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Room 1061
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Re: Draft Guidance for Industry on Comparablllty Protocols—-—Chemlstry,
Manufacturing, and Controls Information [Docket No. 03D- 0061 68”Federa|”
Register, 8772-8773, February 25 2003]

To Public Docket: 03D-00061:

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

Hopefully, these comments, contained in the pages that follow, will help the
Agency to issue guidance that, in a few instances, the proposed Draft Guidance,

fully complies with the FDC Act’s requirements for CGMP and the requisite”

adherence thereto that is requnred of drug product manufacturers with respect to
the requirement minimums set forth in the applicable CGMP regulations.

Finally, these comments are desngned where p0551ble to assist in speeding
the overall submission review process.

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

Respectfully,
U/Zéa c@ evlewen

Os.D”OOG/ ) ,L_:fme3/
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Introductory Comments

Having read the comments submitted by other commenters as well as those
submitted by F.A.M.E. SYSTEMS, this reviewer finds that some seem to have a
misunderstanding of the scope of current good manufacturing practice (CGMP [also
abbreviated by some as “ ¢cGMP”]) as it applies to drugs and drug products

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

Time and time, | read some proposed item is a “GMP” issue that need not be |
included in the Comparability Protocols submitted with respect to Chemlstry,
Manufacturing and Controls (“CMC”") mformatlon requested therein because it is a
“GMP” issue.

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

These same commenters also seem to forget ‘that it is ‘improper for a
comparability protocol evaluator to recommend any protocol that said reviewer does
not know conforms to the requrrements of CGMP - because to do so could risk that

reviewer’s recommending such a protocol that produces adulterated drug product.”

Given the requirement that each comparabrhty protocol must prowde proof that
the protocol’s proposals comply with all regulatory requ1rements and the law,

including the CGMP requwements of the FDC Act as well as those legally bmdmg
requirement minimums set forth in 21 Code of Federal Regulations (“CFR™) 210 (and

21 CFR 211 as well as the requirements set forth in the other apphcable sections of
21 CFR Title 9, a CMC comparability protocol should be required to provide proof (a
statement supported by documented evidence) of compliance with all CGMP
requirement minimums as well as, if it does, those areas where the submitter’s

systems exceed the requirement minimums of the CGMP regulatlons (21 CFR Parts

210 through 226) governing drugs and the manufacture processmg, packlng, and
holding of drugs including the concomitant packaging, labeling, testing and quality
control operations.

Finally, were the United States Food and Drug Administration (“FDA") to
continue to propose guidance that permits ‘proof of less than the CGMP minimums,
the Agency, and those publishing such, would be guilty of subverting the regulatory
process and, perhaps, subject to pros“e‘c‘ution under the sections appertaining thereto
in the FDC Act. o o

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

- Moreover, though firms continually point to the FDA as the controllmg authority
over thelr activities, that Supreme Court decision found that no firm can validly use
the FDA'’s failure to enforce any clear regulatory requlrement as a defense in any Iegal
proceeding where the firm has not complied with any clear regulatory reqwrement

Because the CGMP regulations set forth clear requirement minimums, any firm

that submits a comparability protocol that does not provide proof that their proposed
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systems comply with all of the requlrement m/n/mums estabhshed therem IS knowmgly
submitting a deficient submission.

Regardless of the guidance lssued by the’ Agency, when |t fmds that a flrm has
knowingly submitted a deficient comparablhty protocol the FDA should reject that
protocol for cause and only resume their review thereof when the firm has corrected
all deficiencies, and submitted a non-deficient protocol that contains a certification
that that comparability now comphes thh all regulatory requlrement minimums.

In that regard, this reviewer would suggest that the FDA reqwre “for each new
drug and abbreviated new drug apphcatlon the top management of the firm to sign,
under penalty of law, a certification that the product and processes:

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

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

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

REVIEW AND ASSESSMENT OF INDIVIDUAL COMMENTS

Unless a specific science-based, regulatlon based or other issue (for example
a grammatical, spelling or word order error) is raised concerning a glven comment in

this review of the formal comments to FDA Docket 03%“0061 (that were available =

electronically or by other’ means to this revnewer as of 18 ‘October 2003), the
commenting firm’s or individual’s comments are, in general not opposed by this
reviewer. [Note: The comments, labeled “C-10,” from the American Dental Association were
not reviewed because they were not available electronically from the Public Dockets Web
site.]

Also, the review order chosen by this reviewer is descending (based on the
comment number (“C-nn") assigned to the commenters by the Agency).

Following the review of the formal comments, the electronic comments (“E-nn")
submitted by those that did not provide formal comment are also reviewed.
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Active Pharmaceutlcal Ingredlents Comm:ttee s (CEFIC/Af’IC’s) Submrss:on R

Dated 2 June, 2003, To Public dock 1 03D-0061:" “C- 1“4*"

[Note: The original comments are quoted in a condensed font (Pcrpctua) the quotes
directly from the draft cu danoe are quoted ina styhzed font (Lydlan} and this reviewer’s
text and comments are in e pubhshers font (News Gothic MT} to make it easier for the
reader to differentiate the “speaker” i the various text passages that fol %ow }

The commenters begm by statmg, “... CEFIC/APIC does not find it useful to comment n

detail on this draft Guidance, because the key problem on the submlssmn of changes ];y dedicated APT
manufacturers (DMF holders) should be solved first. Current]y DMF holders. are completely dependent on their
(often many) customers’ willingness to submit supplements / comparablhty protocols for thelr (A)NDAs in

which the DMF is referenced. This wﬂhngness is mvanably very low.”

To a large extent, this reviewer agrees wnth the commenters’ lament on the
current status for DMF holders who are not also the manufacturers of the drug
products made from their drug substances.

However, the draft Guidance provides the DMF/VMF holder with a means to
propose and memorialize their changes both to ensure that the changes proposed are
not being proposed to reduce any aspect of the quality of their drug substances and
to provide the evndence needed to support the valldrty of those changes when their
next inspection occurs.

Moreover, it does the preceding wnthout addmg the burden to elther the Agency
or the DMF/VMF holder to undergo an approval process that, for processes that the
Agency has agreed to treat as “trade secrets,” could, as it currently exists, present
risks that the “trade secret” status could be lrrevocably breached - a highly
undesirable outcome.

However, because a DMF/VMF is tied to the accepted site, movmg the process/ o

from one site to another snte a) revokes the approval status for the product produced

at the new site and b) requires the current DMF/VMF holder to file a new DMF/VME ™™ "~

and have one of their customers file a supplement referencing the new DMF/VMF file
number to trigger the Agency’s review and acceptance mechanisms for the new
DMF/VMF file.

As with most things, the preceding is just one of the trade offs that a DMF/VMF‘

holder and the Agency must make to preserve the legal trade-secret status of a DMF
or VMF. ~
Moreover, because products covered by a DMF or VMF are “trade secret”

products, the general mechanism by which the DMF/VMF “holder notifies its =~

customers IS a contractual one between the parttes

oo

the trade secret status of the entire information fl!e

When notified by the DMF/VMF holder” that DMF/\/MF holder s process Chas

changed, the drug product manufacturer (the party dlrectly accountable to the public)
has the responsibility for addressing the issues of: a) component comparablhty and b)
process change not only mterna”y but, to the extent ‘they change thelr currently

approved or hcensed flllngs with the Agency L
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- Since this is the case, it is the drug product manufacturer that bears the direct
responsibility for ‘obtaining Agency approval of the drug product process changes,
should any be warranted, that the DMF/VMF holder’s change has precipitated.

Thus, when the drug product manufacturer finds that the DMF/VMF hoider's

changes do not preCIpltate any change in: a) the approved or Ilcensed manufactunng
process for the drug product or b) the drug product manufacturers filing
requirements, there is no need for the drug product manufacturer to file any

comparability protocol.

When the FDA next lnspects (inan on- sute audlts) the DMF/VMF holdver the FDA"{
justify the accepted site’s changes (mcludmg any “and all personne! equlpment
method, control, SOP, work’ lnstructlon or other change that the holder has made), if
any, that the holder has made since their last inspection.

The commenters continue with, “What the API mdustry needs is a post approval change
authorization system that will grant authorization o ‘implement the change to the AP manufacturer itself instead
of to its many customers. Within the current system the use of comparab1hty protocols will almost always be out

of reach for the API manufacturmg mdustry sector.’

This reviewer does not agree with the commenters remarks because lf what
they say is what they want they can flle NDAs or ANDAs for thelr drug substances and
fully disclose their processes. -

The choice of filing route has been and stlll is the ch0|ce of the manufacturer of
the drug substance (active mgredlent or component)

The cumbersome process change mechariisms’ ‘burden, imposed by electing to
pursue a DMF/VMF filing rather than an NDA, ANDA NADA o
with the “trade secret” advantage that a DMF or VMF flhng provudes

These commenters then state "CEFIC/APIC pohtely requests further efforts to be taken by
FDA to resolve this problern for our mdustry Furthermore we hope for a certain rehef in relation to this i issue.

to be obtained from the currently running FDA’s CMC Risk Based Review project.”

This reviewer would again suggest that the commenters cease looking the
proverbial “gift horse in the mouth.”

As this reviewer suggests the DMF/VMF holders should be helplng the Agency‘ o

finalize this draft into a final guidance that ‘the DMF/VN?“hoIders can then use as a
template for modeling and memonallzmg the changes they make to their processes.

Then these holders can use their guidance- -compliant comparablhty protocols
and reports (that they would submit in their next annual report) to: a) support those
changes when they are next inspected and b) ensure that their post-change product is
comparable to the pre- change product that: i) the Agency has “accepted" as being
safe and CGMP compllant and u) the customers have been recelvmg

or ANADA filing, comes =~
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PhRMA's Siibmission, Dated July

[Note The original comments are quoted in a Condensed font (P(r)(tua} the quotes
directly from the draft guidance are quoted ina sty ized font (Lyduan) and, in general, this
reviewer’s text and comments are in a publ fshers font (News Gothic 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 (fo the extent
requared) preserve the commenters’ format and, in general, appropnately place the
reviewer’s remarks after those of the commenter.]
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With respect to the mtruuuetury comments, piease consider mg

As the commenters say, “The Pharmaceuhcal Research and Manufacturers of Amerlca (PhRMA)
represents the country’s leadmg research-based pharmaceuncal and blotechnology companies ... The
comparability protocol represents a potentially useful mechanism to reduce the regulatory burden for sponsors;
however, we conclude that its usefulness can be enhanced ‘through the suggestlons and revisions detailed in the
attachment. In addition, the following general observations highlight major areas where the usefulness of the /

gmdance may be enhanced.

“1. The scope of a comparalnhty protocol as currently descnbed in the draft gulclance is took T

narrow.

The guidance suggests that a comparability protocol can ‘describe a smgle or mulnple relatecl changes Jbut

that each change be discrete and specific. If we are to make a mgmﬁcant enhancement o the regulatory
process, the scope of the use of comparability protocols must be made wider.”

This reviewer finds that the commenters’ implicit proposal is that they want
protocols to be allowed to be non-dlscrete and non-spec:ﬂc'

Moreover, though they state that the proposed gurdance represents apotentlally
useful mechanism to reduce the regulatory burden’ for sponsors,” they seek a stgmflcant
enhancement of the regulatory process’ ’ that, as the following will demonstrate subverts
that process.

“Specifically, the protocols should be made apphcable to any change in'an entire process ‘suchas synthesxs i
or purification of a drug substance or a process change anywhere in the manufacture of a drug product.”

This reviewer finds this comment to be dtsmgenuous

This is the case because the draf’c text cloes, ‘except for appllcatlons for protem
products,” address “any change in an entire process” for most drug substances'and “a
process change anywhere in the manufacture of a drug product” except for pr otein products.

“The key to allowing use of a comparability protocol in such mrcumstances is the avallablllty of sufficient
manufacturing science data to demonstrate adequate understandmg of the substance and product in the

light of the proposed changes

This reviewer could not agree more with what this statement says.

Unfortunately, the reality that this reVIewer has seen and that the industry
has proposed time and time ~again (e g thelr recent PQRI ‘recommendation’
concerning blend umform|ty assessmeht and in- process testing for tablet and
related products) is that the industry only talks a good game.

The sampling and test plans that they propose and/or use in that
‘recommendation’ and elsewhere are not scientifically sound and do not provide
“sufficient manufacturing science data. "
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For example, pharmaceutlcal manufacturmg flrms ‘

1. Improperly use sampling plans that sample one plus the square root of the
number of containers for incoming materials,

2. Fail to adequately assess in- -process unlforml‘cy at each stage of the
requirements established for the product produced

3. Sample 10’s of units from’ batches where 100’s need to be sampled to meet
even the mlnlmums needed for 95.9, conﬂdent decrsron making (ANS1Z1.9
or ISO 3951),

4. Use specifications that are not scnentlflcally sound and have no Justlflcatlon

beyond they are “compendial specifications that are lntended for and arew

ONLY valid for the product in commerce - not for the release thereof ‘and/or

5. When they are drug product manufacturers, deliberately ignore the CGMP =~

requirement to use statistical process control for batch acceptance (21 CFR

211.165(d)).

Thus, these firms fail to provide sufficient data much less the batch- and
process- representative data on all factors that may affect the process and/or
product.

“Do we understand the critical process parameters and controls necessary to make the substance or
P P Ty
product?”

Based on the preceding, the answer is, in most cases, a resoundmg NO - the
industry does not truly understand what the critical process parameters and controls
are to reliably manufacture CGMP—comleant batches of the drug substance or the drug
product.

If they truly did, there would be no recalls for the fallure ofany ofthese to mesttheir

post-release United States Pharmacopela (“’USF”) reqwrements
As all know, this is’ not the case., L o

“Do we understand how robust the substance or product is in the face of changes?

Based on the failure to collect suffrcrent data on the orlgmal process and the
factors that affect it as ‘well as the’ recalls that continue to occur;the answer is
again NO.

“If these data are avaﬂable then more comprehenswe changes to the manufacture and control of drug
substance and drug product should be allowecf usmg a compa.rabﬂlty protocol

Based on this reviewer’s knowledge, the preceding statement should have
begun with “Ifthese data were available.”

This is the case because the manufacturers do not collect sufflclentkbatch o

representative data at each step in thelr ‘processes for all variables ’that"may or

do affect the control of their processes or the quality of their products for their

initial batches much less sufficient data to truly descrlbe their processes (which
would require the collection of this data for each varlable factor that may affect
process control or product quality for 10 sto 100 s of batches over a significant
period of tlme) , L ~
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“Furthermore, if such knowledge is available, all changes made under a comparablhty protocol shoulcldl)e h
made us1ng an annual’ report rather than the ‘one category Tower” proposed in tlie gufdance We & "
acknowledge that the guldance indicates a reduction of more than one category is possfble in some’

circumstances’.)”

Again, based on this reviewer’s knowledge the precedlng statement shouldw

have begun with “If these data were available.”

The commenters’ statement is, for the reasons stated’ prewously, more’

wishful thinking.

“This would be a more sc1ence and risk-based approach consistent Wlth the mtegrated quahty systemq »

being discussed as part of the’ Qualxty for the 21* Century initiative.’

The preceding comment remmds this revnewer of a song that contams the
same refrain “This would be ...” =~

The commenters’ statement sounds good but is lacking in substance and at

odds with reality.

e SR e 35

Additional details should be provxded about comparalnllty protocols mdluﬁeff in an
original submission. ’ )\
While we agree that comparability protocols may be quite useful in an initial submission, several questlons

surrounding their use in that manner need to be addressed i in the guldance For example w1ll thelr use

Tl A Bt S Sa W

lengthen the review time? When and how should” the rev1ewer be alerted to the ex1stence “ofa

comparability protocol in an initial submission?”

This reviewer thinks that the CMC lnformatron guidance is the place that the‘w

SR

issues raised should be addressed it they have not already been adequately”

addressed therein. \
This guidance is not the place for addressing the issues the commenters
raise here.

The guidance should include a list of exaniples“ofchaﬁges‘tlla‘t might‘t;é’“g”de candidates =~

for comparability protocols

Examples would ensure greater understandmg of the entlre concept of comparabfhty protocols as well as T

identify specific changes for consideration.”

This reviewer agrees but would suggest that the mdustry propose le
examples and changés that, based on CGMP and the compamon

nded .
It N

Information draft guidance, the mdustry feels should be mcluded in such a |lSt« \

Step down reporting can be enhanced.
The draft guidance states that a comparab111ty protocol typmally allows the reportmg “of changes one)
category lower than normally would be the case.

As noted above, we maintain that the guidance should more approprlately emphasme conSIderatlon of

product/process complexity, robustness and capability in "determination of smgle ‘versus multlplek )

reportlng category reductlons

This reviewer does not agree because the key to any reduction’ should be that

the submitting firm must have:

_A. A scientifically sound and approprlate body of knowledge mcludmg batdh

representative data for each step in the process ‘that clearly demonstratesw

7
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“6.Jf tests and studies approv’ed in a comparability pi'o‘t”ocol do not meet ﬁreﬂéﬁﬁedb T
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. that the firm has studied each varlable that may affect the process or the
product in its currently approved state ‘ ,
B. Established adequate monitoring and acceptance controls on each variable,

including those for each component used, that has been found to affect the

process or the product

uses (for incoming acceptance in-process release and product release) and

D. Collected substantiating process representative data from an approprlate” B
number of appropriate scale batches that establishes that the proposed =
change does not adversely affect the product = drug substance or ‘drug

product ~ in any manner whatsoever.

"C. Established sc:entlﬂcally sound justifications’ “for each specification that it =~

Since most firms do not have what they so obwously should with respectto

one or more of the precedmg, it is difficult for this reviewer to support even the

reductions proposed in this guidance much less more than what the draft’

proposes

N OGSkl s 0 - 4

“Thus, the overall process should be a major'corimdera\tlonﬂzfﬁ addition to the chfng&des?:nﬁéd in kﬁle

comparablhty protocol to help the Agency ‘determine whether a proposed reportmg category is

appropnate

This reviewer almost agrees with the commenter’s statement |f only they
had said, “the degree of characterization of the overaH process “
This is the critical consideration.

IF the firm submits a process-represem‘at/ve body of data that clearly ‘

Agency should consider the proposal in light of the current and supportlng data,
and make an appropriate determination.

The submission, review, and approval of comparability protocols in DMFs ¥ requlre greater
clarity.

“establishes that the firm truly understands their processes, adequately controls
all of the factors that affects that process, producesz a CGMP-compliant product,
‘and operates in a manner that demonstrates full CGMP’ compliance, THEN the o

As DMFs have not been sub]ect to approvals, will the Agency begin | treatlng DMFS (or parts of DMFS)" o )

differently?

How will a DMF holder and all authorized users know when a comparablhty protocol has been rev1ewed \

and approved by the Agency?

Though the preceding questlons can only be answered by ‘the ngncy, thlsw

reviewer would note that the notification of other than the DMF holder is an

activity that the Agency should not engage in because this would bea vnolatlon of

the trade secrete nature of the DMF.

Currently, this matter is a contractual one between the DMF holder and the* o

firms that purchase components from that firm.

acceptance criteria, the guldance should allow for reportmg categorles other than PAS ”

In general, this reviewer cannot agree
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Such findings should be and are a clear “red flag” that indicates that the frrm
submitting the protocol doés NOT adequately understand their processes ‘

As such, these failures should not only trigger the need for a PAS but also
trigger CGMP compliance concerns because |t casts doubt on the body of data'
supporting the original submission.

“There should be some allowance for d‘iscu‘ssionfvwith‘ the FDA reviewer to de‘té‘rmfyiine if the missed
acceptance criteria are of so little consequence that the original proposed reporting category is still
appropriate "

This reviewer does not agree.

It should not be left up to reviewers to guess whether or not missing
acceptance criteria are of “x” degree of consequence - they do not know the

process and cannot, from the limited testing in the protocol studies, know the
long-term consequences of the failure to meet submitter’s acceptance criteria.

Obviously, the submitters thought the acceptance criteria were important or
they would not have set them where they did.

In support of the precedlng, this reviewer will offer the followmg example

A firm manufacturing a drug substance proposed to change their process by”
eliminating a filtration step based on the fact that the drug product still met the
USP criteria for that drug substance.

However, to do so, they had to exceed their current acceptance criterion (“<
0.x %") for “salt” in the drug product.

The Agency was convmced to ignore this mmor excurswn because lt was only
a small change.

Unfortunately, that small change significantly affected the long-term stability
of that drug substance and the drug products made from it increased the level of
exposure of the public to the decomposition products generated, Iead the firm to
ignore “concordance” stability failures and projected failures on the drug
substance until the USP could he persuaded to drop those tests.’

The firm was forced to reduce the stability dating period on the drug
substances and the drug products made sald drug substances from five years to
two years. .

The result was that the negative impacts of that drug substance on the publlc
were greatly increased and, in some cases, unacceptable batches (as the Agency

subsequently detected for a few batches) were used to manufacture drug N

products that were distributed.

All because of a small change. ‘

From this reviewer’s viewpoint, any change that has any observable,
reproducible adverse effect, regardless of its apparent magnitude, on any of the
approved specifications should be rejected.

Changes should improve the quality or, at a minimum, maintain the current
level of quality for the drug substance or drug product covered by the protocol.

“Also, allowance should be inade yfor using the reporting category that would ﬁérihéilﬁ"ipply for the
change (in the absence ofa comparablhty protocol) in the event it Would be less restnctlve than PAS

N .

This reviewer cannot support this” |IIoglca| statement

9
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For this reviewer’s point of view, all changes in the process, including source
of component or raw material, and/or changes to the finished packaged drug
product, including vendor source for packaging components, should, at a
minimum, require the submission of a suitable comparability protocol.

