disagrees because the text clearly addresses a very real situation
— the original (old) method used to test the pre- -change product does not resolve the
“new” impurity or |mpur|tles ‘(discovered in the post Change product using a new
method that does resolve said “new” |mpur|ty or lmpurrtues) from the other
components in the pre- change product)

In such cases, in addition to comparing the results from testing the pre-change
samples tested using the “old” method to the results from the post-change method
using the “new” method, the sponsor should also test the pre-change product with the
“new” method and compare the results obtained to a) those obtained when the pre-
change product was tested with the “old" rnethod as well as b) those obtamed when \
the post-change was tested with the “new” method .

When the comparisons outlined are made there are two srgmfrcant adverse
outcomes that may need to be addressed.

The first significant adverse outcome would be flndlng that the “new” i'mpur'ity '
is actually present in the pre change product and thus not “new” —at a minimum, this
may indicate a significant defrcrency in the sponsor s existing analytlcal methodology

The second srgnlfrcant adverse outcome would be finding that there are
significant relative level differences in the. “old” lmpuntles between the pre- change
samples tested by the “old" method and the pre change samples tested by the “new”
method.

Given the precedlng risks, this reviewer can see ‘why the commenters are
seeking to change the Draft to eliminate the. guldances recommendatlon for such
testing.

However, the preceding possibilities are the reasons that the commenters
proposed change should not be made. ‘

Instead, this reviewer would recommend the followmg text:

“For example, revised or new analytrcal procedures can be called for fo monitor the removal of a new
process impurity generated by a new manufacturmg process In this situation, submission of results for
pre- prechange and postchange products usmg both the old ana new analytrcal procedures may be
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warranted. Ata minimum, the followmg compans y‘ns should be made approprlately

reported, and their import determined: \

a. Results from the testing of the prechange product with the prechange method
to the results from the testing of the prechange product w1th the postchange
method to prechange product }

b. Resuits from the testmg of the prechange product w1th the postchange method
to the results from the testing of the postchange product with the postchange
method.”

A report summarizing the findings of the comparlsons made and statmg their
import should be issued.”

“Line 406-410 However, if these ana]ytzcal procedures are speaﬁed in and prov1ded as part qf a
comparability protocol, any neW or revised ana1yt1ca1 procedures and as appropnate, “results from
validation or qualgzcatwn stuazes Jor any moayzea proceaure would De pruwueu when a Puot-ul)l.uuvuI
CMC change implemented usin g the approved comparaluf ity protocoI is reported to FDA. )

Comment 12: For added clarity, we recommend that the sentence be modw:ed as follows However if analytlcal L
procedures (new or revised) are specified in and provided as part ofa comparablhty protocol then the results
from validation or qualification of the procedures should be provided when a post- approval CMC change

implemented using the approved comparability protocol is reported to FDA "

To improve readmg ease, this rewewer suggests that the flrst sentence be
revised as follows:

“When: a) these analytical procedures are specified in and provrded as part of a comparability protocol
and b) a postapproval CMC change implemented using the approved comparab|llty
protocol is reported to FDA, the sponsor should provide the following in that report:
» Any new or revised analytical procedures and,

e The results and data, if any, from the validation or verification studies for any new or
modified procedure”

“Lme 506-511 We recommend tbat the effect qf the cIiange on downstream processes be exammed

Downstream processes such as purgﬁcatmn steps can be affected by Ingber product erIds or sblfts in
impurity prqf' iles when upstream processes are modrﬁed “For examp]e, adventitious agent “removal or
inactivation may have to be ‘reassessed for processes mvolvmg matenaIs or reagents ‘derived from a
biological source. A comparabzhty protoco] would d1scuss bow to ensure tbat the entn'e manufacturmg
process is adequately controIIed : e '

Comment 13: The discussion on_ downstream _processing appears to contrachct a basic prermse of BACPACI
which is that impact of changes can be adequately assessed at the first sultably controlled mtermechate followmg

the change. We request that The Agency addresses thls apparent mcon31stency

This reviewer agrees that this Draft and BACPACNIa re not in agreement here.

However, this reviewer would recommend that the revnewer S ‘proposed changes
(in the introductory text concerning conflicts between a ! current” guudance and a prlor
guidance) should be used as the Agency’s ba5|s for addressmg thls apparentmcon51stency

“Line 517-519 We recommend a statement 1s ncIude

,Vahdated to mactxvate and (remove 1mpur1t1es ‘or contammants, szI (be revahdated for the new

productxon process, gf appropnate
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Comment 14: The sentence appears to be mcomplete and we recommend that it be modlﬁed as follows “‘We.
recommend a statement be mcluded that controls, including those that have been vahdated to momtor the .
inactivation and removal of 1mpurmes orc ontammants will be revahdated for the new productlon process, if

appropnate. "

This reviewer does "t“ag’re”e with the cormmenters’ pr“bp‘bé*éa‘friad‘iﬁéa”tion.

Instead, this rewewer Nuu!d recommendxchancmc the Draft to:

inactivate and remove lmpurmes or contaminants, will be Fevahdated validated for the new productlon
process;i-fa-ppropriate for both drug substances and drug products to at Ieast the extent
required by CGMP as set forth in the 21 CFR 211 110 "

“Line 552-553 Cofiip&iabilit_)} ﬁi‘otéco]s may be most useful if applicants are planning to change to
equipment with a different operatmg prmapal ' T S ' N

Comment 15 To correct a minor grammatxcal error, we recommend that the word prmc1pal be changed to
prmmple )

This reviewer agrees with the commenters recommendatlon

169



[Note: The oraglnai comments are quoted in a Condensed font (Ptrpctua) the quotesJ
directly from the draft guxdance are quoted ina styi ized font (Lydlan) and, in general, this
reviewer’s text and comments are ina publishers font (News Gothzc MT) to make it easier
for the reader to dn’t‘erew ate the “speaker”‘m the various text passages that follow.

- When addressing comments made in a tabular format, this reviewer will (10 the extent
requlred) preserve the commenter’s format and, in genere! appropnate!y place the
reviewer's remarks after those of the commenter}

Because the commenter submitted an augmented versnon of the commenter s

drafts as a formal comment (“C 01", thls revnewer d:d not need 1o revnew ‘these two
draft responses. ’ «t« EREE L
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[Note: The original comments are quoted in a condensed font (i’cr sctua), the quotes
directly from the draft guidance are quoted in a stylized font (Lydian) and, in general this
reviewer’s text and comments areina pubhshers font (News Gothlc MT) to make it easier
for the reader 1o differentxate the “speaker in the various text passages that follow.
When addressmg comments made in a tabular format this reviewer will (to the extent
requlred) preserve the commenters’ format and in genera% appropr;ate!y piace the ]
reviewer’s remarks after those of the commenters } ‘

This commenter’s Q\nly comment is:

Se Cti on » Comm ent R Py s j%;v:“*“/ T R T R )
1. General | Would it not be approprxate to mention’ BACPAC Tat line 142? T e e e
Comments

This reviewer agrees that BACPAC | is a guudance that shou|d be
mentloned |n the Ilstlng of pertment gwdances '

S R P A N R

End Of Review Of Comments

To Public Docket 03D-0061,
“Draft Guidance_ for |ndustry on Comparablllty Protocols—
Chemistry, Manufacturing and Controls (CMC) Informatlon
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