‘Having addressed the commenters’ general comments, this reviewer will now
examine those in the 25 pages of tabulated specific comments that this commenter
submitted to the public docket. o - o

10
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Section S;’:ance Comment / Observation Rationale / Justification
General It is important that the definition of comparaBility The commenters gavé no rationale.
comment be defined in the acceptance critefia of the

protocol.

This reviewer disagrees; the guidance
should simply define the word
“comparable” as follows:

“Comparable: For the purposes of th|s
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 theijr
products have been shown to meet all
their existing safety parameters, and
identity, strength, quality, and purity
specifications as well as all of the
applicable CGMP requxrements that
appertain thereto.”

Thus, no process or drug product
should bej udged comparable if its
produces product that has any safety
or other standards or specifications
that are materially outside of those in
the currently “approved” process or
drug product.

To be comparable, every aspect
(variable factor) of the safety, and the
identity, strength, purity and quality of
the drug substance and/or drug
product produced by the alternative
process must be the same or better
than that of the currently accepted
process.

An example of a criterion comparing related
substances from two processes could be that

‘To demonstrate the compatibility of the
processes, the total related substance average from
process 2 cannot exceed that of process 1 by more
than 0.25%’

This reviewer finds that the preceding
is an example of;

1. A specification that ignores the
safety of the drug substance.

2. A widened specification
3. A non-comparability specification

Contrary to the commenters’ remarks, the
definition of comparable should be independent
of the acceptance criteria defined in the
comparability protocol.

To protect the public, the Agency should not
approve any protocol that lowers the quality of
the drug product below the level established in
the original submission that the Agency has
accepted as valid based on the studies
supporting said criteria.

Since today’s pharmaceutical industry exists
in a world at a time where the accepted general
goal of both the manufacturing and the service
industries is the continual improvement in
quality, the Agency should hold pharmaceutical
manufacturers to this minimum standard.

Thus, changes that reduce product safety or
quality should be unacceptable.

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

The example clearly illustrates the non-valid
nature of the commenters’ proposal.

First of all, a new process is comparable to
the accepted one if and only if the changes do
not increase the risk to the patient.

Second, a new process is comparable to the
accepted one /f and only if the changes do not
decrease the purity of a drug substance or the
quality of the drug product

The reviewer offers this illustrative drug
substance example:

The change in the ievel of a trace, but highly
toxic, impurity in L-Tryptophan is an excellent
example of the non-validity of such.”

Based on the preceding, the primary criteria
for related-substance impurities would be that
the acute and short-term chronic toxicities of the
related substances should be no greater than
those of the current related substances at the
maximums allowed in both processes.

Secondarily, the sum of the related impurities
in the new process does not exceed that of the
currently accepted process.

In other words, less safe and/or less pure
materials are not comparable and processes that
generate less safe and/or less pure or lower

quality materials should be rejected.
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b, 25

Section

Guidance
Line

Comment / Observation

Rationale / Justification

General
comment

Part V, B-G should have their own section title
(section VI for example) “Specific Protocol Issues.”
Section V, H & 1 should also be a separate section
(section VII for example) “Additional Issues for
Comparability Protocals on Master Files” (for
example).

This reviewer suggests that the
Agency consider the commenters’
proposals, but would suggest the last
proposed title be changed to “Issues
prClIlC lO Lompdraouuy I‘I'ULOCOlb rur
Materials Controlled By Drug/Veterinary

Master Files.”

Overall format consistency.

General
comment

The usefulness of comparability %Jrotocolsvvx;ill i)g:
dictated by how easily they fit into overall project
timelines.

1. reduced FDA approval
comparability protocol review and comment
(rather than 4-6 month current PAS requirement)

timelines for

While this reviewer agrees with the
“timely review” sentiment expressed
by the commenter, the reviewer would
cast Point 1 in'terms of “reduced FDA
review timelines for comparability
assessment and comment” and leave it
up to the Agency to set tlmehnes
based on protocol complexity and
length rather than those based on
arbitrary dates. )

2. inclusion of other FDA groups {Tox/Biopharm)
in protocol to assure completeness of FDA
response

This reviewer agrees and would
include Statistics, Manufacturirg and
Product Quality and the Field
Inspectorate as groups that should be
involved.

1. In some cases, it will be faster to call the FDA with a specific
question, documenting the teleconference, rather than waiting
for the approval of a Comparability Protocol in a PAS, and then
completing the work and submitting the application (with
reduced submission reporting) to FDA

Though the reviewer finds the commenters’
remark not directly pertinent and interesting, this
reviewer would strongly recommend that no FDA
official engage in such practices — all questions
bearing on any aspect of CGMP should " be
submitted in writing (e-mail of FAX) and an
appropriately vetted response written response
(e-mail, FAX or letter, as appropriate) issued.

Since it is inappropriate for an FDA employee
to give advice that does not conform to the
requirements of CGMP, the Agency would be
better served by a) written requests (by e-mail or
FAX), so that what is being requested is clear
and b) written response (E-mail, FAX, or letter, as
appropriate) since, unlike verbal discussion, it is:
iy much more difficult to distort by taking
passages out of context and ii) easier to track in
existing database structures.,

2. Some points such as impurity qualification or dissolution
evaluation include FDA groups in addition to CMC reviewers.
This reviewer agreés and notés that' scme
changes in equipment, process control point, or
inspection plans (sampling, and testing or
examination) would benefit from the input from
the Field Inspectorate,
Product Quality, and Statistics.

Manufacturing and |
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Section g‘::ance Comment / Qbservation , Rationale / Justification
General | Section titles constructed as questlons seem oéi;f Such headings are inconsistent with the format of other Agéncy
comment This construction should be avoided. Providing | Guidance documents. Shorter section titles would be more
guidance in the form of “you should” is also odd | beneficial and easier to scan and use.
and uncommon in Agency guidance.
| 24 Use of the same term “product” to mean ,anythi;lg In parts of the Draft in which the FDA recommendatxons  might
footnote 2 | from drug substance starting material to finished | apply to more than one component more specnﬁc verb:age to
drug product allows for excessive ambiguity in | specify drug substance, intermediates or drug product should be
later parts of the Draft. used.
While this reviewer understands the This reviewer leaves it up to the Agency to
commenters’ remark, the reviewer has | decide where, if at all, the text needs to be
no problem with the Draft when the | changed in the manner suggested.
term product is used to mean either
the drug substance or the drug
product.
Further, the reviewer found no
instance in the guidance where the
term “prqduct” cquld b/e' taken 10} ey clarification of Footnote 2 change that
mean an intermediate or in-process footnote to read:
material. “ITh,
e general term product as used in this guidance means
For example: ‘ drug substance, drug product, intermediate, or in-process
* In lines 40-41 and lines 98-99, GMP-type | material, as appropriate. In general, the use of the
characteristics appear to apply to drug| term “product” for an intermediate or an in-
products only; process material should be restricted to:
e It is unclear if lines 476-520 refer mainly to ] a. intermediates and in-process materials
biological drug substances or also to the that: i) are isolated from the process and ii)
products made from them, and how the may be held for extended periods of time
SUPAC Guidances (drug product processing) before being reintroduced into the process
would be applied in a subsequent process step, or
However to address the commenters’ | b. intermediates i) purchased from or ii)
concern, this reviewer proposés to add supplied by a facility other than the facility
clarifying text to Footnote 2 as shown used to manufacture the final product
in the adjacent column. = produced by the process.”
l. 32-34 FDA Draft notes that “should” (in the text) } Clarification of required elements “must” vs. “should” vs. “rﬂay”

indicates an Agency recommendation, rather than
arequirement. Please add clarification indicating
the wording that will be used for “required
elements,

This reviewer disagrees with the
commenters’ statements.

The requested clarification is
inappropriate in a  guidance
document.

Guidance documents do not and should not
set requirements.

Guidance simply provides the Agency’s
thinking on one way that the regulated mdustry
can meet the requirements set forth in the FDC
Act and the CGMP and  other applicable
regulations regulating the conduct of the
pharmaceutical industry. ’
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Section

Line

Guidance’

Comment / Observation

Rationale / Justification

39-45

Background or Introduction Section needs a
glossary to provide the sponsor with a clear
definition of regulatory and technical terms used in
preparing a comparability protocol.

Examples for a glossary are: comparability
protocol, comparability report, analytléal
reference standard, related CMC changes
unrelated CMC changes, drug substance, drug
product, isoforms, orthogonal testmg, product-
specific, process-specific, current protocol,
obsolete protocol, qualification or validation lots,
PAS, reportable cétegoriéé, method validation,
process validation, FDA review period, criteria for
non-comparability, stability-indicating assays.

This reviewer agrees with...the
commenters’ suggestion for a glossary
but thinks that a key definition that
should be included in this Glossary is
that of word “comparable.”

This is the case because the goal of a
comparability protocol is to show that
the output of the postchange process
is comparable to the output of the
prechange process.

Glossary needed

42

Change “(the act)” to “(the Act)”

This reviewer agrees but would prefer
the use of the common abbreviation
“FDC Act” and change “(the act)” to
“[FDC Act].”

Typographical correction

The use of brackets is typographically preferred
over nested parentheses.

ILA.

97-103

Indicate the difference between a cbrﬁparébility
protocol (CP) and a validation protocol.

This reviewer suggests the obvious, a
CP determines whether or not the
post-change product is comparable to
the pre-change product; a validation
protocol establishes that some thing
(system, process, method, equipment)
performs as it is intended or required
to perform.

Thus, a CP compares product A, to
product A,;, when process A, is
known not to be the same as process

A|<1,n-

Once a CPis approved: a) if the change is small and evaluation is
being performed on commercial scale, a validation protocol
should not be required, b) if the change is significant and the
evaluation is being performed on a small scale batch under the
CP, then when the change is implemented on full scale, a
validation protocol will be prepared.

This reviewer does not understand how the
commenters’ remarks apply to the request they
made in the comments section.

ST R LIS N ey
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Guidance
Line

Comment / Observation

Rationale / Justification

98

©:

Change “in” to “on”.

This reviewer agrees but would change
the sentence (Lines 97 through 99) to
read as follows: ,
“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 final product.”

Grammatical change

The change proposed not only properly
broadens the scope of the Comparability
Protocol to encompass changes in either a
process for a drug substance or one for a drug
product but also, by the use of the parenthetical
(in-process  material, intermediate, drug
substance or drug product), defines the general
term “product” to encompass  in-process
materials, intermediates, drug substances and
the drug products as those that drafted the text
intended.

107-109

In footnote 5, clarify how the reduced reporting
category is ensured and how the agreement
between the agency and the applicant is reached
(i.e. discussion).

While this reviewer supports the
commenters’ quest for clarity, this
reviewer suggests that, to the degree
required, the matters addressed
should be addressed in the body of
the text

Clarification

If the matters raised by the commenters are
important, the text of the guidance should
address them.

If they are not important, then they need not
be addressed at all.

This reviewer leaves these decisions up to the
Agency.

109-111

Change from:

“Furthermore, because a detailed plan will be
provided in the comparability protocol, the FDA is
less likely to request additional information to
support changes made under the protocol (sce
IV.D for a potential exception).”

Change sentence to:

“Furthermore, because a detailed plan will be
submitted in the comparability protocol, FDA has
the opportunity to provide input earlier in the
change process and is less likely to request
additional information to support changes made
under the protocol (see IV.D for a potential
exception).”

When using a Comparability Protocol, the applicant benefits by
receiving FDA’s comments regarding the change and assessing
the effects of the change earlier in the process than would occur |
without the use of a Comparability Protocol.

110-112

Would the FDA Review Chemist take on arole of
distributing comparability protocols that cross
FDA disciplines, and providing a consolidated
FDA response to the NDA sponsor sooner, or
would the sponsor need to send copies for binding
comment to other FDA Groups?

CMC elements such as dissolution aré influenced and in some
cases, reviewed by, FDA groups in addition to the Chemists (for
example Biopharmaceuticists or Toxicologists).

Clarification of the administrative process needed to obtain a
binding agreement on the Comparability Protocol is requested.

i ' Section
ILA
I1.B.

ﬁ I1.B.
1.B.
i1.B.

112-113

Indicate when validation is performe&.

Validation can be performed post-épproval of the CP or
concurrent with CP approval.

[ TR Ty
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Section

Guidance
Line

Comment / Observation

Rationale / Justification

i.B.

109-111

Change from:

“Furthermore, because a detailed plan will be
provided in the comparability protocol, the FDA is
less likely to request additional information to
support changes made under the protocol (see
IV.D for a potential exception).” ’

Change sentence to:

“Furthermore, because a detailed plan will be
submitted in the comparability protocol, FDA has
the opportunity to provide input earlier in the
change process and is less likely to request
additional information to support changeé made
under the protocol (see IV.D for a potential
exception).” o )

When using a Comparability Protocol, the applicant benefits by
receiving FDA’s comments regarding the change and assessing
the effects of the change earlier in the process than would occur
without the use of a Comparability Protocol.

11.B.

110-112

Would the FDA Review Chemist take on a role of
distributing comparability protocols that cross
FDA disciplines, and providing a consolidated
FDA response to the NDA sponsor sooner, or
would the sponsor need to send copies for bindii)g
comment to other FDA Groups?

CMC clements such as dissolution are influenced and in some
cases, reviewed by, FDA groups in addition to the Chemists (for
example Biopharmaceuticists or Toxicologists).

Clarification of the administrative process needed to obtain a
binding agreement on the Comparability Protocol is requested.

il.B.

112-113

Indicate when validation is performed.

Validation can be performed post-approval of the CP or
concurrent with CP approval,

16

F T ST PR A By G dees Tk i Ry Ggad e Ld (o b

N WA I At s I RS LR

by



A REVIEW OF FORMAL COMMENTS To PUBLIC DOcKET 03D-0061 ~

R N

Section - - Guidance

Line

Comment / Observation

Rationale / Justification

I1.D.

127-143

Additional FDA or ICH Guidances :addressing
dissolution testing, impurity comparisons and
bioequivalence should be cited.

This reviewer only partly agrees with
the commenters’ remark.

This reviewer concurs with the
referencing of other applicable FDA
guidances but would recommend that
this guidance explicitly
include/request: ’

1. The appropriate sections of the
CGMP regulations contained in 21
CFR Parts 210 through 226.

2. For valid comparisons of drug
product units, the minimum
inspection plans set forth in 1SO
3951 or its American equivalent Z
1.9.

3. For valid comparisons of drug
substances and other non-discrete
materials, inspection plans that
provide proof that:

a. The samples sampled and
tested are batch representative

b. The samples sampled are of
sufficient size” and properly
handled in a manner that the
sponsor establishes ensures
that they are batch
representative and each js of
sufficient size to provide 10
times the amount needed for all
chemical testing or, when
physical properties testing is
required,” five times the size
required for all physical tests.

¢. The sample aliquots used for
each chemical test are unbiased
by the subsampling procedures
used and not significantly larger
than the size of the dosage unit.

CMC elements such as comparative dissolution are influenced
and in some cases, reviewed by, FDA groups in addition to the
Chemists (for example Biopharmaceuticists or Toxicologists).
Therefore, other Guidance recommendations concerning
“demonstrating equivalence” should be provided.

This reviewer is opposed to referencing any
ICH guidance that is not been explicitly adopted
by the FDA and issued as an FDA “equivalent.”

. In addition, this reviewer is opposed to any
guidance that does not appropriately recognize
the requirements of the Federal Food, Drug and
Cosmetic Act (21 U.S.C. Title 9, the “FDC Act”),
the current good manufacturing practice
(“CGMP") regulations in 21 CFR Parts 210
through 226, and the applicable recognized
standards and principles of sound science.

The listed items are minimums that should be
given to industry to assist them in developing the
scientifically sound data sets and “Comparability
Protocols” based thereon that these commenters
claimed the industry is interested in doing in
their general comments.

The listed items are also the minimums that
should be given to all FDA personnel that are
involved in any aspect of the FDA's review and
inspection processes.

I1.D.

143

Add a bullet for BACPAC docﬁments,( and a foot
note: “BACPAC (Bulk Active Post Approval
Changes)”

It applies to this guidance.

17
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Section Si‘::ance Comment / Observation Rationale / Justification
HLA. 148-150 Change from: The revised wording makes the meanir;g of the sentence clearer.

“A comparability protocol prospectively specifies the tests
and studies that will be performed, analytical procedures
that will be used, and acceptance criteria’ that will be
achieved to assess the effect of CMC changes.

Change to:

“A comparability protocol prospectively specifies how the
effect of the CMC changes will be assessed (i.e., the
tests and studies that will be performed, analytical
procedures that will be used, and acceptance criteria
that will be achieved to assess the effect of CMC
changes).

While the proposed change is an
improvement, this reviewer would
propose the following:

“A comparability protocol should prospectively
specify how the effects of the proposed CMC
changes will be assessed (i.e., the tests and studies
that will be performed, analytical procédures that
will be used, and acceptance criteria that will be
achieved to assess the effect of CMC ‘changes) and
supply the scientifically sound basis data that
establishes the proposed changes a) will maintain
full CGMP compliance, b) are scientifically sound,
and, for drug products, ¢) comply with statisfical
quality control requirements set forth in 21 CFR
211.165(d).” ’

While the commenters’ revision is an
improvement, the reviewer's suggestion changes
it to the “should” format suitable for guidance
and adds the critical “needs to establish (prove)
CGMP compliance, including the scientific
soundness of the proposed changes.”

For drug products, the comparability protocol
should explicitly include a requirement for
demonstrated compliance with 21 CFR
211.165(d). ‘
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Section fi‘;:hnce Comment / Observation Rationale / Justification
LA, 152-157 Give an example of when a reduction of more than | Itis not clear how the reduced reportmg category is ensured and

one category is possible. Indlcate how the reduced
reporting category is ensured.

Additional detail s}xo,uld»be provided in the
guideline to explain how process complexity,
robustness and capability are considered in the
determination of multiple-level reporting category
reductions.

In general, this reviewer concurs with
the commenters’ request for an
example.

Specifically, a non-complex, robust, capable
process should be able to readily utilize multiple
level reductions, even for comparability protocols
involving several related changes.

This reviewer disagrees with ‘the
commenters’ request because it is
filled with terms that the commenters
have not defined (e.g., “non-complex,”
“robust,” and “capable” and/or are
ambiguous (e.g. “several” and
“related™). ’ C
To address the fuzziness of the
commenters’ remarks, the reviewer
proposes the alternative science-
based criteria stated in the adjacent
column.

Unlike the fuzzy baseline proposed by
the commenters for a multiple-level
reduction, the reviewer’s proposal is a
detailed, CGMP-compliant, science-
based, criteria set that firms that are
truly interested in science-based
compliance and improving product
quality should welcome.

how the agreement between’ the agency and the apphcant is
reached (i.c discussions).”

While this reviewer would agree that: a) the
applicants need to have adequate guidance, b)
examples are excellent aids, and c¢) applicants
should have a clear understanding of the
acceptance process that the Agency will use, this
reviewer is taken aback by the unreasonable
demands that attempt to establish nebulous
systems as being amenable to multiple! evel
reductions.

If the commenters want a valid example of a
process that might qualify for a single reduction
in the level of reporting required, then this
reviewer would propose the following as a
baseline example.

A single level of reduction in the reporting
requirements will be considered when:

1. The proposed comparability protocol is based on a existing
process that the applicant has established fully complies with
CGMP including ~ specifically " establishing “that: ~ a)
scientifically sound and appropriate acceptance inspection
plans (lot-shipment representative sampling, testing, and
process-appropriate physical and chemical property
specifications) are used for all incoming materials, b) batch-
or lot-representative inspection plans are used for each
phase (step) in the process and the plans cover/monitors any
and all variables that may affect the process or any aspect of
the safety or quality of the product, c) thé tefease inspection
process includes batch- or lot- representative-sample
inspection plans for all controlled variable factors, that, at a
minimum, are based on IS0 3951:1989 or ANSV/ASQ Z 1.9
and use statistical quality control (SQC) for the drug product
or, for drug substances, batch- or lot- representative samples
are tested for all critical material variables including the
principal physical properties, and d) the effect of changes in
the variable factors on the process are well defined;

2. The changes proposed for the revised process fully comply
with CGMP and are projected to produce a product that is
no less safe or pure than the existing or basis process; and

3. The change or changes are confined to one phase or step in
the process or, if changes in more than one step or phase in
the process are proposed, these have been proven to be
unrelated and uncorrelated (orthogonal) by the proper
application of the appropriate statistical procedures on batch
representatwe data sets for each change bemg proposed
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Section

Guidance
Line

Comment / Observation

Rationale / Justification

LA,

154-156

Change from:

“Typically, categories designated for reporting
changes under an approved comparablhty protocol
are one category lower than normally would be
the case (e.g., from PAS to CBE-30, CBE, or
AR).”

Change to:

“Typically, categories designated for reporting
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).”

The current example is confusing, Going from a PAS to an AR
would normally be considered a threeicategéry reduction.

l11.B.

163

CMC changes do “not have to be “related” to
qualify for comparability protocol.

This reviewer believes that the
decision as to whether or not
unrelated CMC changes qualify for a
comparability protocol rests with the
Agency. ‘

As the guidance stands, the changes
do have to be related.

Furthermore, if unrelated changes
were to be permitted in a single
comparability protocol, then the
applicant should be required to prove
that. the unrelated changes were
orthogonal.

Below are examples of unrelated manufacturing
changes that could occur at different steps in a
process but would still quahfy for submlttmg a
comparability protoco]

# Change in vendor supplying the same starting
material

4 Modified a component(s) for milling equipment

¢ Changed hold time between two steps of a
purification process

4 Used new improved resin fora chromatograp}\y
step

¢ Used a low extractable polymer for
container/ closure system component

This reviewer finds the commenters’
examples, though grammatically
deficient, are examples, except for the
last example, of changes that couid be
unrelated but may be related.

CMC changes do not have to be “related’ to qualify for a
comparability protocol.

The commenters’ rationale simply restates
their comment without provndmg any reasoning
for their assertion.

While each example could qualify for
comparability protocol, it is up to the Agency to
decide when a) multiple protocols are needed or
b) multiple changes may be combined into the
same protocol.

Moreover, seemingly unrelated changes may,
in fact, be related.

For example, the change in the vendor
supplying a starting material may result in the
substitution of a material that has the same
chemical properties but a different particle size
and/or different crystal form that may require a
change in the screen used to mill that raw
material.

Or, a change in the source of a raw material
may introduce or remove an impurity that affects
the crystallization rate in the process
necessitating an increase in the hold time for
crystallization completion.

Or the change in raw material may require a
change in the resin used for a chromatography
step to remove a new undesirable impurity.

Therefore, if the Agency does decide to allow

“unrelated” changes, the guudance provided
should require the applicant to prove that the
changes are truly orthogonal — non-interacting
before accepting them as “unrelated” simply
because they are in different steps and the
relationship between them is not obvious.
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Section E‘:gance Comment / Observation Rationale / Justification
I1i.B. 163 Comment/Observation (Continued) Rationale/Justification (Continued)
(Cont.) (Continued) A comparability report would have to

demonstrate that the sum of the unrelated process
changes had no adverse effect on the identity,
strength, quality, purity or potency of the drug
product.

Results would be compared to established
specifications for the analytical reference standard
used to release drug substance or drixg product

produced without the change.

This reviewer finds the commenters’
remarks, at best, incomplete.

The reviewer would suggest that the
preceding be rephrased to read:
“Based on the results obtained from the
testing of a statistically valid number of
batch representative samples produced under
both the worst-case conditions and nominal-
case conditions allowed in the proposed
changes, a comparability report should have
to establish (prove) that the sum of the
proposed process changes (related and
unrelated) had no adverse effect on the
safety, and the identity, strength or potency,
quality (including impurities, physical
properties, performance variables and
stability), and purity of the drug substance or
the drug product.

The batch-representative results obtained and
their projected population values from all
safety and other festing on the changed
process should be no less than the established
CGMP-compliant (scientifically sound,
approprlate and batch representative) in-
coming-, in-process- and product- acceptance
specifications for the for the drug substance
or drug product produced without the change.
Sufficient batches should be evaluated to
establish, at a confidence level of 95 % or
higher, that the changes have had no adverse
impact on the process or, more importantly,
the product produced.

In cases where the applicant wishes to
minimize the number of batches required to
establish process ‘comparability,” then a
multiple of the minimum number required for
the batch can be used to compensate for the
reduced number of batches. .

However, not less than two (2) batches at the
nominal change levels and one at the worst-
case levels should be evaluated.”

The first problem this reviewer finds is that
the issue of product safety is again overlooked.

This omission is especially egregious for
changes in processes that produce bulk drug
substances.

In addition, the commenters fail to address
CGMP-compliance in the areas that are critical to
establishing (proving) that batches produced by
different processes are truly comparable - not
just that the samples tested give comparable
result values.

To do what CGMP requires, sufficient batch-
representative samples must be sampled and
fested at the completion of each phase and for
acceptance of the batch for release to project,
using the appropnate statistical procedures at a
confidence level of 95 9% or higher, that the
batches meet the same specifications as the
scientifically sound, appropriate specifications
established for the baseline (Unchanged process)
batches~ not just that the samples tested gave
comparable results.

Only when the preceding constraints are
satisfied for a sufficient number of batches (and,
unless the change is for a single variable, three
(3) batches are not enough unless nominal and
worst-case change levels show that the changes
have no adverse effect on the process or the drug
product) can one validly assert that the effect of
the proposed changes has had not adverse effect
on the process and/or the drug substance or
drug product.

Thus, as the complexity of the process and the
changes proposed increases, the minimum
number batches required to establish “no
adverse impact should also be increased.

For the ubiquitous “3 batch” drug-product case, the
number of dosage units evaluated for each variable
factor (tracked by the USP post-release) from each
batch should be not less than twice (2 times) the
number established in 1SO 3951:1989 (or ANSI/ASQ
Z 1.9) for the normal-inspection-level, process-
variability-unknown case

Should the firm wish to estimate process
capability, they should follow an approach like the
minimum capability approach published in two parts
in Pharmaceutical Engineeringin late 1999 and early
2000

~~~~~
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Section (L;i‘;fance Comment / Observation Rationale / Justification
HLB. 163-164 Change from: Wording should be broadened to allow technology-specific

“However, we recommend that each change be
discrete and specific.”

Change to:
g

“The use of the Comparability Protocol for
technology specific changes (e.g., change in
filtration process) that broadly apply to multiple
products is also appropriate. Process complexity,
robustness and capability may help determine the
appropriateness of including multiple related
changes in a comparability protocol. ’

This reviewer cannot agree with the
changes that the commenters are
proposing because, regardless of the
number of changes, each change
should, as the draft text states, “be
discrete and specific.”

In addition, the commenters remarks
are not even self-consistent.

The first talks of technology specific
changes applied to multiple products
while the second speaks to multiple
related changes in-a comparability
protocol.

Changing the example filtration
process to a different filtration
process might affect different
processes differently and, for that
reason, should not be proposed in a

,,,,,,

would suggest.

Moreover, the commenters’ example
did not even suggest that such be
limited to cases where the proposed
filtration process change is known to
improve the quality of the desired
fraction (filtrate or filter cake).

multiple-product changes (e.g., new bottle for several oral
solids).

The commenter’s rationale simply restates the
first sentence in the proposed change.

Moreover, the need for each change to be
discrete and specific is obvious.

A proposed change should not change a pH
limit from ‘not more than 4.0’ to ‘not more than
3.5 to 4.5 - a limit should be a discrete
number.

Similarly, one should not propose changing a
process that states ‘add 200 L of 1 N agueous
acetic acid’ to one that says ‘add 200 L of a
suitable 1 N acid solution’ - a change should be
specific.

With respect to “technology specific changes,” let us
consider the two examples, the one in the
commenter’s “Comment” column and the other
in their “Rationale” column.

Obviously, changing a filtration process to a
new one that improves the “quality” of the filtrate
containing the active in Process “A” could
adversely impact the “quality” of the filter cake
containing the active in Process “B”

The second example, “new bottle for several oral
solids,” is more of an item change than a
technology change.

However, the same caveats apply in that the
protective effect of the new bottle may not be the
same for all of the different oral solid products.

Moreover, though current technology exists to
make plastic bottles impervious to the diffusion
of deleterious” gases’ (such as water vapor,
oxygen, carbon monoxide and dioxide, and
nitrous and nitric oxides) and light, few firm
seem willing to adopt such bottles preferring to
use overwraps and adsorbents to control the
problems. . .

Most “new bottles” are attempts to use
cheaper bottles not better bottles.

Also, the guidance should describe situations where multiple
related changes are appropriate for a comparability protocol.

This reviewer again would leave it up to the
FDA to describe the CGMP-compliant situations

where such are appropriate.
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A REVIEW OF FORMAL COMMENTS To PUBLIC DOCkeT 03D-0061

Guidance

Section |/t Comment / Observation Rationale / Justification
1.B. 168-170 This line implies that the purpose of the | The definition of an Adverse Effect is a key element, which

acceptance criteria is to demonstrate that no
adverse effect has occurred as a result of the
change. However, Section II D line 134 implies
that the purpose of the acceptance criteria would
be to demonstrate equivalence.

Demonstrating equivalence and demonstrating no
adverse effect are not the same,

While this reviewer finds the
commenters’ remarks have some
merit, the key is, as they indicate, in
the definition.

This reviewer again recommends that
the draft guidance appropriately
define the term comparable as,
“Comparable: For the purposes of this
guidance, alternative processes and products
produced by alternative processes are deemed
“comparable” to the original Agency-
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 purity specifications as well as all of the
applicable CGMP requirements that appertain
thereto.” ) . o
Thus, CGMP-compliant processes that
produce in-process and finished
products having the same or
increased safety, identity, strength or
potency, quality and purity when
compared to the in-process and
finished products produced by the

original FDA-accepted ~ CGMP-
compliant process are “comparable.”
Those processes that produce

products that have decreased safety,
identity, strength or potency, quality
and purity when compared to the in-
process and finished products
produced by the original FDA-
accepted CGMP-compliant process
are “non-comparable.”

A CGMP-compliant process that
generates comparable products is
comparable to a process that
generates products that have no
adverse effects vis-a-vis the products
produced by the original FDA-

RS

should be stated in the protocol.

This reviewer disagrees, the definition of an

adverse effect is independent of the protocol -
any process effect that reduces the safety,
identity, strength or potency, quality and purity
of the products produced vis-a-vis the original
FDA-accepted, CGMP-compliant process is an
adverse effect.

Thus, finding an adverse effect is equivalent to

finding that the processes are non-comparable.

Based on the preceding, the text in the draft

should be changed as follows:

1.

Lines 42-44 should be changed to state:
“Such an assessment often includes demonstration that the pre-
and postchange products (i.e., products manufactured prior to
and subsequent to a change) are equivalent comparable
(see Glossary).” ’ '
Lines 127-128 should be changed to read:
“D. Where Can More Information on Postapproval Changes
and Demonstration of Equivalence—-Comparability Be
Found?”

Lines 133-135 shouid be changed to read:
“The following guidances provide especially relevant
information  on (1)  demonstrating  equivalence
comparability, (2) documentation to be provided to support
postapproval changes, and (3) the recommended reporting
categories.”

Lines 367-368 should be changed to state:
“A comparability protocol should include a plan for the
stability studies that will be performed to demonstrate the
equivalenee comparability of pre- and postchange
product.”

Lines 418-420 should be changed to state:
“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
comparability between pre- and postchange material.”
Lines 462-467 should be changed to state:
“T Equivalence Comparability NotlDemonstrated 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 comparable 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.” - '

accepted CGMP-compliant process
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A REVIEW OF FORMAL COMMENTS To PUBLIC DockeT 03D-0061

[

Section

Guidance
Line

Comment / Observation

Rationale / Justification

Comment/Observation (Continued)

Thus, a proposed process is
comparable to the original process if
and only if it is CGMP compliant and
yields CGMP-compliant products that
have no adverse effect vis-a-vis the
CGMP-complaint products produced
by the original FDA-accepted CGMP-
compliant process.

Corollaries are:

¢ All products and processes must be
fully CGMP-compliant or the product
produced is, by law, adulterated and
cannot legally even be offered for
sale.

# To ensure that there is no loss of the
improved level of safety, identity,
strength or potency, quality and
purity over the change history of the
manufacture of a given product, all
comparability protocols should
compare each proposed “changed”
process to that validated FDA.
accepted CGMP-compliant process
which produces product that has the
highest level of safety, identity,
strength or potency, quality and

Rationale/Justification (Continued)

A significant change in the production process doesn’t have to
mean that the product is affected adversely.

Is the definition of adverse effect that there could be a change in
the product’s characteristics so that the patient health is at risk?

As this reviewer has defined it, an adverse
effect is any effect that renders the product
produced non-comparable to the product
produced by the current FDA-accepted CGMP-
compliant process with respect to safety,
identity, strength or potency, quality and purity.

Or is the change, per se, an adverse effect?

First, a change cannot be an effect - only the
result of the change can be an effect, favorable,
neutral or adverse. \

Since the result of a change can and, in some
cases does, lead to an improvement in the level
of safety, and/or the level of identity, strength or
potency, quality and purity vis-a-vis the current
FDA-accepted, CGMP-compliant  product
produced by the FDA-accepted, CGMP-compliant
process, the results of changes cannot be, per
se, adverse effects.

purity.
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Guidance

Section |/ Comment / Observation Rationale / Justification
H.B & 183 The Draft appears to be stating that a change in | The two passages seem contradictory.
C. and impurities requiring safety evaluation might or , .
211-213 might not be amenable to a CMC Comparability The commenters’ remark is correct, when

Protocol. We request clarification.

This reviewer agrees with the
commenters that the two statements
appear to be at odds with each other.

However, in the context stated there is
no conflict. ”

Line 183 simply lists one factor,” The
effect on safety of changes in the impurities,”
that the applicant should consider
when deciding to develop a
comparability protocol.

Lines 211 through 213 'state a
“general” impediment, “A CMC change
that requires efficacy, safety (clmlcal or
nonclinical) studies, or PK/PD data to evaluate
the effect of the change (e.g., certain
formulation changes, clinical or nonclinical
studies to qualify new impurities),” that the
Agency sees to using the
comparability protocol approach.

However, Lines 215 through 217,
provide the possibility for the sponsor
to overcome the impediment when it
states, “It may be possible to design a
comparability protocol for some of these CMC
changes, but FDA may be limited i its ability to
designate a reporting category other than PAS
for changes implemented under such a
protocol.”

However, since this reviewer knows
that safety must be an overriding
consideration in ~all cases, this
reviewer would change Line 183 to
“The effect on safety of changes in—the
impurities” and Lines 211 through 213
to read: “A CMC change that requires
efficacy, safety (chmcal or nonclmlcal) studies
needed for new impurities, or PK/PD
data to evaluate the effect of the change (e.g.,
certain formulation  changes, clinical or
nonclinical studies to qualify new impurities).”

The preceding change is needed to
permit comparability protocols when
the change only affects the level of the
existing known impurities but, in
general, proscribe this approach when

taken out of their contexts, the two passages
seem to be contradictory.

In their contexts, the passages cited by the
commenters are obviously non-contradictory.

However, to ensure that all comparability
protocols explicitly consider safety, this reviewer
would recommend removing the “in the impurities”
restriction from Line 183. )

In addition, this reviewer would restrict
comparability protocols to only when no new
impurities are found provided the appropriate
acute and short-term chronic non-clinical toxicity
studies are included whenever the level of one or
more impurities increase even in cases where the
total level does NOT change.

In this reviewer’s experience, the only time
that such toxicity studies would be superfluous
would be the case that the change introduces no
new impurities and/or reduces the level of all of
the existing impurities.

Thus, a truly improved, not simply changed,
crystallization process that reduced all
impurities or the addition of a recrystallization
step that significantly reduces all impurities
without introducing new ones would be drug
substance examples where no extensive safety
tests would need to be included in the protocol.

However, a sponsor may want to include a
simple toxicity evaluation to assess the level of
improvement in the process.

Finally, this reviewerwould again recommend
that the Agency consider including a specific bar
to the use of a comparability protocol approach
unless the sponsor has established that the

current process and product is fully CGMP| -

compliant, the sponsor has CGMP-compliant
data that substantiates the probable non-
deleterious effect of the proposed changes, and
the proposed changed process has been proven
to be fully compliant.

Thus, a comparability protocol that proposed
to drop a CGMP-mandated in-process control
should be proscribed.

However, one that proposed to change the test
or reduce the number of samples from that
required in the current FDA-accepted CGMP-
compliant process to a lesser, but still CGMP-
compliant number, should be consxdered

any new impurity emerges.

.

R D I g T A
2 B fan: 3005 v g

RPN~




g 3

e it e o B T e S G

Section

Guidance
Line

Comment / Observation

Rationale / Justification

l1.B.

190-194

We recommend Lines 190-194 of the text be
moved from the end of the section to the
beginning of this section, so that it appears more
prominently to the reader.

Proposed will emphasize that comparability protocols should
only be considered when changes associated with product-
specific and/or process-specific attributes are well known,
capable of being detected with established, validated or qualified,
analytical procedures, and expected to meet previouély approved
specifications.

Ii.c.2

27

Add “For_the APL” at the begmnmg of the

sentence,

In the context in which this line is
stated, this reviewer disagrees with
the comment and supports leaving the
text as it stands.

Such a change of excipients should be possible in a comparability
protocol. (e.g., switch from animal-based magnesium stearate to
vegetable based magnesium stearate)

First of all, the commenter's example is not
relevant to the text because, unlike the text in
Line 227, “A change from synthesis-derived to naturally
sourced material and vice versa,” the example is a
change from one naturally derived source
(animal) to another naturally derived source
(plant).

Given the differences in not only the impurity
profiles but also the physical properties” of
synthesis-derived materials vis-a-vis naturally-
sourced rmaterials, the Agency should keep the
draft text as it is for both safety and process
performance considerations, and, for the drug
product, dosage performance considerations.

11.C.224-

226

Change the bullet to include the underlined text:

“A change from plant, animal, or multicellular
(e.g., algae, macroscopic fungi) source material to
a different one (e.g., different plant species,
different tissue and/ or plant part, plant to animal),

dependi ifi
process. )
in  context, this reviewer again

opposes adding the commenters’
phrase.

If the downstream purification processlis extensive it should be
possible to handle such a change under a cbmparhbility protocol.

In the context in which this text appears, the
modifying clause is not only superfluous but also
introduces unneeded ambngulty

The buliets are “Specific examples of changes that
may be difficult to justify under a comparability protocol can
include.”

Therefore, this bullet does not warrant the “it
depends” ambiguity that the commenters are
seeking to introduce.

H1.C.227

Change the bullet to ihclude underlined text:.
“A change from synthesis- ~derived to naturally

sourced material and vice versa, dgp_egdmggn_the
extent of the purification process” ’
In  context, this reviewer again
opposes adding the commenter’s
phrase

This reviewer also notes that the
commenters apparently made a
conscious decision to separaté thé two
changes they were seeking to make to
Line 227 and would recommend that
the Agency seek to find the reason for
the separation.

If the downstream purification process is éxtensive it should be
possible to handle such a change under 2 comparability protocol.

In the context in which this text appears, the
modifying clause is not only superfluous but also
introduces unneeded ambiguity.

The bullets are “Specific examples of changes that
may be difficult to justify under a comparability protocol can
include.”

Therefore, this bullet does not warrant the “it
depends” ambiguity that the commenters are
seeking to introduce.

Section

Guidance

Comment / Observation

Rationale / Justification
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Line
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H1.C.229-

231

Delete lines 229 =731 and ihSéﬁ1&é4faloﬁiﬁg
new paragraph: )

“When a Manufacturer moves a process to a
previously uninspected manufacturing facility, the
approval of the Comparability Protocol signifies
that the Manufacturer should notify the field that
the facility is now rea\ctiyfof inspection status. The
inspection should be scheduled prior to the
submission of the agreed‘data\p:icwﬁé.\ge to the
review division. Upon receipt of the acceptable
GMP status, the Manufacturer may implement the
change without delay in accordance with the
approved Comparability Protocel.”

In context, this reviewer again
opposes making the commenter's
suggested changes.

Moreover, the proposed paragraph
speaks of conditions that ‘may be
contrary to reality, “the approval of
the Comparability Protocol” and what
this approval “signifies.”

The commenters’ proposed text
ignores the reality that the protocol
may be rejected and, in such cases,
the existence of a submitted
Comparability Protocol is" of no
significance. .

Further, the commenters’, “Upon receipt
of the acceptable GMP statiis, the Manufacturer
may implement the change without delay in
accordance with the approved Cornparability
Protocol,” misidentifies the standard
required of the facility as “acceptable
GMP status” when the FDC Act and the
CGMP regulations require the site to
be found to be “fully CGMP
compliant” before any product may be
even offered for sale.

Since both a Comparability Protocol anda change to a site which
requires a ¢cGMP inspection must be submitted as a Prior
Approval Supplement, why would it not be approprlate for the
Comparabxhty?rotoco] to be used as the’ trlgger for the cGMP'|
inspection? Then, after the PAI and Comparablhty "Protocol

approval, the site change could be reported at the reduced’

reporting category.

Though commenters phrase the question so
elegantly, they attempt to confuse the realities’]
that they pose as a question.

if, as they initially state, a Comparability
Protocol would inthis case require a PAS, then
why do they state, in their second remark, “the SIte
change could be reported at the redticed 1 reportmg categor)
when, if their initial statement is true, their
second statement is, at best, illogical.

Moreover, their attempt to use the false logic
that “if A requires C and B reqwres C, then A and
B are a priori equivalent.” "

Finally, they fail to answer their own question
—the obvious answer is'that the Agency sees that
such approaches should not be allowed.

Moreover, the ‘text “does allow for the
possibility that such a Comparability Protocol
may be allowed in some cases (Lines 217 and
218, “Specific examples of changes that may be difficult to
justify under a comparability protocol can include.”

Further, in the context in which this text
appears, the text should be kept as it'is and the
proposed paragraph has no place.

The bullets are “Specific examples of changes that
may be difficult to justify under a comparability protocol can
include.”

Therefore, the proposed changes are both
unwarranted and misplaced.

127

L

o B 6 Ly



0061

e ey Jabil . i S s i i i e 4 et

Section

Guidance
Line

Comment / Observation

Rationale / ]ustxficatlon

IV.A,

238-252

Where is the comparability protocol (and report
placed within the structure of the CTD? ™~

Would comparability protocols (CP) be placed as
region-specific temp]ates in the specxﬁc sections
under which they directly apply, (i.e. ifa CPis for
a drug product manufacturing process change the
template would be placed under CT D section
3.2.P.3.3 Description of the Mfg Process)’ If that
is the case, what would be recommended for those
CPs that support multiple changes?

The commenters provrded no ratlonale

IV.A,

238-240

The Draft notes that the cover letter for the
application should state that a comparablht)
protocol is in the submlsslon to properly direct
review.

It is unclear whether this is also the case for
original NDA letters; which typlcally don’t get
into the specifics of what documentatlon is m the
submission.

The administrative process and cover letter annotatlon for
original NDAs needs clarification.

IV.A.

244-245

Indicate why a CP can not be submitted asa CBE
or CBE-30.

The answer from this reviewer is that
CPs need careful Agency review of the
requisite supporting data pro\\)i”ded”or
referenced to ensure that  the
proposed CPs are fully CGMP-
compliant.

To permit this, the Agency has rightly
classified a CP as a PAS and properly
treats it as such.

Why not make the submission format consistent
with the nature of the change as spec1ﬁed W EDA
guidances rather than making all protocol
submissions PAS,

The answer to the commenters’
question is obvious, a CP is not a
change, it is a protocol submitted in
support of a proposed change that
itself requires different levels of notice
IF the protocal is ‘accepted by the
Agency.

The bullet indicates that a CP'itself is always in 2 PAS, ™~ ™

A CP is supposed to propose changes that the
sponsor has an appropriately large body of
submitted documented supportmg evidence that
establishes that the proposed changes
a) Will, if implemented, produce comparable
product where the definition of “comparable”
‘is the same or better and

b) Are themselves and the products produced
are fully CGMP compliant.

It seems to this reviewer that the commenters’
remarks are deliberately obtuse and intended to
promulgate a position that deliberatély confuses
a protocol in support of a proposed change with
a document submission requirement for the
change itself. )

Moreover, the commenters’ remarks are
presumptuous, at best, because they fail to
address the case where the Agency rejects the
CP because it either proposes changes that:

a. Do not comply with CGMP or

b. Are not adequately justified by the body of
supporting data submitted as evidence that
the changes will produce comparable
product.
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Section fi:tiance Comment / Observation Rationale / Justification
IV.A. 244-245 Comment/ObéervatiOh (Continued) Rationale/Justification (Conﬁnued)
(Cont.) | (Continued) }py e needs to be clarity on how long FDA will The Draft clearly and properly ¢l assifies a CP’|
take to review a comparability protocol.” When | a5 3 PAS.
submitted as a PAS the 1mphcat10msthérewewxs As SU.Ch the hmphnes are v!’ea"r and ﬁo“
up to 180 days like a PAS for all protocols. additional clarification is needed. =
Based on the commenters’ remarks it
is clear that the commenters
understand how long the FDA" may
take for a CP and need no further
“clarity” on this issue."
The intent of the protocol is to obtain consensus Given the name assigned by the Agency,
with FDA ondocumentatlonrequlredto support “Comparability Protocol,” it is or should be
the change and the filing strategy/plan. In éssence | obvious that the Agency is providing a
protocols are submissions without data and should | mechanism by which a manufacturer can have
track with the categories already defined in FDA | the validity of a proposed change determined by
guidance documents. the Agency.
Again, the commenters attempt to| T obtain’ FDA acceptance, the "CP “must
assign their own view of what the | Provide a detailed description of the change and
intent should be instead of what the | its projected effects, if any, and the body of
intents of the CP should be and, in | evidence that establishes that the proposed
fact, are. changes, if implemented, are predicted to
The most egregious statement made P :ggagfa:g:gaﬁ?lecéﬁg ci?nmiar?tr better)
by the commenters is their assertion P Thus.  the )clzommen{ersp) |
that “protocols are submissions '
: ; et characterizing comparability protocols as
without data” when, in fact, they are | /o o icion e withotit data” fs patently falss on
supposed to. be submissions of its face P y
proposed changes supported by a ; . .
bodly of information and data. The text should remain as it is.
Based on all of the preceding realities,
this reviewer would recommend that
the comments made here be
disregarded. 4 , o
{V.A. 246-250 Re-write to indicate that the PAS “can”include the | The way it is stated may Iead to an expectation that a protoco]

CP.

This reviewer finds no need for the
suggested rewrite.

This is the case because, in the
context stated (Line 242, “The
submission can consist of the proposed
comparability protocol in”), the draft is
clear as written,

also needs to be submitted together ‘with a propose& change
which is contrary to the intent that the CP is optional (line 103).

This reviewer is ‘surprised that the
commenters have again obviously failed to read
the statements made in their proper context.
However, even if a PAS does not contain a CPis
should contain a body of facts and data that
substantiate what 'is proposed 'is CGMP
compliant and will, if accepted by the Agency
and implemented by the sponsor, result in
product that is the same or better than the
currently accepted, approved or licensed
product.
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Section

Guidance
Line

Comment / Observation

Rationale / Justification

IV.A,

251-252

This is the best way for a CP to be submitted to
result in time saving when performing the change.

If the CP is submitted by itself as a PAS, the ohly benefit would
be if the data can be generated in parallel with the approval
process, and the change implemented as soon as the CP is
approved.

The commenters’ rationale is again flawed
and again overlooks a) the reality that a CP may
be rejected by the Agency as well as b) the post-
change submission requirements that the
sponsor must adhere to.

Moreover, there is no prohibition to the
sponsor’s collecting the data from post-change
batches before the CP submission is made as
should be the case if the CP'is submitted as an
original “CMC” application (governed by the
Agency’s current “CMC Information” gu1dance)

iV.A.

254-259

Guidance states that the protocol must be
approved prior to implementing the change.
Protocol review times are not defined or
described.

The commenters’ first remark states
the obvious. ) .
The commenters’ second remark is
also accurate but irrelevant.

The commenters’ rationale remarks
are observations presented without
any supporting facts and, in general,

are, at best, “peripheral {o - the
observations made.
Based on the preceding, these

remarks should be ignored.

If the reviews are more than 30-45 days, the sponsor will lose a
Iot of time (i. e. getting stablhty studies started early) on making
the change.

This reviewer again finds it odd that the
commenters are making observations that have
little to do with the text in quéstion.

Since the review timelines are properly stated
as those for PAS, no’chmg more needs to be sald

If the sponsors’ overriding ‘concern is the
potential time of the review, then the sponsors
should do all in their power fo see to it that: a)
their CPs are for changes that are comparable,
and b) the supporting body of evidence clearly
establishes that the changes proposed are CGMP
compliant and will, if implemented, prodice
product that is the same as or better than the
product produced by the CGMP-compliant
baseline process.

Moreover, except for the cost, there is nothing
that prevents a firm from making the change for
a few batches and proving that the changes do,
in fact, produce comparable product prior to the
submission of a CP as the guidance clearly
indicates in Lines 246 through 250.

Comparability protocol review should be less that the agency
review for post-approval supplements otherwise it defeats the
purpose for a reduction in reporting category.

For all of the reasons stated previously, this
reviewer knows that this remark has no validity.
Moreover, other than their words, the
commenters provide no supporting facts for their

statements.




Guidance

Section | = Comment / Observation Rationale / Justification
IV.A. 254-259 | This paragraph suggests that product made under | There is no mention of a submission. ‘The purpose of having an

the change can be distributed after the assessment.
The paragraph should also contain the following
information.

“The applicant must assess the effect of the changes

.. and submit the changes in accord with the
reporting category de51gnated m the approved
protocol prior to distribution ..

While the heading in Line 236, “A. How
Should a Comparability Protocol Be
Submitted?”, indicates that the section
only addresses submission issues and
the heading of the next section in
Lines 261 and 262, “B. How Are Changes
and Study Results Submitted  After "a
Comparability Protocol is  Approved?”,
indicates that this section js where the
commenters’ inferred concerns are
addressed, this reviewer would agree
that the last sentence, “Furthermore, an
applicant who is wusing 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)),”
needs to be rewsed ‘but would suggest
that the clause, “prior to distributing
product made with the change. (Section
506A(b) of the act),” should be moved to
the next section and a sentence added
that states: “The following sections (“IV.
B.” and “IV. C.”) address what a sponsor
should then do with rega:rd to submitting the
results of the sponsor’s assessrnent and
proceeding beyond the assessment.”

In addition, this reviewer suggests that
the title of IV.A. should be changed to:
“How Should a Comparability Protocol Be
Submitted And, If Approved, The Results of the

approved protocol is to reduce the regulatory filing requirement
by (possibly) one category. If, for example, a PAS change can
now be filed as a CBE-30 under a comparability protocol, then
the product cannot (should not) be distributed until after the 30
days. Therefore, the concern is that’ the paragraph makes no
mention of filing,

Since this section is intended to only address
the submission of a CP and, given the last
paragraph, when the CP is approved, how the
results obtained for the product produced by the
changed process should be evaluated, there is no
need for this paragraph to address submission.

The preceding is true because the next two
sections (“IV. B.” and “1V. C.”) address how the
outcomes of the evaluation procedure should be
handied. ’

This reviewer can 'only hope that the
commenters, on reading this reviewer’s remarks
will see that their concerns are better addressed
by the changes proposed by the reviewer.

After the suggested changes were made, the

referenced paragraph would read:

“In all cases, a comparability protocol would be reviewed and
approved by FDA prior to an apphcant |mplementmg a
change under the protocol.” Furthermore, an applicant who s
using an approved comparability protocol to |mplement
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. The following sections (“iV.'B.”
and “IV. C.”) address what a sponsor should then do with
regard to submitting the results of the sponsor’s
assessment and proceeding beyond the assessment.”

Changes Be Evaluated?”

‘31




Section

Guidance
Line

Comment / Observation

Rationale 7 Justification

IV.B.

265-268

Change from:

“The submission would include (1) the results of
all tests and studies specified in your comparability
protacol, (2) discussions of any deviatlons that
occurred during the tests or studles 3) a
summary of any mvestlgatlons performed and (4-)

any other pertinent information.”
Change to:

“The submission would include (1) the résults of
all tests and studies specified in your comparablhty
protocol, (2) dlscusswns of awy dev1atlons—fhat

, e

summary-ofany Investlgatlons-perfemeé, and 1 ¢4y
any other perﬁhent—mformatxon— 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 remain as it
is.

Not all investigations and deviations ¥ may be pertment to the
change being made. For example the presence of extraneous
contamination must be examined, but is a cGMP comphance
issue, not a reglstratlon issue,

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.

IV.C.

276-282

Current statement:

results—do—not—rmeet—predefined —acceptance
eriteriay: I this occurs, you can elect not to
implement the change. 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 advers‘élsféffec‘c’ the
identity, strength, quality, purity, and potency of
the specific drug product as these factors relate t 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.

If the studies in a Comparability Protocol lead toan unpredlcted
or unwanted outcome it appears that there are only 2 choices:
not 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 prov1de 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 no limitations to the * ‘modifications” o
to the “different change.”

~~~~~
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A REVIEW OF FORM}

Section Si‘::;iance Comment / Observation Rationale / Justification
Iv.C. 276-282 Comment/Observation (Continued) Rationale/ Justification (Continued)
(Cont.) | (Continued) Add to the end:

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

As stated, the sentence seems to be
devoid of any 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’ sentence
contains little of vaiue and should not
be added.

The results should be reported to the review
division prior to formal submission of the data
and, with the approval of the review division, iﬁéy
be submitted under the prewously agreed
submission requlrements "

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
implemented as if they were
comparable.

Essentially, it would “permit” the
Agency to ignore non-compliance and
treat the submissions as if the results
found were compliant.

Where the submission requirements of the
product are not met, the submission should meet
the filing requirements established in other related
guidance, if applicable, or as determined in
consultation with the review division,

This reviewer opposes the addition of
the commenters’ last remark.

Thus, whenever the
requirements are not met, the sponsor
should choose either a) to not make
the change or b) to generate and
submit a PAS in support of revised
specifications as the Draft states.

Add a sentence to the end of the paragraph prov1dmg provision
to allow for discussion if non- consequent1a1 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 |
|f any criterion is not met it magically becomes

“non-consequential.”

Provisions should be made that if the acceptance criteria are not
met, the change should not automatically be bumped to a PAS.’

Provisions have been made.

The sponsor has two choices.

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

If the outcomes are riot 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 reportlhg category that would
normally apply to the type of change mstead of bemg requxred to
submit a PAS.

For the same reasons as stated in this
reviewer's response to the commenters’ previous
statement, this should be rejected.

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 still
appropriate and can be maintained.

This guidance need make no such provision as
the Agency already has more than adequate
mechanisms by which the sponsor may “discuss”
issues with the FDA review groups.

As previously stated, missing any FDA-
approved acceptance criterion is of consequence
as it clearly indicates that the sponsor does not
adequately know its process.

Thus, for good and sufficient reasons stated,
the Agency should keep the draft text as it is
here and incorporate that text in the final
guidance.
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Section f;’gance Comment / Observation Rationale / Justification
IV.D. 284-296 With regard to the determination of “obsolete”, | General comment.

will investigators check for the “obsoleteness” of
these protocols during inspections? Will FDA
have any way of tracking these to determine when
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
modification 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 1mp1ement a change
where the change is “feasible and valuable” to the
manufacturer and not necessarily at the pinnacle of
technology.

This reviewer finds that the
commenters’ remarks have little to do
with what is stated in the text of the
Draft.

Moreover, this reviewer finds that the
commenters are proverbially “looking
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 execution when their
studies, regulatory changes, or new
science renders an approved protocol
either non-CGMP-compliant or not
scientifically sound.

The text addresses factors that could
“obsolete” an approved CP not about
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 authority stated
To clarify the text, this reviewer would
recommend modifying the text as
shown in the adjacent column.

Recast in the manner shown, the
commenters’ concerns about the word

Before commenting, the text cited needs to be
reviewed

Lines 286 through 296 states,
“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 comparability protocol are still appropriate
prior to implementing and submitting a change under the
protocol. If you find the comparability protocol is no longer
correct or adequate, the current protocol should be modified
or withdrawn. FDA can request additional information to
support a change that is implemented using an obsolete
protocol.”

This reviewer would suggest the text be
changed to: ’
“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
techhological 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 submitting a change
under the protocol. If you find the approved comparability
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 comparablhty
protoccls. [Note: FDA “can "request additional
information to support a change that is implemented using an
obsolete 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 pending
or approved application or license, or its current

“obsolete” are “obsolete.”
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Section

Guidance
Line

Comment / Observation

Rationale / ]ustlﬁcatlon

Iv.D.

284-296

Although the Agency intent is clear—to maintain
use of appropriate protocols——the wordmg is
ambiguous.

Line 219-—Replace “current FDA policy” with
“current FDA Guidances”.

This reviewer does not agree and finds
the commenters” rationale
unsupportable.

Line 295—specify how a protocol is withdrawn.

This reviewer agrees, supports the
commenters’ recormmendation, and
recommends that withdrawals of
submitted ‘or approved CPs be
reported in the firms’ Annual Review.

To accomplish this, the reviewer
would recommend adding a short part
(Part “IV.F.”):

“F. Withdrawal Of A Submitted Or
Approved Comparability Protocol.

A sponsor may withdraw a submitted
or approved comparability by
submitting a “withdrawal” letter to the
appropriate review division and, where
appropriate, should report the
accomplishment of that W|thdrawal in
their Annual Review.”" =

“Policy” is an overly broad term not restncted to CMC issues.

“Policy” is the correct term because
guidances are but a subset of Agency “policy.”

Thus, for example, if the Agency were to issue
a policy that proscribed the ‘Use of stearic acid
from animals sources ‘and the sponsor's
previously approved CP included the change
from stearic acid from vegetable sources to
stearic acid from animal sources, then, whether
the CP is simply pending or has been approved,
the sponsor should withdraw or modify that CP
or, if pending, modify, that CP.

Draft states that a protocol may be modified by a PAS submission
(Part IV.E), but does not state how a protocol is withdrawn.
PhRMA recommends the use of the Annual Report to withdraw
protocols.

This reviewer agrees that there is a need for a
mechanism and would suggest that the
mechanism' be similar to that uséd for an
application and, where the product is subject to
annual reporting requirements, approprlately
include the withdrawal of the CP in'the firm’s
formal “Annual Review:”

The mechanism for withdrawals need to
include the cases where the CP was submitted
but not approved and where, though the CP has
been approved, the underlymg apphcatuon has
not been approved or, for the DMF case, the
underlying DMF has not been accepted

iv.D.

286-288

BSE/TSE safcty assessments7 ) :

Screening for new infectious agents from a
biological source is a dynamic state. \CHa'n‘ge/s
occur constantly as new technology and methods
are acquired. Currently, there are no current
compendial test methods available t° quantitatively
assess BSE/TSE risks. Would the CMC
information required to obtain EU Certificate be
satisfactory for FDA, or would FDA requite
additional/different "CMC ' information for

o

The commenters provided no ratnonale.

IV.E.

298-312

The wording is awkward. Is the FDA trymg to
state that when a parameter in an’ approved
protocol is changed we can get the change
approved and the protocol approved in the same
submission, thus not havmg to get approval for
both the parameter change ‘and the protocol
change separately?

The use of a decision tree or flow chart would
simplify the presentation.

This reviewer agrees.

Clarity
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Section g:i:ance Comment / Observation Rationale / Justification

IV.E. 299-300 | To avoid revising a p:‘otpco],’it is recommended | Need for flexibility.
:)hatti;nvsv}b;:t;ug:i(ti::?gethzr rg:;zflle’ different | Need for protocol  specificity, regulatory
P _ . ) P ' certainty, and CGMP compliance.
This reviewer disagrees. If the changes proposed are predicted to have
IF different outcomes are predicted for | more than one outcome, perhaps a prior-
a change, THEN the process is|approval submission or "a supplemental
obviously not adeguately understood | application approach could be used.
and/or controlled. o However, such are not amenable to and
When Predictable should not be the subject of 'a CP.
In such cases, the sporisor should not
be using a CP but rather conducting
whatever studies are needed to
understand and control the subject
processes.
When Possible ) i
Even though it is always possible to
submit different options, changes
should be specific and have a single
definite predicted outcome before the
use of a CP is appropriate. )
This guidance clearly establishes the
need for the outcome of a change to
be predictable.
Thus, the CP process should not
consider the commenters’ remarks as

| viable for a CP.

IV.E. 299-303 Changes to the protocol that provide increased Consistency and burden reduction.
control should be treated in the same manner as | ;0 the use of @ CP s optional, the
any CMC change that provides increased control. .
These should be filed as'a CBE-30, ot 2 PAS. commenters can, and, in SUCh, cases pro“bavbly

_ ' \ should, a) not use the CP approach and b)

This reviewer cannot agree. pursue the change by other suitable Agency-
in such cases, the commenters should | recognized approaches (such as the CMC change
pursue the CMC change option they | process alluded to by the commenters in their
alluded to in their remarks. - remarks).

IV.E. 303 Revisions to the comparability protocol should be | Need a system to track the status of comparability protocols

tracked in the annual report, similar to the CMC
index. This would be a sub-CMC’ index for
changes made to the protocol over the life of the
protocol. (

(modifications/deletions)
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A REVIEW OF FORMAL COMMENTS To

Section fi'::ance Comment / Observation Rationale / Justification ™~~~ "7 77T
IV.E. 316-317 | Itis stated that the notification of editorial changes | Clarification of procedure to be fo]lo:vi}eawz{hiik ‘submission
to a comparability protocol can be provided in the | category to be used for modlﬁcatlons to an approved
AR. It is not clear what type of changes can be compatibility protocol.
made/ characterized as editorial and thus can be Since a CP is a techfical doe ument itis "hot
provided in the AR’ "A clarification i is requested dt d should t t h 'th
Examples might be inclided. expecte‘ 0 and should not contain muc in‘the
way of “editorial” content.”
This reviewer agrees. Given the preceding reality, it would seem that
To clarify what was intended, this | the Draft’s intent here is to provide a defined
reviewer recommends replacmg the mechanrsm ‘for correctmgwtypographlcal (e. g,
word “editorial” with the “phrase | “The.. process when the proper format is
“typographical, spelling, and | “The process ", “spelling (e g.,
grammatical.” Domogenelty" when “homogenelty” is the
\,um:u. speiling) and grammatical (e. g., “data
are” when “data is”is’ gramma’hcally correct)
errors discovered after the firm's CP”~
submitted to the Agency
V. 323 Clarification

Change to include the underline text:

“We recommend that a comparability protocol be
developed and used within the context of ex1stmg
change control procedures at the firm.”

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

To address both, this’
recommends the following:

“We recommend that a comparability protocol
be developed and used within the context of the
existing CGMP’ change-contro! preeedures
requirements and  the ~CGMP-
compliant procedures that the
sponsors have implemented.””

reviewer

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 altematrve addresses both
issues. )

37
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Guidance
Line

Comment / Observation

Rationale / Justification

325-328

Allow writing CPs as technoIogy spemﬁc, across
several products, or to address a change ﬂlat
affects the manufactunng of several or numerous
products, particularly when the ‘change 'is
necessitated by new FDA or ICH gﬁidahées.

For the reasons stated in the
reviewer’s previous “Observation” and
*Justification” remarks on this issue,
this reviewer cannot support this
repeated attempt by the commenters
to subvert the clear and proper use of
a CP.

While a “change” may affect several
or numerous products and may be
precipitated by a change in “FDA or
ICH guidance, the level of “change”

required may not be the same for all
and the “change” proposed may not
result in acceptable outcomes for all.

Therefore, this reviewer would again
recommend that the Agency ignore
the commenters’ unsubstantlated and
unsubstantial remarks.

Allow for cross-reference of protocols between
products. Indicate a mechanism for this to
happen.

There is no need to aHow for this
cross-reference between protocols as
the sponsors are free to submit or
reference submitted data packages in
any other of their submissions.

Thus, if a firm were to submit two CPs
that were interrelated, they could
reference each other’s data to show
general support for the change even
though the “is comparable” data
would be that supportmg the
“change” proposed in each separate
CP.

Moreover, this request has nothing
that this reviewer can se&to do with
the cited text.

Based on the preceding, this reviewer
would recommend discounting the

Wrifing a' CP technology specific, across several products, will
result in time saving not only for industry but also for the FDA
reviewers.

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

For example, were the precedlngJ to be
allowed, a failure in one casé would require the
Agency to reject all since all are in the one CP
and require a PAS be initiated.

How wouild this save time?

It would be advantageous to obtam FDA' agreement on how to
file changes that could i impact many products For example the
improvement or development of a new method for evaluatxon of
residual solvents used in the production of APls.

If the commenters’ goal is simply to obtain
agreement on a single change (as the example
states) impacting multsp!e products, all they
need do is file a set of CPs, one for each product,
as a group.

Often the same methods and same types of test data will be
generated for multiple APls each of which may be used in
multiple products. As the comparabxhty protocol is currently
conceived sucha c})ange could’s reqmre a separate protocol to e
filed as 2 PAS for each drug product

This reviewer disagrees with ™ what “the
commenters’ supposition. o

Since the change in"is the API[s, the firm
manufacturing the APls would only need to file a
CP for each API that the change lmpacted

As long as each “post change” APIis truly
“comparable” to the “pre change” API, the drug
product manufacturers would not need to and
are not required to fite CPs for their drug product
process unless the change in the API process
generated product that, though producing
comparable drug substance batches, the drug
substance is somehow not amenable to the drug-
product manufacturing’ process and, thus,
requires them to change sources or their drug-
product manufacturing process.

Section
V.
!‘, - N/ <

| commenters’ last remark in this case.
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Comment / Observation
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Rationale / Justiﬁcation"

V.

330-334

Proposed change and the data to support it in a
protocol should be in the context of current
registration commitments.

This reviewer disagrees, all proposed
changes and the data to support them
in a protocol must be considered in
the context of CGMP compliance and
not, as these commenters’ remark
states, “in the context of registration

: ”
commitments.

Example cited is not a good one.

Beginning at Line 328, the example
text being deprecated states:

“For example, a change in a fermentation
medium component used to produce an
antibiotic can result in more rapid cell growth,
which, in turn, causes a higher production rate
of antibiotic. Changes related to this change in
culture medium could include modifi cation in the
length of cell fermentation, increase in
harvesting time, and/or changes to purification
columns. We recommend that you submit
separate comparablhty protocols for unrelated
changes.”

Based on what is” said and this
reviewer’s knowledge and experience
in this area, the example is an
excellent one and should be kept.

The example cited implies that’ subrmttmg a protocol for— a
simple raw materials change in a fermentation process ‘would’
result (in the FDA’s mind) in the need to assess aran ge of
fermentation and product isolation pararneters that are not hkely
to be rcglsterea or for that matter well enough understood to
discern equivalence or differences before/after the change T

This reviewer finds the commenters’ rationale
remarks very revealing. \
From the reviewer's experience, there is no
such thing as a
fermentation process. "
Furthermore, this reviewer agrées with the
commenters’ remark concerning “ the need to assess a
range of fermentation and product isolation procedures that are”
not likely to be registered” ~ there is a need and some
firms have not reported the ranges and
procedures needed to assess comparability.
However, this reviewer finds the other part of
that remark, “that are not likely to be ... well enough
understood to discern equivalence or diﬁ'erences before/after
the change,” to be at odds with reality. =
Remembering a certain firm’s change in'a raw
material that resulted in a new impurity that the
firm even attempted to conceal fromthose in the
industry that purchased the resulting API, this
reviewer can see why the Agency chose this
example and why it is on point and ‘sends the
appropriate message to the industry.

“simp]c raw materials change in a

V.A.2,
3. &4.

Entire
Section
(334-
435)

Use of a decision tree or flow chart would §xrf1pley
the presentation, in particular for validation
requirements of release and/or development
characterization testing.

This reviewer agrees that the inclusion
of a flow diagram and/or decision free
foreach subsection might assist the
reader in determining exactly what is
required.

However, this reviewer disagrees with
part of the commenter’s rationale for
the adding said decision tree or flow
diagram (the term “flow chart” is
usually more appropnate toan outllne
of a computer programming
proposal).

Several cdncepis are presented in “dense” text.
This reviewer agrees with the commenters.

The appropriate cxtent of validation information to be provided
in the CMC supplement (in particular for characterization testing
reduced in a comparability protocol) is unclear and may be
excessive.

This reviewer disagrees with the commenters’
assessment concerning the
information to be provided.”

It is clear what is being requested just asitis
clear what CGMP requires in ‘this regard.”

Unless the commenters’ definition of
“excessive” is simply “more than they want to
provide,” the request to provide only some of
what the CGMP regulations require the fir
have gathered and maintained is certainly not
excessive.

“extent of validation
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Section

Guidance

Line

Comment / Observation

Ratlonale / ]ustlﬁcatlon .

V.A.2.

368

Inclusion of stability protocol information into the
comparability protocol.

Since the preceding is the first of the
two options provided in the guidance,
this reviewer agrees with what is
stated.

Cross-reference to an approved stabﬂlty protocol should be
adequate [Comment Tt is not clear to_me what we are
recornmendmg here]

Since this is one of the options in the guidance,
this reviewer agrees with the commenters’
remark here.

V.A.2.

373

Add the following after the sentence ending in line
373:

“Generally, data submitted as part of post
implementation commitments may be provided to
the FDAasa component of the Annual Report for
the product.” S e e e e e e

This reviewer sees a need for some
type of statement along thls Ime 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, commitment-related
data, beyond that required to be
submitted as a part of the change
nmplementatxon notlﬂcatlon submussmn—

gy s o

commitments may be provxded to the FDA as a
component of the Annual Report for the product.”

Not all of the data will be collected 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 post-approval]

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 slibmission and =

B. Data, likeé “stability data, that will, of
necessity, have to be submitted at Iater
times.

Based on the precedmg, this reviewer
proposes the changed wording provided or better
language be added at the end of this section.

V.A.3.

397-398

Change from:

“Validation of new modified analytical procedures
or revalidation of existing analytxcal procedures
should be performed, as appropriate.”

Change to:

“Modified analytical procedures should be
validated, as appropriate, for ‘thefr 1ntenJed use
Validation data” should be retained at the
manufacturing site for all methods.”

This reviewer does not agree with the
commenters’ proposed changes.
However, this reviewer proposes the
following alternative:

“Nalidation The initial validation of new modified
analytical procedures or revelidetion the on-going
validation or verification of existing analytical
procedures should be performed, as appropriate.”
The CGMP view is that validation’isa
journey and not a destination.

Generally, only limited analytical procedure information is
provided to the NDA for raw materials, starting materials, drug
substance intermediates, exc1p1ents and packagmg materials.
This section should not require ruore extensive information to
support a change that what is required for a new 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 Information:
Availability,” issued at about the sametime as
this Draft, which does require the same for the
CMC section of all NDAs and ANDAs as well as
DMFs/VMFs that address drug substance, drug
products and drug components submitted under
the DMF/VMF process.

Since the ‘commenters agree that this info
must be acquired and maintained (should be held
and be available at the manufacturing site), then it
should be provided to the Agency for inspection
in the manner that the Agency asks.

.....
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Guidance
Line

Comment / Observation

Rationale / Justification

V.A.3.

398-401

Change to include the undetlined fext: "
“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 1mp1emented using the
approved comparability protocol is reported to
FDA.”

This reviewer cannot support the
commenters’ proposed  change
because it does not clarify; it aftempts
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.

Clarification

The unmodified sentence aiready 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) misplaced,
b) adds confusion, and ¢) lmpropeﬂy limits the

“when” to report the data. )

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 1o
include all possibilities as follows:

“The protocol weuld should specify that any mew or revised
analytical procedures and the approprlate validation errevalidation
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 inan

V.A.5.

440-444

Revise this paragraph to read as follows: ™~

“The comparability protocol should iaentify the
following information, which will be submitted to
FDA at the time a post approval CMC change is
implemented  under’ ‘the  'FDA-approved
comparability protocol: ) T
1. the type (e.g., release, long-term or
accelerated stability data) of data
2. the amount of data (e.g., 3-months accelerated
stability data).

3. the data that will be generated prior to
distribution of the changed product, where
appropriate (e.g., when the proposed category
is a CBE-30, CBE-0, or AR).”

1In general, this reviewer agrees with

the commenters’ proposed changes
but would suggest the improvements

| presented in the adjacent column.

AR, CBE-0, CBE-30, or PAS, as approprrate)

The sentence is too long, leading to confusion.

The sentence being discussed states, “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 submltted at the trme a
postapproval CMC change implemented using g'the approved
comparability protocol is reported to FDA and, when
appropriate, generated prior to your drstrrbutmg the product
made with the change (e. g when proposed reporting
category is a CBE-30, CBE-O, or AR}

This reviewer aggress with the commenters
but would suggest:

“The comparability protocol should 'identify the foHewing
informationywhich that will be submitted to the FDA at the
time apos t approval CMC change is implemented under an

FDA-approved comparability protocol. At a minimum,

that information should, include the following:

1. the'Type ofdata(e. g, 1n- process re]ease long-term or
accelerated stablhty data)

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)

the-Data that will 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

month’s fong-term- storage -condition’ data on not
less than 3 fuill-scale batches), where appropriate
(e.g., when the proposed reportlng category is a CBE-30,

CBE-0, or AR)

a1
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Section

Guidance

Line

Comment / Observation

Rationale / Justification '

V.A.6.

455

The first sentence states that “...use of an

approved comparability protocol may justify a
reduction in the reporting category.”

Although the FDA intent that a protacol ‘does not
automatically result in a reduced reporting
category is understood, this reduced regulatory
burden is a primary motivator to the effort of
submitting a comparability ﬁr&&éél‘?ls‘}“‘aﬁ%&a
[Comment: Is there a suggested revision here? If
not, this should be deleted.]

This reviewer agrees with the
embedded “Comment:”

Most sponsors would probably not go to the trouble of preparlng
a comparability protocol if they woufd not get a reductlon in

reportmg category

This reviewer fails to see the point of this
comment and rationale - it simply states a
general reality.

V.A.6.

460

FDA should clarify what the mechanism would be
for reaching “agreement” with the applicant

This reviewer agrees and suggests the

following:

A. The sponsor submit a wrltten draft
outline,

B. An appropriate reviewing group then
evaluates the outlinea galnst CGMP
the changes proposed, ~ andthe
sponsor’s compliance history,

C. Based on the Agency’s assessment, the
Agency should:

1. Decline to suggest a reportlng
category,

2. Suggest the standard reportmg
category or o

3. Suggest one category below the
normal filing category for” the
changes proposed, and

D. Send the sponsor their
recommendations and the rationale
used to reach the recommended
category.

E. The sponsor could then either:

1. Send ‘a letter accepting the
Agency’s recommendation or,””

2. Submit mdFé‘dé“fé’l’i'é“d“i’ﬁi‘()‘?ﬁ%éfl6r'1
that, in the firm's ‘opinion,
supports a different réporting
category.

F. When the “sponsor- ob;ecfs “the
Agency's formal dispute résolution
process should kick in.

G. At the end of the day, the Agency would
then send the sponsor a Tetter stating
that the assigned category w:th the

"éavéat that “filire of the process or the
product to meet any of its acceptance criteria
nullifies any category reduction and will

require a PAS to address the actual outcomes’

observed.”

The commenters did not provide a rationale,”

All formal procedures need formal
mechanisms to govern them.
Al formal  mechanisms should’ ~ be

straightforward and self- documentmg

At the end of the day, the final decision must
ensure CGMP compliance and should be made
by the FDA. «

This reviewer believes that the mechanism he
has proposed can meet all of the preceding and
is appropriate for the purpose stated.

Moreover, this reviewer suggests that this
procedure be contained in ‘an’ appendlx ‘and
referenced in the text of the guldance as. and
where the Agency sees fit.
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Guidance

Section |~ Comment / Observation Rationale / Justification
V.A.7. 463-469 Delete this paragraph. As it is difficult to determine prospectjvély (without the actual

This reviewer disagrees with the
commenters.

The fundamental premise for a CP is
that the sponsor has amassed
sufficient data and, based on that data,
understands the process to the point
that it can prospectively project what
the effects oh the process or the
product that each change will
probably have. , |
Thus, this reviewer finds the
commenters’ first “Rationale”
statement disingenuous. '

If a sponsor can't project a course of
action because the sponsor does not
understand the probable process
outcomes, then they should not
submit a CP. )

With the replacement of the word
“equivalent” with  “comparable”
previously proposed by this reviewer
and minor changes designed to
improve readability, the paragraph
should be retained and state:

“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 physicochemical,
biological, pharmacology, PK/PD, efficacy,
or safety testing or in-a-product-that

2. Does not meet the prespecified acceptance
criteria in the protocol.

You should identify in the protocol the steps you
will take in such circumstances.”

data in-hand) what steps would be taken if equivalence is not
demonstrated, this paragraph should be omitted.

Apparently, the commenters think that a CP
should be submitted even when the sponsor has
no idea of the effects that a change may have on
the process or the product produced by that
process. : o

Their thinking completely ignores the reality
that a CP'is an optional procedure that a sponsor
should only use when the sponsor has a good
understanding of the process and the effect of|.
factor changes on that process.

In such cases, the sponsor should be able to
project the actions they plan to take if, in spite of
their understanding, the results are not as
expected.

As the commenters state in the other remark,
the sponsor may elect the PAS option.

However, what a firm plans to do is left up to
them. . : .

The Agency just expects them to understand
their process well enough to project what actions
they will take if a given acceptance criterion is
not'met.

Moreover, if equivalence isn’t demonstrated, why refer to the
protocol? Most sponsars'would merely submit a “standard” PAS
and request approval based on the included data” (with
justification).

Apparently, the commenters have gotten the
proverbial cart before the horse, the request is
what the sponsor plans to do in the event of
failure before making the change - not what the
sponsor does after the problem has occurred.

There is nothing to prevent the sponsor from
electing to do as the commenters suggest after
the fact. '

Further, if this reviewer were reviewinga CP
for acceptance and approval, this is one area
where this reviewer would use the sponsor’s
contingency plans to assess how well they do
understand their process and the probable
change effects as well as the firm’s approach to

CGMP compliance.




A REVIEW OF FORMAL C

Guidance

Section | Comment / Observation Rationale / Justification
V.B.2. 494 Revise to add the underlined text: In some cases, a low level might be good enough.

“... or that they are appropriately reduced,

removed, or inactivated by ...”

This reviewer does not agree with this

T MVTS

change in the context of the text.

This reviewer also has little respect for
those who seek to suggest seemingly
innocuous changes by taking the
words from the text they wish to
change completely out of context.

However, the text should not be left as
it is but changed to be more patient
safety oriented as follows:

“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 in 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 FDAguidance that
recommends-gualificationlevels}. In the case

of new impurities or increases in the
level of any existing impurity, the
appropriate acute and short-term
toxicity studies should be conducted.
Based on the results of those studies,
long-term toxicity and, in some cases,
clinical studies may be needed.”

proposed by the commenters

The presence of a new impurity that is not
removed in the case of chemical impurities or, in
the case of biological materials, inactivated by
downstream steps renders the products outside
of the CP envelope because the products cannot
be considered equivalent.

This is the reason that the text states, " =
“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 in 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).”

Remembering the L-Tryptophan incident, the
Agency would be derelict in exercising its safety
responsibiiity to permit a process to have new
impurities or increased levels of an existing low-
level impurity without requiring the manufacturer
to provide safety data that demonstrates the new
impurities or the increased level of a given known
impurity do not increase the safety risk to the
public.

Moreover, to be equivalent, the changed
process must produce product that is no less
pure than the current proposed (e. g., pending
application), approved (e.g., NDA or ANDA),
licensed (e.g., Biological product regulated as a
drug) or accepted (e.g., DMF) product. )

For the reasons stated, the text should be
changed as this reviewer suggests and not as

‘ 444‘
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Guidance

Section |/ Comment / Observation Rationale / Justification
V.B.1. 484-486 Change from: As per BACPAC, ‘an examination of physical characterxstlcs is

'} particle size distribution,

“A comparability protocol would normally include
aplan to compare the physmal characteristics (e, 2
polymorph forms, particle size alstrxgﬁtlon) of the
product produced usmg the old and new processes
when these characteristics are relevant to the
safety and/or cfficacy of the product.””

Change to:

A comparability protocol would normally include
a plan to compare the physxcal charactenstlcs (e 2
pmymorpn forms, pamcle size custnbutlon) ofthe

@ihﬁ&@mﬂﬁr&x&mjﬂmnﬂﬂhu&fﬂy
and/or efficacy of the 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 substance comparability protocol would
normally include a plan’to compare the physical
characteristics (e.g., for solids, polymorph forms,
bulk “and"tappéd
density, flow, permeability, intrinsic
solubility; for Tiquids, viscosity, refractive
index, color, density) of the prodtict 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
physical characteristics (e.g., for solids,
hardness, friability; for semisalids, color,
density; for suppositories, softening
temperature, density; for suspensions,
settling time, color, density; for liquids,
viscosity, 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 efflcacy
of the product.”

required only when equwalence is demonstrated after the final
solution step.

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

The BACPAC lgUidance is designed to resfr‘ict

AAAAA

statement has already done.

However, the examples list is incompiete 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
solld drug substance (a/k/a active mgredlent or
active pharmaceutical mgredlent [API]) o

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 cofriparisons 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 postchange
product’s comparableness to the prechange
product. )

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 andits
various common dosage forms

A4:5‘u
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v.B.2

491-492

Change from:

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

Change to:

“The studies would assess product-related
impurities and  process-related  impurities,

including, if applicable in- process reagents—ané
catalysts, and solvents.”

As per BACPAC 1, demonstration of equlvalence mc'fudes
assessing residual 1eve]s of exxstmg ancf L any new solvents

V.B.2,

Add as the next sentence on this line:

This reviewer does not agree with the
commenters’' proposed addition.
However, this reviewer would support
the following modified version of the
preceding:

“Comparabﬂity of the impurity profile can be
established by testing the drug substance or
the drug product, or, provided a) no
new impurities are found and b) the
fevels found for each of the existing
impurities in the postchange process

- intermediate are not greater than the

levels found in the same prechange
process intermediate for a drug
substance process, an’ ‘appropriate isolated

intermediate following the change er—thed-—rug
substanee,”

It is necessary to confirm that the demonstration of
comparability at a certain step will not require complete
processing from the modlﬁed step through unrnodlﬁed steps to
the drug substance.

The commenters’ wish to minimize the
processing of the intermediate to the final drug
product needs to be balanced agamst the reahty
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 extstmg
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.

v.B.2

1 497-498

Does reference to a “relevant FDA “guidance”

exclude ICH Q7A7 "

Though this reviewer cannot answer
for the Agency, this reviewer notes
that the FDA should only reference
guidances that it has issued.’

Thus, if the FDA finds a given ICH
document to be the same as the
Agency’s current thinking on a
subject, the FDA_should publish its
own version of that guidance and
reference it.

The commenters provided no rationale.

The FDA, bound by the FDC Act and the
statutes of the United "States ™ should ™ only
reference documents that are either “recognized
American standards or their 1SO equivalent” or
ones they issue.

This is the case because other & agenmes not
governed by the FDA, can change their guidance
documents in ways that renders them at odds
with the FDC Act, the CGMP regulations, and/or
FDA's current thmkmg

The ICH is a consortium of three’ (3)
pharmacopeial orgamzahons whose actlons are
not controlled by the FDA.

As such, the FDA should _j darectiy reference

46
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Section fi‘::ance Comment / Observation Rationale / ]ustiﬁcatiqn
V.B.4 518-520 Change from: Validation may or may not be appropnate in all cases. Each case
« . will require individual evaluation.
We recommend a statement be included that
controls, including those that have been validated This reviewer dlsagrees
to inactivate * and remove impurities or The FDC Act at 21 U.S.C. 351(8)(2)([)) states
contaminants, will be revalidated for the new | that a drug is adulterated “if it is a drug and the
production process, if appropriate.” methods used in, or the facilities or controls used for, its
manufacture; processing, packing, or holding do not conform
Change to: to or are not operated or administered in conformity with
“We recommend a statement be included that | current good manufacturing practice to assure that such drug
controls, including those that have been validated | meets the requirements of this chapter as to safety and has the
to inactivate and remove impurities ' or | identity and strength, and meets the quahty and purity
contaminants, will be reagsessed for the new charactenstlcs, which ‘it purports “or is represented to
production _process, and  revalidated, if | possess.”
appropriate.” Though the regu!atidns governing the drug
original text and the commenters forth in 21 CFR Parts ZfO through "2"2”6“%0 both
proposed revision.
X ) L i ., | drug substances and drug products.
Ih's reviewer proposes the. following: 21CFR Subpart "F=Production and Process Controls
We recommend a statement be included that | sets forth the regulations that govern process
controls, including those that have been | controls. ’
validated to mac‘tuvateand'remove in_1punt|esor In Subpart F, 21 CFR 211.110, “iS’é}ﬁﬁ‘liﬂri}jwé’nd
contaminants, will be revalidated validated for | yogiing of in-process materials and drug dedLiéts states
the new production process;-fappropriate for | (,nderlining emphasis added) at (a), “Toassure batch
both drug substances and drug | uniformity and integrity of drug products,w ritten procedures shall
products to at least the extent | beestablished and followed that describe the in-process controls, and
required by CGMP as set forth in the | tests, or examinations to be conducted on appropriate samples of in-
21 CFR 211110 process materials of each batch. " Such control procedures shall be
established fo monitor the output andto ﬁl;da_te_whe_;Lrﬁ)Lm_gc__aed
those manufacturing processes that may be res’p‘ onsible for causing
variability i in the ‘characteristics of in-process material and the drug
product. ..

Therefore, a ﬂrm is reqwred to evaluate each
of their process controls in‘each iteration of the
process in a manner that valldates that control.

Thus, the Agency should nét propose, and the
sponsors cannot do, less in this case. {Note: As
the regulations so ¢learly indicate, validation is an
ongoing journey and thus, though used, the term
“revalidated” is mappropnate for what is an ongomg
activity required for each’ lterahon of the process as

| the applicable CGMP regu.l‘aqun”sroNcH!early does.]
V.C. 522-548 Since the regulatory filing requlrements for the | Time required might exceed timing of submission without

analytical changes ‘would still apply, and the
science  surrounding analytlcal validation
requirements is well documented, it is doubtful
that the use of comparabxhty protocols “for

/analytlcal changes would provx&e sxgmﬁcant

sponsor benefit.

approved comparability protocol, with little increased risk.
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Section | 1 Comment / Observatlon Rationale / ]ustificatioii o
V.D. 550-557 SUPAC guidance should be Cross- referenced The commenters provxded no ratlonale
V.E. 559-579 ] Add to the end of line 579: We suggest that the Manufacturer should bé able to work with

“If a Site Inspection s required and wou]d typxca]ly
be initiated by the submission of a prior approval
supplement, the apphcant is respon51ble for
insuring that the site has a satlsfactory cGMP
1nspectlon in the type of operatlon prlor to
implementation of a change in accordance with a
commitment to the approved Comparabﬂxty
Protocol.”

This reviewer  opposés” " 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 carinot approve a
Comparability - Protd&"oim(“’CP"T for a
facility that does not have
inspectional confirmation =~ of
satisfactory CGMP compliance. In
cases where a new facility is
proposed, the reviewer will, aswit h
any other type of PAS, verify the
proposed facility’s CGMP compliance
status. In cases where the proposed

facility (not the site) does not hsze a'

history that supports satl
CGMP compliance, "the CPri
will notify the Field” Inspéé?gréf’é”’énd
work with them to’ schedule the
needed facility inspection. Firms

should not submit a CP unless they

know that the facility is ready for a PAl

inspection on the day the CP is

submitted.  [Note: CPs that name’

facilities at whichthe Agency subsequentfy
finds unsatisfactory CGMP comphance at
the facility named should, if not accepted
be rejected and, if accépted or approved,
should have their acceptance revoked or’
approval suspended until'that facmty has z a
sahsfactory CGMP status ]”

-| regulations.

the local FDA office to schedule inspections related to the
implementation of the comparability protocol.

The Guidance should clearly state whether FDA will perfnit a
supplement in a non-prior-approval reporting category for a
change to a new site which has not been inspected or does not
have a satisfactory ¢GMP inspection, 'sibce “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 <GMP “inspection. ~ “An approved
Comparability Protocol could allow a packaging site change tobe
reported in an annual review along with a statement (Lines 570-
573) that the move will be 1mplemented only when the site has a
satisfactory ¢cGMP inspection for the type of operation. This
Guidance, as written, does not necessaf'll}; provlde for the use of
such a Comparability Protocol, which places the responsfbﬂlty of
insuring completion of a satisfactory cGMP inspection withouta
PA supplement.

The FDC Act is quite clear with respect to
requiring CGMP as a precondmon for the
manufacture of a drug. ‘ o

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 faw and the regulaflon (21CFR210)
both make CGMP compliance a prerequys|te for
the commencement of manufacture

Legally, the Agency can do no less.

Thus, the Agency should not approve any
submission that the Agency knows ‘does not meet
all of the prerequisite CGMP miriimums set forth
in theFD C Act and the implementing CGMP

48
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V.E.

570-579

Ifa change in manufacturing site is proposed for an
aseptically processes product, would the FDA
sanction the site change if 'ﬁié‘sf)‘éciﬁg Tacility or
area had successfully met a ¢cGMP inspection
within two years of when the comparability report
was submitted?

If not, would the successful media fill (3 lots) be
satlsfactory evidence if the last inspection period
exceeded two years at the time the comparability
report was submitted?

Though this reviewer cannot answer
for the FDA, he would recommend
that, to be approved, the aseptlc
facility should have its CGMP
compliance history updated to a date
date before the CP is approved and, in
the approval, should require the
sponsor to initiate use of that facility
within one (1) year of the approval and
submit the required CP report,
including the results of at least three
(3) media fills, within 18 months of
the approval or the approval should be
automatically suspended pending a
facility inspection update.

Clarification needed.

Given the high risk to the publlc assocxated
with facilities that aseptically process product
the Agency should do all that it can o ensure
that such facilities  havé ~an” up-to-date
satisfactory CGMP-compliant inspection status.

V.F.

581-586

Add to the ends of lines B, (L'114) and” V F (T;
586):

“Comparability Protocols are not needed to
provide a list of suppomng data that the apphcant
will provide to support cBanges “that ¢ current
guidance classifies as annual reportable This
information must accompany the change when itis
reported in the Annual Report.”

This reviewer cannot agree with the
proposed insertion because (1) the
submission of a CP'is an optlon and
(2) if the sponsor elects to pursue this

option, CPs have the same_ mternal‘

reporting requlrements as a PAS
because the Agency classifies them as
a PAS.

Moreover, the commenters’ rationale
seems to be derived from unpublished
guidance discussions that have no
currency.

Therefore, the commeqﬁers proposal

should be rejected.

| part,

Prior to 11/99 PAC Guidance, application included a form of
Comparability Protocol or interchangeability protocol which
described changes that appeared to reduce the reportmg category
from CBE to AR (based on 21 CFR 314.70 reqmrements) In
alignment with the allowable’ changes in"the 11799 PAC
Guidance, there is no need to describe niinor , annual reportable
changes in a Comparability Protocol, except to provide a list of
supporting data that the apphcant will provxde ‘FDA should
state that they do not expect to see Comparabﬂlty 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 reviewer was able to
ascertain, there is no official packaging PAC
(11799 PAC) guidance that thé FDA has
published as the commenters seéem to indicate
and a search of the entire FDA site for “11/99
PAC Guidance” found no matches.

This reviewer did find ‘evidence 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
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Guidance
Line

Comment / Observation

Rationale / Justification

V.F.
(Cont.)

581-586
(Continued)

Comment/Observation (Continued)

Please clarify the use of the word “repetitive” in

line 585. Does this mean

® a single change /applied t0 numerous
applications or -

® a serics of changes that have prédéﬁned
acceptance criteria but which may extend
beyond any single changc7

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

This reviewer leaves it up to the
Agency to respond as it sees fit.

Rationale/Justification (Continued)

The alternative choice was included because it
seemed to this reviewer that the section and
context logically pointed to an alternative that the
commenters somehow missed.

V.H.

595-606

Spell out DMF/VME holder and NISA7ANDA
/NADA/ANADA holder responsibilities to
communicating with one another when a
comparability protocol references a DMF/VMF
that is not held by “the “NDA/ANDA
/NADA/ANADA holder.

This reviewer doeés not think that
FDA has any authorityin this “area and
should not attempt to get involved in
what is purely a contractual matter
between the sponsor and, if different,
the DMF/VMF holder, or, when the
DMF holder is located outside of the
US territorial  boundaries, ‘the

This section needs clarification.

This reviewer disagrees because the clarification
sought is outside of both the regulatory process
and the FDA’s authority.

To conduct a review that requires reviewing
information in a DMF/VMF, the sponsor must
obtain a letter from the DMFNMF“EBAlder that
authorizes the Agency reviewer to review the
specific part of the DMFthat bears on the sponsor s
submission.

How the sponsor deals with the DMFNMF“th”&er
to obtain the requisite DMF/VMF “review” etter, is
strictly up to the sponsor. S

The preceding is the case because DMFs/VMFs

are trade secret fﬂmgs

| DMF/VMF holder’s agent.
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Guidance

Jchange

Section Line
V.H. 599-606 Change from:

The protocol would include a commltment to
provide a letter authonzmg the FDA to review the
master file when a postapproval CMC change
implemented using the approved comparabxhty
protocol is reported to FDA.

Change to:

The DME holder should confirm that changes are
properly reported to the FDA. Addmona] up(lates
may be provided at any time or durmg the annual
update. This information should include updated
reference citations in the DMF. Theé DMF holder
may unilaterally expand the information
supporting the NDA “}klolder by inclusion of
additional reference information in the update.

This reviewer cannot agree with the
proposed because the
commenters who proposed it are
obviously unaware of the trade secret
provisions appertammg to
DMFs/VMFs that prohibit the FDA
from monitoring their content.

lts contents are “trade secrets” and

not available for review yvuthout an
authorizing letter from the DMF/V
holder or, it the DMF/VMF ho
located on foreign soil, t’he'DMF/Vl\?lF““
holder’s legally empowered
representative (agent)

The FDA only tracks ‘the required

annual DMF/VMF update and srmply

files all other DMF/VME submissions. |

Unlike the drug product AR, it is not
automatically reviewed nor is it
automatically reviewable.

The Guldehne for Drug Master Flfes (September 1987) does ot |
indicate that a new authorization letter is requlred whenever a
change is made to a specific DMF. However, this section
appears to require a NEW letter of authorization if there is an
NDA change which may reference a different file or, perhaps a

different portion of a master file. However, this section, as
written, implies that the NDA holder has intimate knowledge
about the content of the master file and must understand that the
initial authorization did not grant access to the existing sections
of a master file.

A new letter is needed because in support of
the CP, the DMF/VME Rolder will have added
new information to the DME/VME that the FDA
needs a new letter to permit it to review the new
information in the file.

Moreover, the control of the quality attributes
of a DMF-controlled drug ‘substance, other
component or container closure system is a
contractual matter between the DMF/VME 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/VMF
holder may be fllmg them annually, the Agency
cannot, except in the inspection process (PAI,
biannual or for cause) review the changes being
made uniess the DMF/VMF holder provides a
letter authorizing the Agency to do so. [Nete: In
light of this reality, perhaps the mdustry should be
lobbying for anmual inspections for all’ DMF/VMF
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 ensure that components that are
different than the components listed for the
firm’s approved or licensed drug product are not
used to make drug product )

The DMF/VMF holder’s responsrblllty in such
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Section g;i:ance Comment / Observation Rationale / Justification
V.H. 599-606 Rationale/ Justification (Continued)
(Cont.) (Continued) Many master file holders are very reluctant to provide details

about their master files that would allow for or facilitate clean,
clear references. Please clarify why the FDA needs a copy of the
DMF authorization letter from the DMF holder when the
regulatory file is reviewed for a change contained ina DMF (e.g.
container resin change). We believe that a new authorization
letter is unnecessary since the FDA must have received the DMF
letter at the time of the 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,

Therefore, each time a DMF- 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.

As DMFs are not “approved” documents, how is the
Comparability Protocol to be approvéd when submitted to a
DMF? How is notification of “acceptance” of the Comparability
Protocol received?

As the next Draft paragraph indicates, that is
a question for the FDA whose exact answer has
not yet been formulated.

Under its existing policy, the Agency would
simply “accept” a CP filed by a DMF/VMF holder
and not review it until a) the holder’'s next
inspection or b) it is referenced in a drug product
filing.

if the NDA/ANDA/NADA/ANADA holder
submitted a CP protocol referencing the same
DMF/VMF process and product, it wouid be
either approved or rejected.

In Case 1, review during inspection, only the
DMF/VMF holder would be notified; in Case 2,
both holders would be notified (DMF/VMF holder
in its EIR letter, and the others by an approval
letter).

In latter case, a DMF/VMF holder letter would
be needed authorizing the Agency to a) review
the appropriate DMF/VMF files for the CP and b),
when the CP studies have been completed, again
review the up-to-date files as a part of the Agency
CP-report review prior to authorizing shipping
the post change product
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Section gf:ance Comment / Observation Rationale / Justification
V.1 608-617 This section implies that a DMF/VMF can be | Clarify the section.

changed using a comparability ']:}rotocol.

This section does more than imply, it
states that a DMF/VMF can be
changed using a comparability
protocol that the Agency would not
ordinarily review.

Thus, determining the validity of CPs
submitted by DMF/VMF holders falls
on the inspectorafe and those firms
that use the product produced under
the DMF/VMF, ' o

We would like to see this clarified. CBanglng a
DME/VMF under a comparability protocol is
another of those changes potentlally lmpactmg
multiple products manufactured by mufnple drug

product manufacturers.

This reviewer -agrees  with the
commenters’ remark.

Would the DME/VME ~(ejg. APy “and

corresponding NDA/ANDA/NADA7/ANDA (e.g.
Drug Product) protocols need to cross reference
one another?

The DMF/VMF has no need to cross
reference any of the firms that
purchase the DMF controlled products
(see “Discussion 1" in  adjacent
column).

Sometimes the drug product manufacturers are
unwilling to divulge the use of an AT produced
under certain DMF/VMFs,

Failure to disclose the true source of
an API to the Agency “adulterates” the
. | drug product produced and makes the
offering of said drug product for sale a
violative act that subjects those who
release such drug products to criminal
penalties.

Hopefully, the commenters will work
with the Agency to identify and excise
such persons from the drug product
industry.

Discussion 1

Further, because DMFs/VMFs are “trade
secret” documents, except for cause, the Agency
does not ordinarily have any authonty to review a
CP so submitted unless a drug product
manufacturer explicitly files ‘a submission that
addresses the CP and provides the Agency a
review authorization letter from the DMF/VMF
holder. ‘

The drug product manufabture‘ré do have a
compelling interest in"seeing to it that’ “the
changes implemented produce comparable
product.

This is the case because a change that leads
to a postchange product that is not comparable
could put them out of business - they are not
approved to use such APls,

Thus, to ensure that the components supphed
by a DMF/VMF holder “are ‘the same as the
components supplied in the submission
documents, the drug product manufacturer
needs: ,

1. Strong contractual incentives for the
DMF/VMF holder to collaborate with them
for proposed changes and

2. Specific identity test suites that are de5|gned
to detect undisclosed changes

3. Rigorous specifications  for all " variable
factors (chemical and physical) that can
affect the safety, efficacy, and conformance
to CGMP of the drug products made with
each such component. ‘

In the reviewer’s experience, most firms are
willing to do whatever they can to satisfy their
customer provided the customer IS wHImg to pay
for the added costs for domg it

For example, Dow was more than willing to
provide a small drug product manufacturer of
sustained-release drug products with a very
special grade of “Methocel” at an additional cost
of only $US 0.03 per kilogram even though, on
average, only 4.5 lots/month of their production
met Dow’s special release criteria and only 2.5
lots/month of their production lots met the drug

| product firm'’s rigorous dcceptance criteria.
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Guidance

Section | o Comment / Observation Rationale / Justification
V.l 610-617 | Recommended verbiage: We are uncertain of the benefit that' a DMF holder will have’

The provisions for submitting a comparability
protocol to a master file will be the subject of
future revisions to CDER's Guideline for Drug
Master Files and CVM’s Guidance for Industry for
the Preparation and Submission of Veterinary
Master Files. Until these revisions have been
made, comparability protocols for master files are
not included 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 holder can, if
followed, use fo:

1. Provide ‘themselves with the
assurance the holder needs to have
that, as “comparable” is defiféd by
the FDA, the changes they implement
do produce postchange product that
is comparable chemically and
physically to the FDA ™“accepted”
product,

2. Ensure that the holder will have no
change-related inspectional issues in
their next general CGMP inspection,
and

3. Ensure that their customers continue
to receive drug product that s
comparable to the prechange product
the FDA “accepted” “so ~ that
customers have little or no risk of
making unacceptable drug product
when they attempt fo use postchange
product  in  their  approved
drug-product processes. o

In this reviewer’s experience, there
have been several cases where an
innocuous change by a DMF holder
has resulted in postchange 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 working
and contractual relationship bétween
the parties and, at a slight increase in
component cost, appropriately tighten

+ the incoming’ contractual‘acceptance

criteria that both parties agreed
should be met.

providing a Comparability Protocol, since they have no’
regulatory “Prior Approval” issues with which to contend.

The commenters are correct.

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

Since the Agency’s method of audltnng for |
CGMP compliance is, of necessdy, mspectlon
the DMF/VMF holder and the Agency both have
much more at stake in an inspection than non-
DMF/VMF holders do.

in general, the finding of non-comparability in
an mspectlon should rmmed|ate7y suspend the
holder’'s “acceptance.”

For holders located on US territory, the
Agency can, should and has, snmply had a local
health official or, in some cases, federal
marshals, padlock the facility and lssue selzure
orders for lots’in commercs.” e

For foreign holders, the Agency need onIy
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 canreference the }* -

comparability protocol in the DMF and be r“ef:i\ii"féa “to do no
additional work?

The text does not state what the commenters’
remarks state.

Moreover, nothing could be further from the
truth.

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 thé Agency s not so
subtle ways of reminding the drug product
manufacturer that they, not the Agency, bear the
responsibility and accountabmty for ther isks
they elect to take.

* |f a 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 bly that
component from that source and make other
sourcing arrangements.
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Brlstol Myers Squibb PharmaceutlcarResearch lnstltute s ’§’u
- Dated June 19 ZOO3 To Docket 03D 0061 e I?“" AN—

[Note: The original comments are quoted ina condensed font (1><mctua) the quotes T

directly from the draft guldance are quoted in a stylized font (Lydran) and, in'géneral, t}
reviewer’s text and comments are in a publishers font (News Gothic MTy tow“ ke'it ez
for the reader to d!fferentuate ‘the “speaker" in the various text | passages 't
When addressing comments made in 2 tabular” format, this reviewer will (to tHe” axtent™”
reqgul red) preserve the commenters’ format and, |n general approprsatety place the
reviewer’s remarks after those of the commenter. ]

These commenters beg in by stating, “antol Myers Sqmbb isa d1vers1ﬁed worldw1de health/
and personal care company W1th prmmpal busmesses in pharmaceutxcals consumer medlcmes nutrltlonals and ‘

dedicated $2.2 billion for pharmaceutlcal research and’ deve]opment activities. The com
5,000 scientists anid doctors committed to discover and develop best in class’ therapeutlc and preveﬁtwe agerlts
that extend and enhance human life. OQur current plpehne comprlses of approxnnately 50 compounds under
active development. For these reasons, we are very interested in and well quahﬁed to comment on the FDA draft
guidance for mdustry entitled Comparablhty Protocols — Chemlstry, Manufacturmg, a:nd Controls Informatlon
Specific comments are provided { in y bullet format below.”

® Reference is made to lines 288-301.° Modlﬁcatlons to a cornparabﬂlty protocol should be reported andﬁ e

e et

metabolic and mfectlous dlseases neurological dlsorders and oncoIogy Inx2002 alone, antol ‘Myers Sqmb{b(m T

approved according to the appropriate reporting category for the change For example a change in'a test

method to comply with an ‘official compendlum would be filed in an Annual’ Report. If ttns change intest

i s 4 o B )

‘method also affects an approved comparat)lhty protocol "and the protocofls referenced as part ‘t of the r request

to make the change the mod1ﬁed protocol should be acceptable for use because the change is consxdered

minor.”

This reviewer does not agree with the commenters proposal
If nothing else, it is too simplistic. =

For example, it does not differentiate between a) what should Be done to

change a comparability protocol when the comparablllty protocolis - submitied but not
yet approved and b) what should be done when the change is to an approved
comparability protocol ‘

In case “a),” this reviewer would agree with the generai reportmg of the changem
(in the Annual Report) but would suggest that the sponsor submut the update to a
protocol under review as an addendum.

In case “b),” this reviewer would propose ‘two courses of actlon

For approved comparability protocols that have not yet been executed theu‘

Agency should require the sponsor to consider the approved comparablllty ro
obsolete and to submit a modified "comparability protocol, “that, “for
modifications, could be given expedlted review status.” Crme
For approved protocols whose execution has been initiated, the Agency should = ™~
direct that sponsors'complete the protocol usmg both test procedures from the point
the change is implemented and’ report both sets of data along with the'r reason for the”
change in method [Note: For s sponsor |n|t|ated changes “’t“h!e Agency shoutd requ1re the“
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¢ “Please provide further clarification bﬁ‘t‘ﬁ"é‘"e“éi";seétliﬁa’ﬁé f a ‘detai

1 as listed in line 327 — ‘a

detailed description of the proposed changes clearl ....... ""foomuch ' granulanty in the deta.ﬂed descnptxonw N

A ot

will limit the usefulness of a glven protocol since it wﬂl be difficult to ant1c1pate ‘the | prec1se natu e of every

change that is to be made in the future as a result of development work. For’ example a comparablhty )

protocol could be filed for ‘modifications to a complex f%rmentatlon process “without detalhng what

components or conditions WOlll(l be cnanged

This reviewer does not agree with the commenters remarks

If a firm does not understand their process and the factors that affect the

quality of the product produced, then that firm: a) should not change their process, b)

should not pursue the filing of a comparabnhty protocol until they do understandtheir

process, and c) should conduct studies that provide the data neededto inderstand =~

their process.
In the absence of understandmg, makmg a change’is, at bes“t a gamble

N

“Moreover, it is hard for this reviewer to believe’ that a process that is t

understood can be CGMP comphant

For all of the preceding reasons, this réviewer fecommends that the Agency S

reject processes where understandmg of the process IS hot demonstrated such asthe

commenters’ hypothetical example “fermentation process” ” and contmue to require the "

changes to be detailed. . -~
Finally, the only’ sentence that “fhis” reviewar auld’ fmd that co'
commenters phrase, “a detailed description of the proposed changes clearly "isin LII‘IES 340 and

© 341, “A comparability protocol should provide a Jetalleci ‘description of the proposed changes clearly

identifying all differences from the condmons approved m the appﬁcat:on and not in Lmes 326

AP BT E U S Y

through 328, “Each ch change sﬁould be specified and the acceptance cntena for evaluating the effect of the

changes should be well defined” (the underlined text is the text'in Line 327 in the ™ pdf™ ™~

version of the Draft)

This reviewer’s bottom line is that firms thaf‘canw otdo what the Draft requests
should neither change the process steps thatt’ hey d@o Anomtgunderdsgamhqwnor submlt a_
comparability protocol for’ such process steps
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A REVIEW OF FORMAL €

GlaxoSmlthKl[news Submlssmn, ﬁa“t’” fJTf mimfﬁ&
fd ﬁwoc?et 03D-0061: C-il ¥

[Note: The original comments are’ quoted m a condensed tont (Perpcma) ‘the quotes
directly from the draft guadance are quotedina styhzed font (Lydiany and, n general th:s

o o o

s RS 3 Sty T K

reviewer's text and comments are in a publishers font (News Gothic MTytomakeiteasier "

for the reader fo differentiate the "speaker" in the var ous text passages that follow.
When addressing comments made in a tabular format, this reviewer will (to'the" extent
requwed) preserve the commenters’ format and, in general approprlately ‘place the
reviewer’s remarks after those of the commenter}

both general and spec1ﬁc for the Draft Gu1dance for Industry on C01nparab1hty Protocols —
Manufacturing, and Controls Information.’ “These comments are presented for consideration by the FDA “The' '
specific comments are presented in order by the section of the guxdance GlaxoSmlthKfne apprec1ates the‘ ]

RO

opportunity to provide feedback and suggestlons for thls guldance

“General Comments

TR ST

The document contains ambxguxtles that need to be deﬁned or expfamed The gmdadce sliw;ouldmdM mewmw

comparability protocol bioequivalence, equlvalence and eqmvalent product

This revnewer disagrees with’ the need for ‘the deflmtlon of equwalence and
equivalent product.

This is the case because the correct terms are “comparable” and “comparable“"

product.”

Chemlstry, A

The as the Draft's title phrase, "Comparabmty Protocols o clearly lndlcates the
goal is to determine comparabmty not equlvalence

Therefore, this reviewer WOLﬂd agam request ‘that the
instances of “equ:valence" w1th “comparablllty” and“eqUIvalent’
(See Review of C-14.)

P e R A 5

“Provide clarity on where statistical equwalence isrequired and where meetmg the approved acceptance hmlts is

acceptable to demonstrate equlvalence

This reviewer finds that statlst[cal quahfy confrol areqwrementforwthedrué

product (21 CFR 211.165(d)).

with “cornparable,”

N T R TP

Therefore, under CGMP, comparability must be ¢ defmed by ‘the' appmprlatef e wg

statistical treatment of the data for drug’ products

In simple terms, statistical quality control assessmients on the results from the

appropriate batch-representative samples ‘from each batch must predtc
not just the samples that the firm happened to have tested, will, if tegted qu‘e&et\thwe B
acceptance criteria established in the comparability prot col -

Since the Agency’s position is that, where applicable, the drug product CGMP™~ =~

“the post change comparablhty of

regulations are to be used for the drug substan
‘t Just that

the drug substance should’ also be ¢
the samples tested happened to meet the’

acceptance cnterna establlshy

There are no references to other b10ava11ab111ty/ bloequlvalence guldance documents or profﬂe or non- proﬁle
methodology using populatxon bioequivalence methodology S R e
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“ Specific Comments

Section II.A. Whatisa Comparabﬂlty Protocol?

AR W P 80 50

Inclusion of FDA’s responsﬂnlmes for prov1dmg mput ona cornparablhty protocol proposal should be

LI e S AR Y & BT SR AN

included in this section.”

This reviewer does not agree -
Since this document is guxdance for the mdustry, lt would not”be Drop!

here. N
These issues should be a toplc to be conSIdered in hegurdance it provides to
its staff.

L T LI T

T R L NN

“The FDA should give guidance within a defined amount of tlme 50 that the sponsor can know if the protocol is
acceptable or not, before ¢ commencmg work

If possible, the Agency should consider settmg an “lmtlal Revaew wmdow (for -
comparability protocols that are reviewable [those from other than DMF and VMF =
holders]) after which a “Prelrmmary Assessment’" form would be sent to the
submitting firm. )

The sponsor could then use that flrm s assessment of the form
best to proceed. L

However, there is nothmg that prevents a flrm from usmg small scale

comparatlve experlments to verlfy that the change produces comparable product

,9

- comparabmty protocol and then submit the protocol wrth the assurance that the post-
change process produces product that is comparable to the product produced by the
pre-change process. .

“Section II.B. When Might a Comparablhty Protocol Be Useful in Makmg a CMC Change?
The Agency should consider that mwltxple changes can be descrfbed in a matrlx and that the changes donot

PR

have to be “related”.’ Mult1ple unrelated changes should be allowed 1f the analy51s is approprlately de51gned

O N

This reviewer has no problems w:th the use ofa matrlx approach to descrlblng -
changes to a single process so long as the descnptlons are specn‘lc and the
appropriate testing is to be performed and scnentfﬂcally sound acceptance criteria
have been established for each.

Since the Draft does not absolutely rule out” lnc%orporatmg change ina
process that are not “related” into the same comparablllty protocol, this Feview

only caution the commenters that it will be much more difficult for the firmto address™ ~

comparability protocol failures when the compa‘rablllty protocol mcludes several
unrelated changes. e
Finally, in this revrewer s llmlted experlehc

changes in multlple products because of a) the amblgul les‘ln r
timeframes that such situations cause’ and b) the realrty that a fallure in_any one
product fails the entire set of products in the

St
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To assist the Agency, the guidance could exphcrtly state that 6%5,,“5&6%{%& S
the Agency will either approve or reject the protocol as a whole regardless of the
nature of the deficiency or the number of products rmpacted i
In this manner, the Agency will make it clear that "bundlrng” is dlscouraged and
will lead to the Agency’s rejecting the protocol for all of the products in the protocol
when any one change is deemed to probably generate a non- comparable product.
Further, should a multlple product protocol be approved and any one product
found to be non-comparable in the post- approval studies, ‘the Agency will reject all of
the products in the comparability protocol o
This is the case because the Agency approved the protocol contmgent upon lts
producing comparable product in all cases. A
Thus, a failure in one product in a multlple product comparablllty protocol
would, at a minimum, trlgger the PAS reporting’ requirement for all products in such
protocols because their reportlng status is tied to the protocol and not to theA
individual products in a multrple product comp abrhty protocol ’

e P R e £, 5 s (s T3 P A

“Section IV.A. How Should a Comparahlhty Protocof Be Submltted7 ey

The Agency should define the - Tength'c of tlme 1t wﬂl take them to respond to the sponsor s request Torreview -

and approval

ThlS revreWer disagrees. -

‘Moreover, the reahty is that the better a f’frm establlshes a) that ltﬁ"knows and
understands their process and b) the higher the Te lev u Kpportlng data
establishes, the more hkely their comparabrhty protocol is to obtain approval and the
overall review time to be minimized. [Note ‘However, unless trlggered by a supplement
from the drug product manufactirer sﬂupported by an pproprlate authorizi
comparability protocols submitteéd by DMF ahd VMFE holders' ‘
the preceding, should along with the post change comparablllty report generated be reportedw *
in the holder’s annual submlsston ]

PRV T

Sectlon IV.C, What Ir Study Results Do Not Meet the Cnterxa SpeCIﬁed in the Approved Comparablhty
Protocol? ’ . o e v

Sgheeer

The Agency should define pos51b111t1es for a dlscussmn w1th the sponsor to resolve issues w1th data that

would prevent having to suhmlt a prlor approval submxssmn

. This reviewer dlsagrees

If the product fails to be comparable there is nq Nng‘to discuss.

" This is the case because a true “comparability” failure clearly indicates that the
submitting firm does not truly understand its process and the post- change product is
neither approvable’ of hcensable nor acceptable

,«»ww nR e B R R R L

In such cases, the firm needs to continue making the approved, licensed or

accepted product unt|I they tlncl a change or changes that do make comparable post-
change product.

In the science-based’ regulatory environment required for risk- based “decision”

,makrng, valid risk- based decrs‘ S,
' ‘population data is avalfable fo predict the rlsk

S can only be made when ‘the. scrence -based
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Since there is no such database (toxucolog\cal and chnlcal) for the population
risk for non- comparable product the Agency can only accept the change when the
product is comparable and reject it when it is not - risk- based decision making is not
supposed to be based on speculation. )

If the Agency needs a clear example et them remember that FDA
administrator who decided to “authorize” the release of a vpartlcular ‘batch of pollo
vaccine because it almost met the stage one llmrt for wil yr‘rus that decision injured
100’s of those who received that lot and put some in iron lungs for the rest of their
shortened lives.

“Section 1V.D. When Does a Comparablhty Protocol Become Obsolete7
Clarity is needed on what is obsolete and what is not. Ifa process works and is vahdated but does not use
new technology (software or equipment), is it obsolete? Who makes the dec1s1on about when 1t is or becomes

obsolete? What is the détermination of comparabxhty protocol that is obsolete’

Whrle this revrewer recogmzes the commenters concern the context only

equipment.

To clarify this, this reviewer again recommends that ‘the text in Lines 28621”

through 296 be changed to read as follows

“New regulatory requirements, rdentlflcatlon of a safety i Issue (e g screemng for new mfectlous agents in
materials from a biological source), identification ofa new scnentlﬁc issue, or technological advancement
after the comparability protocol has been approved can render a protocol obsolete. We recommend you
review the tests, studies, analytlcal 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, studtes, analytical procedures, and acceptance
criteria described in your -approved comparablhty protocol are still appropriate prior to lmplementmg and
submitting a change under the protocol If you find the approved comparabnhty protocol is no longer‘
correct or adequate, the current approved protocol should be modrﬁed or withdrawn. You should
apply similar consrderatlons to your submrtted but as yet unapproved comparablhty
protocols. [Note: FDA can request additional inform ﬁ to support a change that is rmplemented
using an ebselete approved protocol that the Agency su bsequently finds, through review or
inspection, to be obsolete because it is “out of date" wrth respect to CGMP, current
Agency policy, and/or the firm’s current pendlng or approved appllcatlon or license,
or its current pending or accepted DMF/VMF. r

“Section IV.E. How is an Approved Comparablhty Protocol Modified?
Clarity is needed for using a comparab1l1ty protocol when 1t allows for a rev151on 2 that i 15 mmor, can the

revised comparabxhty protocol be reported as a CBE-30 rather than a prlor approval submlss1on?

This reviewer does not agree ‘
Only when the revision is trrggered by an outsrde agency ‘like the USP’sW
changing a protocol analytical test méthod that is tied to the USPT method before thew
approved protocol can be executed should the Agency con5|der reducmg the ﬁlmg
category for an approvable comparablllty protocot from PAS o a Iesser status.
Even m such cases, the reductlon should not be autornatlc N
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The reduction in class on should _h_ly be granted when the sponsor
provides proof that the resu , ‘y“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 cornparablllty protocol should be PAS
because they indicate a lack of process understandmg upon the part of the submltter

Moreover, such rewsed comparability protocols should trlgger a review of notﬁ
only the proposed revision, its supporting data and justification documentation but
also a revisiting of the orlglnal approved comparablllty protocol’s submission package
to ensure the overall submnssron a)is “still CGMP compllant and b) stlll predlcts that )
the post- change product wrll be comparable to the’ pre- change product

“Section V.A.8. Commitment
Define obsolete.”

Though this rewewer sees no need to deﬂne the tern'l “obsolete” beyond the;
dictionary’s “out of date,” this reviewer recommends the followmg definition”

“Obsolete: out of date with respect to CGMP, current Agency pollcy, and/or
\ the firm’s current pending or approved appll_catlon or license, or its,
current pendmg or accepted DWIF/VMF e

“Section V.E. Does FDA Have ‘Specific Concerns About Changmg Manufacturmg Facilities That Should Be
Addressed in a Comparability Protocol? e . e
Clanty is needed about the need for a comparablhty protocol when usmg or changmg contract analytlcal

" facilities.”

As a Ph.D. Analytlcal Chemlst and sometlmes audltor of contract laboratorles
this reviewer is all too aware of a need for some mechanlsm for the firm to verify that
the results obtained by one lab are valid and truly comparable to the results obtained
previously. -

However, because a comparablllty protocol (CP) is an Opthl’lal approach to
satisfy the Agency’s need to know that a firm's manufactunng systems processes and
products are in compliance with CGMP, the use of CP to accompllsh thisis up to each
firm.

Whatever a firm elects t6'do in this regard the Agency s overrldlng goal is to
ensure that the post-change product batch is comparable to the pre-change product
batch.

Changing testing laboratories can lmpact batch comparablllty especrally given
the batch acceptance requlrements set forth in 21 CFR 211. 165(d) that require ‘that
not only must the test results found meet specn‘lcatlon bu that statlstlcal quality
control (SQC) must predict that the batch is acceptable~ before it can be released.

If the overall result uncertalnty in the proposed laboratory is more than that
found in the current laboratory, the SQC acceptablllty of the batches will not be

comparable and, for the same acceptance cnterla ‘more batches will fail to meet the o

criteria.
Conversely, if the overall result uncertamty in the proposed laboratory is less
than that of the current laboratory, the laboratorles are by def|n|t|on comparable
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and, even though the risk of :
Agency should welcome this’ change

“Section V.F. Can a Comparablhty Protocol Be Used for Contamer Closure System Changes? -

Examples of acceptable comparablhty protocols for different dosage forms (mcludmg inhalation and nasal’

products) would be helpful.”

“Section V.I. Can a Comparabrllty Protocol Be Included i 1n a leF or VMF'?
This section states that comparablhty protocols are product specxﬁc yet a DMF is not always product

specific. Clar1ty is needed to understand how a comparablhty protocol ‘could change a DMF e

predlcted batch _,alklure decreases the firm and the

b e o s
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Amerlcan Dental Assocnatlon s Su”bhﬁss u y1,2003, o

““To Docket 03D-0061: )“z“c foég, ped

[Note: The original comments are quoted m a condensed fom (Perpetua), the quotes
dlrectiy from the draft guidance are quoted in a styhzed font {Lydsan) and, in general, this
reviewer’s text and comments are in a pubhshers font (News Gothic MT) to'maké iteasier
for the reader to differentiate the “speaker” in ’Ehe vaﬁous text passages that follow.

When addressing comments made in a tabular format, ’chis reviewer will (to the extent
requsred) preserve the commenters’ format and, in genera% appropriatety place the
reviewer’s remarks after those of the commenter.]

As of 18 October 2003, the comments made by these commenters have not "
been made available to this reviewer,
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h& Develwpment LLC’ s "Submlssmn,‘ |

et

~_Johnson & &Johnson Pharmaceutical Reseal &
l >t 03D-0061: “C-09"

“Dated June 25, 2003, To D

[Note: The original comments are quoted in a condensed font (P(.]‘)ctua) the guotes
directly from the draft gu1dance are quoted ina styi zed font (Lydian) and, in general, this
reviewer’s text and comments are in a publishers font (News Goth ic 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
required) preserve the commenters’ format and, in general, appropriately place the
reviewer's remarks after those of the commenter ]

These com menters begln by Statl ng, “The above referenced FDA draft guldance entltled
Comparability Protocols — Chemxstry, Manufacturmg, and Controls issued February 2003 has been reviewed by
scientists at johnson & Johnson Pharmaceutical Research, LLC The followmg comments are provxded for ‘your

consideration.”

“General Comments t

This draft guldance attempts to be : responswe to mdustry s need for more predlctable resource efﬁcrent and
scientifically sound regulatory pathways for post approval changes made to pharmaceutrcal drug substances and
products. Our scientists appreciate the potential beneﬁts of defmed protocols but have the followmg ma}or
concerns:

In order to enhance the usefulness and effectiveness of comparablhty protocols to mdustry, a hlgher level of
protocol review is requested at FDA. We recommend thata Comparabthty Review Committee (similar to the
SUPAC Review Committee) be estabhshed to oversee protocol practice in order to ensure consistency across
- divisions on various issues, to shorten approval times and to provide further guldance such as Question and

Answer documents for the beneﬁt of mclustry

This reviewer does not agree. 7

If better consrstency is sought then the Agency should be requested to issue a
corresponding guidance to its review and inspection personnel.

Given the level of competence demonstrated by many of the supposedly
science- and/or regulatory based committees wrthln the Agency, adding another such
committee would increase the already excessive bureaucratic overhead in the Agency
and contribute to the ever lessening role that sound scnence plays in Agency decrsrons.

“The requirement for early submission of hlghly deﬁned protocols seems to suggest that all process changes
container-closure component changes analytlcal detection requirements, etc. are ‘anticipated at NDA ﬁllng or
early in the review process. In fact many changes are not anticipated and detalled information 1mp0351ble to

provxde

If a firm does not truly understand their process, that frrm should srmply not'
use this already optional approach to demonstrating CGMP compliance and use
another route.

“1 provided, the level of specxﬂmty may deﬁne the protocol SO narrowly as to. dmnmsh future usefulness. If
specifics are provided, protocol “amendments Would hkely be required later as add1t1onal 1nformatlon and
experience is gained. This would, diminish the usefulness/ beneﬁts of using protocols Further clarification and
gmdance is requested from FDA to achleve a workable balance between the need for specifics and the realistic

limits of 1ndustry lnforrnatlon and experlence
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This reviewer dlsagrees wnth the commen_tersw remarks ) (
Firms that do not truly understand thelr processes and the products produced

by these processes should not use the “comparablllty protocol” approach to

regulatory compliance until these firms fully understand:
1. CGMP (and comply thereto)

2. What constitutes sound science (and use sound mspectlon scrence lﬂ thelr studles o

and specification setting), and
3. Their processes and products

The reality is that the limits of lndustry lgnorance are almost always self

imposed.
Most firms seemingly do not want to know. because if they know then they wull
have no excuse for their non- compllance

“Several more general comments are offered for- your conslderatlon fo]lowed by a hstmg of ma]or and minor

comments by section and hne number

» Asnoted in Section III B, reportmg changes under an approved pro’cocol would normaﬂy result in the
reduction of a reportlng category This outcome is clearly ‘beneficial and examples of the types of

changes where this reduction may apply would be extremely valuahle.

» “The draft guidance states in Sectlon I A, that protocols ‘may be used effectlvely for changes to the
container-closure system and other changes ofa repetitive nature.

When multlple related and repetltxve changes are mvolved particularly with container/ closure  system

changes may the requlrements of the protocol focus on the worst- case changes such as a new closure

on the smallest container, etc?”

“Would it be permissible to ‘Bundle’ protocols to facﬂitate niult'iple'?elated changes/acrossproducts o

lines?”

In general thls revrewer and the Draft do not support thls approach

“Specific reference to (and more detalled explanatlon of) the potentlal reqmrements for Sunset Tesnng,
Skip Testing and other testlng theories under the protocol system ‘would be extremely valuable.”

Under CGMP, “Skip’ Testlng” is vrolatlve of the expllCltﬁrepresentatlve siampllngﬁ R

and testing from each shipment, lot, or batch dependlng upon the context and should
not be discussed.

“Sunset testlng is a CNlC lssue that is not amenable to a comparablllty
‘ J(t*mg to with testlng) must be for
tests that are outside of CGMP [Note A test ‘th be dropped is, of necessity, one
that is in addition to those required by CGMP (mcommg acceptance in-process at the start or
completion or across each ph ase/step/stage in'the process drug product for release drug
substance and drug product for post release stablllty, and drug product post release annual
inspection and complaint handlmg)]

Comparability Protocols’ are for items covered by 'CGMP (processes, controls,

and products). ‘
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qurre the ﬁrm todo CéMP comphant mspectton (samphng, )
and testing or examlnatlon) on batch- representatlve samples from each lot or batch
for every aspect and stage of the process.

“Specific guidance regarding the potential requirements for changes to BCS1 category products would
also be greatly apprec1ated

Our scientists have expressed a general concern regardmg the benefit of submlttmg comparablhty
protocols versus a potential increase in the number ; asubmlssmns required to gain approval ofa post
approval change as described in the SUPAC guldance “The benefit of a reduced reporting category in
some cases may be outweighed by the need to submit the comparablhty protocol in advance, keep it

updated or alternatively withdraw it.)

This reviewer agrees that it is up to each manufacturer to decide WhICh path is
the better one for their organrzatlon

“It would be useful to mclude further ‘discusslon of the benefits to mdustry balanced with the “coswts”yof‘
submitting and mamtammg protocols throughout the product hfecyde acldressmg the f ollowmg issues:

¢ The mechanism for withdrawal of a Comparabﬂlty Protocol”

This reviewer agrees that this is a topic that the Agency should mclude in the |
guidance. 4 :

e “Under Section IV.A. lf a comparablhty protocol for an unforeseen change is not submitted in the
NDA, an additional Prlor Approval Supplement would be requlred Please provide clarification
regarding the advantages of submlttmg protocols via the Prior Approval Supplement route. While it
is clear that submitting protocols at the time of ﬁlmg may decrease the future regulatory filing
burden, submitting protocols via Prior Approval Supplements (w1th or Wlthout supporting data)

offers few filing advantages and is essentlally snmlar to current ﬁlmg practlces

Since a CP is a form of PAS, submrttmg lt wrth a ﬁhng orin a PAS is effectlvely
the same from the vuewpornt of a timelines.

Moreover, all CPs are supposed to be submltted W|th supportmg data.

AllaCP is desrgned to do is speed the "PAS" revnew process by ensuring that
the submitter provides the needed body of evidence that clearly establishes the CGMP

compliance of and the probable comparability of the post- and pre- change product.

For those who truly understand their processes, a CP should be easy to justify
when durmg development or after approval hcense or acceptance the firm finds a
better way to make the same product or a way to make the same product better and
wants to implement that change.

If the commenters do not see the advantage to themselves or the ‘Agency’s

submission reviewers of having a well-defined outline or road map to follow, then this
reviewer would suggest that they continue using the|r current approaches

¢ “The mechanism for dlscussmg comparablhty protocols w1th the reviewer prxor to a non- approval

letter or other adverse ruhng so that approvals are not negatlvely 1rnpacted

-This reviewer would suggest that the Agency provrde a mechanlsm where thew
“dlscussrons are wrrtten not verbal and the commumcatlons are tracked and

o vt oS e
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proceed thougha supervrsory chemrst to reduce the dlrect pressure on the revrewer to‘
change his or her findings.

o “If protocols are used aggresswely, there may be a perceptlon that product development is weak,
thereby jeopardizing dossier approval

This reviewer agrees and would add that,” in his experience, perceptlons of thrs -

sort are often not far from reahty
However, the preceding is just another one of those thrngs that a firm must
weigh against its haste to get the product to market ~
If nothing else, this Draft and the comments made to it should greatly assrst the
review chemists in their efforts to determine if a submlssmn a) is CGMP compliant
and b) ensures that the process, controls, and product are, with a high degree of
certainty, CGMP. S

. “Changes reportable under an Annual Report or Changes Beirtg Effected\ Supplement will take ‘
longer to implement when reported under a protocol"

the mments b i

“Part IT A

. & Line #97: %4 comparabxhty pz’otoco] is a well- Jeﬁned detm]ed wntten pIan fbr assessmg the gﬁ%ct ry" specy‘ic CM C
. cbanges in the 1dem1ty, strengtb qua]zty, purity, and potency of a speczfzc dmg product as these factors relate to tbe
\ sg]’éty ‘and gﬁ'ectzveness gf the product
This definition references the drug product and not the drug substance Reference to the

drug substance should be 1ncIuded

This reviewer agrees and would agaln propose the followrng alternatlve text
(Llnes 97 through 99):

“A comparability protocol is a well-defined, detailed, wntten plan for assessmg the effect of specrﬁc cMC
changes in on the identity, strength quallty, purity, and potency ofa spemflc drug—product (in-process
material, intermediate, drug’s su bstance or drug prod uct) as these factors relate to the safety
and effectiveness of the final product.”

“Part I1.B. / ‘
® Line #109: “Furthermore, because 2 detalled plan will be provxded in the comparablhty protocol the FDA
is less likely to request additional information to support changes made under the protocol (see IV.D for a
potential exception).
The term ‘less likely’ is vague The sentence should be rev1sed to read ‘..itisan t1c1pated that
the FDA would not need to request ‘additional mformatmn to support cbanges made under the
protocol.””

This reviewer drsagrees with the commenters

Though “less hkely" may be vague, it properly conveys the Agency s perceptlon
of what may be the case. -

What will be the case cannot be known at the present tlme and if ever WI” not
be knowable until after t'ﬁe fmal guldance is lssued and the Agency gains experience
with the CPs submitted. ™~
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The Agency’s antICIpatlon based on thel [ x\penence WIth other such gwdances
is that it is “less hkely and ‘that should’ be good enough at thls tlme

e “Line #l 12: ‘The use of a comparablhty protoco] could aHow an apphcant to unplement CM C changes and place a
product in distribution sooner than without the use of a comparabxlzty protoco]
The word “could” should be replaced by “will®, The sentence should be rev1sed to read
“The use of an approved comparabzhty protocol will’ a]]ow an appllcant to 1mp1ement CMC chan, ges
and place a product i in d1str1butxon sooner than Wztbout tbe use qf a comparabxlzty protocol >

Again, this reviewer cannot agree W|th the commenters presumptuous change

If an applicant submits a deficient CP, %then what will be the case?

The use of “could” i use the Agency has no direct control over
the sufficiency of the CPs’ suBmltted and aga?n “has no experience base to draw on to
frame their remark any more posmve!y here than the Agency has. '

As with any tool suitable for a given task it only facilitates the task when itis
properly used. )

“Part IL.C

® Line #117: For many years, apphcants (upon FDA approval) have used protocols to
implement certain types of CMC' changes (explratlon datmg perlod extension, container-
closure component mterchangeabllxty, etc.)

‘As with any other s;mllar gu1dance document lt mandates no course of actlon

~and its use is in the control of the flrm that w;shes to use it as a tool to aid its

compliance activities.

Since the use of a CPis both optaonal and consndered as an adJunct protocol
no other guidance is dlrectly affected by thls gutdance

Based on the preceding, this reviewer does not foresee any such problems
because this guidance does not estabhsh any requnrements i

It simply provides a path that a fnrm may, or may not, choose to use, as all
guidance documents do. :

“Part 11, C

® Line #211:%4 CM C change that requxres gﬁlcacy, safety (clinical or nonchmca] ) or PK/ PD data to evaluate the eﬁéct
gf the change (e.g., certain _fbrmu]amorz ghanges, clinical or nonc]mxcal studzes to qua] _ﬁ/ new 1mpur1t1es)
The word “clinical” should be added. The sentence should be revised to read “4 CMC chan 1ge
that requires cImzcaI qﬁ‘lcacy, sa fety ( chmcal or non clzmcal) or PK7PD data to evaluate tbe effect
of the’ change (e g s certam formulatzon cbanges, cImzca] or nonc]xmcal studIes to qualzj_'y new
impurities).” The 1mphcat10n from this’ sectlon 1s that a protocol ‘should not be used for
BABE studies. More spec1fic lnformatlon on the types of CMC changes that are

) 1napproprxate for protocol use would be very helpful "

This reviewer agrees
Non- chmcal efﬁcacy (Dlssolutlon and Drug

ease) studses faH under the |
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® "Line #217 “Specific examples of changes that may be déﬁ"icalt to }usty‘}'/ under a daaxparab}lit)' protocoi can i\nc\lude
(list qf examples)
Please prov1de spemﬁc information on the ratlonale for excludlng these examples from

protocol use.’

“Part IV.D o
® Line #283: “When Does a Comparabzhty Protoco] Become Oﬁsolete7 »
Clarification is requested regarding howa protocol 1s determmed tobe obsolete Does FDA’
anticipate makmg this determination or as51gn1ng an explratlon date? A prov151on should
be added to permlt the “rev1ew of an ex1st1ng protocol w1thout submlttlng itasa prlor
approval supplement

This reviewer suggests the commenters should reread the current text and the
reviewer’s proposed alternative. N

In both cases, the text clearly states that the submltter has the onus of
determining when an approved CP is “obsolete” (out of date) o \

From the Draft's text, it is clear that the FDA does not “anticipate making this
determmatxon or a551gn1ng an expn'atlon date.”

The commenters’ last statement is rnappropnate in the context of this sectlon
and should be ignored. ) )

If a firm takes a risk and submits a CP before i derstands its process, then
that firm should be prepared to shoulder the cost of their precnpltous action when
they find that the process must be changed again or that the proposed change is
untenable. .

As was stated earlier, the onIy area where the Agency should consrder addmg V
flexibility would be for method changes that the holder of the approved CP is
compelled to make to satls?y an outsrde non governmental organization’s

~ requirements (like the U.S‘F’)

“Part V.A

® Section 2, L1ne #374— ‘In some cases, no stab111ty stud1es may be Warranted or a commitment to repon resu]ts  from
stability studies in an AR can be saﬁiaent [f no stabzhty studies are planned we recommend that thlS be stated cIear]y

Please provide an example of when stablhty stud" S wouldvn be needed

Example The proposed change is to increase the Aumber of ﬁlm coats o S

film-coated immediate-release tablet to i improve tablet appearance that, based on /ab-
scale studies, only slrghtly changes (< O 3 % on average) the initial “Dlssolutlon” of
the tablets. In this case, the’ only comparatlve studles requ1red would be
“Dissolution” studies on the f|n|shed tablets

® “Section 418: ‘You should include tbe acceptance criteria (numerical limits, ranges o other criteria ) for each specified
test and study that will be used to assess the eﬁect of the EME” changes on the product or other matenal and/or
demonstrate equivalence between pre- ~and post- cbange material.”

. Further clarification is requested for this paragraph (i.e. whether speCIﬁcatlon and process

changes can be 1ncluded in the same protocol)
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procedures 1mprove or dO not Slgngficant]}/ change Cbal'aCteI'lStICS’ used m met[)ods VGIIC{GHOH tﬁdt are re]:zvant IO tbe t)/pe '
of analytical procedure (e g accuracy, prec1s1on specgﬁaty, a’etectzon bmzt quanmatwn hmzt Imeant)/, range)
‘The phrase ¢ ...do not sxgmﬁcantly chan, 1ge’... should be changed to “...does not adversely
change’. The sentence should read as follows’ “The con parablhty protocol would be
designed to demonstrate that the proposed changes in tT‘r ’ -ocedures i 1mprove or
do not adversely Change characteristi 1 hat areﬂrye]vevant to the

type of analytical procedure (e.g.s accuracy, precmlori, specxficxtyw,m detectlon hmlt i
quantitation limit, linearity, range).”

This reviewer agrees ‘with fthe commenters” suggestlon and notes that it is

Line #5 27 ‘The compambzhty protocol Would be deugned to demomtrate tbatmthe ptoposed cbanges in tbe anal:Vtzcal o

refreshing to see that a new test method is comparable to a prewous test ‘method if

and only ifit improves or does not adversely |mpact the test method s crltlcal vahdlty
attrlbutes

not adversely impact the product S crltlcal valadlty attr;Eutes (safety, efflcacy, |dent|ty,‘
strength or potency, quality, purity, and stabshty)

e “Line #545: ‘when used for release or process control, use of the new revised analytical ptocedure should not result in
deletion of a test or relaxation of acceptance criteria that are described in the approved appllcatzon The foll()Wlng
text should be added, ‘Except where the new method provxde better or eqmvalent QA and
assures the safety, effic icacy -and quahty of the’ proﬁuct 4 Therefore, 1t is recommended that
the sentence should be revised to read ‘When used for reTease or process control, use of the

new revised analytical procedure should not result in ﬁetlon of a test or relaxation of
acceptance criteria that are described in the approved app ication, except where the new

method providesb better or equivalent QAand assures the safety, efficacy and quality of the
product.’” : :

This reviewer does not agree WIth the commenters suggestlon because it i is at
odds with reality. o

The “relaxation of acceptance criteria”: a) has nothmg to do wuth the test method \
change per se and b) cannot prov1de better or equlvalent QA e

However, the addition of a new test may be permlssnble in cases where the new
test measures attributes in one test procedure that prev:ously requtred two test V
procedures "

Thus, this reviewer and sound science both 'support the foHowmg alteration of

the text:
“When used for release or process control, use of the new rewsed aqalytlcal procedure should ot result |n
1. Deletion of a test that”is descrlbed m an ap& Nd"(or hcensed appllcatlon or an
accepted DMF/VMF unless o
a. The new revised method measures multlple vanables ina smgle test that were
previously measured using multiple tests and ‘
b. The new revised method measures those variables with at least the same limit
of quantitation, precision and accuracy as ‘the test methods_,the new révised
method is superseding, or
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2. Relaxation of any of the their pre- estabhshed acceptance crltcrlg that are descrlbed in the
approved or licensed’ appfncatlon or accepted ﬁWﬁ/VMF "
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Novartis Pharmaceutlcal Corporatlon s Submlssmn /Dat( d’”J)une 24 2003
~ To Docket 03D-0061: ﬁC”“58*’ o

[Note: The original comments are quoted in a condensed font (P{rpctua) the quotes
directly from the draft gusdance are quoted in a styhzed font (Lyd;an) and, in general thls
reviewer’s text and comments are in a publ eshers tont (News Goth ic MT) to make it easier
for the reader to dr?ferent:ate the speaker” in the ‘various text passages that follow.
When addressmg comments ‘made in a'fabular format, thxs revrewer er (to the extent
requrred) preserve the commenters’ format and m generai approprlateiy p!ace the
reviewer’s remarks after those of the commenter}

These commenters begin by stati ng, “Novartis Pharmaceuﬁcals Corporatlon isa world leader in the
research and development of products to protect and 1mproye ‘health and well bemg Novartis researches,
develops, manufacturers and markets leadmg innovative prescription drugs used to treat a number of diseases and
conditions, including central nervous system disorders, organ transplantatlon cardlovascular diseases,
dermatologlcal diseases, resplratory disorders, cancer and arthrms The company s mission is to improve
people’s lives by pioneering ‘novel healthcare solutions. As a global pharmaceutlcal corporation, Novartis is
supportive of efforts to improveand t to harmomze the tectmlcal reqmrements for registration of pharmaceutical
products We apprec1ate the opportumty to comment on this guidance in accordance with FDA’s Good
Guidance practices. Novartis supports the concept of comparablhty protocols based on the successful use of

such protocols m past FDA 1nteract10ns

General Comments

However Novar‘as is concerned that the usefulness of comparablhty protocols mlght be dlctated by how well

they fit into pro]ect ‘timelines, when compared to current Prlor ApprovaT Supplements done without benefit of
comparability protocols.”

Since, as proposed, a comparability protocol is an optlonal adjunct toa ﬂllng or
a PAS, this reviewer does not share the commenters concern .
Because it is an adjunct procedure that i is op ional, e: ch flrm can choose to use
this approach to addressmg Agency concerns, or ot usezrt as that flrm sees flt
Like the proposed “Development Report” in the companlon draft gundance on
CMC Information, it is but one means that a flrm can use to provrde the mformatron
needed by the firm and the Agency to ensure:
1. Thefirm’s proposed changed process and/or controls are pro;ected to be and will
probably be CGMP compliant before the changes are initiated and
2. The firm’s post-change product" will:” T
a. Be CGMP compliant and,
b. With a high degree of assurance, probably be “comparable” to the pre change
product. . : S v

“Novartis is also concerned that the Gmdance when ﬁnahzed clearly mdlcate how complete FDA 1nput mto the "
protocols by all involved departments wﬂl be obtamed

While this reviewer shares the commenters concern th|s rev:ewerd oes not
think that the gurdance to lndustry is the place for such commentary )

Therefore, this reviewer suggests that the Agencylssue a companion guidance t
- for Agency personnel or update a current such guldance as the Agency sees fit to
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address the commenters concerns about the mternal worklngs of the rev:ew of a
comparability protocol.

“These points are elaborated and additional comments are provided in the attached tabular format, for ease of
FDA use.”

Ma]or comments

Locatlon
In Draft

Issues in guldance/
Reviewer’'s Comment

General
Comment

The usefulness of comparability protocols

will be dictated by how easily they fit fhté/(

overall project timelines. Two points could
be addressed:

reduced FDA Approval timeline for
comparability  protocol  review and
comment (rather than 4-6 month current
PAS requirement)

While this reviewer agrees with
the “reduced ...timeline” sentiment
expressed by the commenter, the
reviewer would cast their first

point in terms of “reduced FDA
review timelines for comparability

assessment and comment” and
leave it up to the Agency to set
timelines based on protocol
complexity and length rather than

those based on arbitrary dates. -

Inclusion of other FDA  groups
(Tox/Biopharm) in protocol review to
assure completencess of FDA response

In some cases, it will be faster to cal] thc FDA w1th a specific question,
documenting the teleconference, rather “than waltmg for the approval of a
Comparability Protocol in a PAS, and then completmg the work and submitting
the application (with reduced submission reporting category) to FDA.

Though the reviewer finds the commenters’ remark not
directly pertinent and interesting, this r reviewer would strongly
recommend that no FDA official engage in'suich practices ~ all
questions bearing on any aspect of CGMP should be submitted
in writing (e-mail or FAX) and an approprlately vetted response
written response (e-mail, FAX or letter, as appropnate) ‘issued.

Since it is not appropriate for an FDA employee to give
advice that does not conform to the requxrements of CGMP,’
the Agency would be better served’ by a) written requests so
that what is being requested is clear and b) wntten response
since, unlike verbal disclission, it is a) much more difficult to
distort by taking passages out of context and b) easier to track
in existing database structures.

Some points such as impurity quahﬁcanon or dxssolution evaluatnon mclude FDA
groups in addition to the CMC reviewers.

This reviewer agrees and notes that some changes in
equipment, process control point, or inspection plans
(sampling, and testing or exammatlon) would benefit from the
input from the Field lnspectorate, Manufacturmg and Product
Quality, and Statistics.

Lines 110~
112

Would the FDA Review Chemist take on
the role of distributing comparablhty
protocols that cross FDA dlsc1p11nes, and
providing a consohdatecl FDA response. to
the NDA sponsor, or would the sponsor
need to send copies for bmdlng comment to
other FDA groups?

CMC elements such as comparatlve dlssolutlon are mﬂuenced and in some cases,
reviewed by, FDA groups 'in addition "to " the " Chemists (for examp]e
Biopharmaceuticists or Toxicologists).

Clarification of the administrative process needed to obtam a bmdmg FDA
agreement on the Comparabxhty Protocol is requested. |
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development characterization tésting

This reviewer agrees ‘that the
inclusion of a flow diagram
and/or decision tree for each
subsection might assist the
reader in determmmg exactly
what is required.

However, this reviewer disagrees
with part of the commenter’s
rationale for the adding said
decision tree or flow diagram
(the term “flow chart” is usually
more appropriate to an outline of
a  computer programmmg

;“z(g::;f ;s:;lizsv::r’g: lccz)ar’:;?e/rit Comment/Reviewer’s Remarks
Lines 284- { Although the Agency inteiit is clear — to | “Policy” is an overbroad term not restricted toféMC issues.
26 :zg:‘g‘ f:n?{;gpf ‘:\Tfmte protocols —the “Policy” is the correct term because guidances are but a
subset of Agency “policy.”
Line 291 —Replace “current FDA policy” Thus, for example, if the Agency were to issue a pollcy that
with “current FDA Guidances”. proscribed the use of stearic acid from animals sources and
Line 295-specify how a protocol is the sponsor’s previously approved CP’ included the change
withdrawn. from stearic acid from vegetable sources to stearic acid from
. ] animal sources, then, whether the CP is simply pending or has
This reviewer agrees, supports | been approved, the sponsor should withdraw or modify that CP -
the commenters’ recommended | or, if pending, modify, that CP.
action, and recommends  that
withdrawals of submitted ‘or | Draft states that a protocol may be modified by a PAS submission (Part IV.E), but
approved CPs be reported in the does not state how a protocol is th}adrawn Recommend the use of the Annual
firms' Annual Review. . Report to withdraw protocols.”
To accomplish the commenters’ recommendation, this
reviewer would propose adding a short part (Part “IV. F.”):
“F. Withdrawal Of A Submitted Or Approved C‘omparablllty’
Protocol, ’
A sponsor may withdraw a submitted or approved comparablllty
by submitting a “withdrawal” letter to the appropr/ate review
{ division and, where appropriate, should report the. accompl/shment
( L of that withdrawal in their Annual Review.”™ =
Lmes 298- Awkward wording; use ofa deéiéion treeor J Is the FDA trying fo state that when a the parameter in an approved protocol is
312" W flow chart would simplify présentatidn. changed we can get the change approved and the protocol approved in the same
submission, therefore not havxng to get approval for both the parameter change
This reviewer agrees and the protocol change separately? o
Entire Use of a decision tree or ﬂow chart would Several concepts are presented in “dense” text.’
section { simplify the presentation, in particular for This revi s with th t
V.A.2,3 & 4 ] validation requirements of release and/or eviewer agrees wi € commenters.

The appropriate extent of validation information to be provided in the CMC
supplement (in particular for characterization testing referenced in a comparability
protocol) is unclear and may be excessive.

This reviewer disagrees with the commenters’ assessment
concerning the “extent of validation “information” to be
provided.”

It is clear what is being requested just as it is clear what
CGMP requires in this regard.

Unless the commenters’ definition of “excessive” is simply

“more than they want to provide,” the request to prowde only
some of what the CGMP regufatlo s require the firmto have
gathered and maintained is certainly not excessive.

proposal).
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Location
In Draft

Issues in guidance/
Reviewer’s Commgﬂt

3D-0061

Line 455

The first sentence states that” . . .use of an

approved comparability protocol may justify’

a reduction in reporting category.” )
Although the FDA intent that a protocol

does not automatically result in a reduced

reporting category is understood this
reduced regulatory burden is & prlmary
motivator to the effort of submlttmg a
comparability protocol for approval

Most sponsors would probably not go to the trouble of preparmg a comparablhty V
protocol if they would not get a reduction in reporting category.

This reviewer fails to see the point of these comments -
they simply state the general reality.

Since preparing a comparablhty protocol is optional, each
firm has the optlon of not preparing one, regardless of the
reason.

Lz

Lines 468

Equivalence not being demonstrated using
the approved comparability protocol

Same point as line # 455. If equivalence isn't dem‘onstrated why refer to the
protocol? Most sponsors would merely submit a stan(iard PAS and request
approval based on the included data (with justification). "

Apparently, the commenters have gotten the proverbial cart
before the horse, the request is what the sponsor plans to do
in the event of failure before making the change not what the
sponsor does after the problem has occurred

There is nothing to prevent the’ sponsor from electmg to do
as the commenters suggest after the fact.

However, if this reviewer were revrewmg a CP for acceptance
and approva! this is one area where this rewewer would use
the sponsor’s contlngency plans to assess how well they do

~ “Lunderstand their process and the probable change effects
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_ Minor Commer

Location
In Draft

Issues in guldance/
Reviewer’s Comment

General
comment

Overall format

Parts V, B-G should have thelr own section tltlc (sectxon VI for example) ° Specxf c
Protocol Issues” V. H & I should also be a separate section (section VII for
example) “Additional Issues for Comparablhty Protocols on Master Files” (for
example).

This reviewer suggests that the Agency consider the
commenters’ proposals, but would suggest the last proposed
title be changed to “lssues Spec:f c To Comparablflty Protocols For
Materials Controﬂed By Drug/Vetermary Master Files.”

General
comment
-

Overall format

| Shorter section txt]es would be more beneficial and easier to scan and use, rather
. ] than long question-type titles.

Line 24,
To 2

Use of the same term product to mean
anything from drug substance startmg
material to finished drug product allows for
excessive ambiguity in later parts of the
Draft.

For example:

in lines 40-41 and lines 98- 99, GMP-type
characteristics appear to apply to drug
products only;

it is unclear if lines 476- 520 refer mamly to
biological drug substances or also to

the products made from them, and how the
SUPAC  Guidances (drug  product

' processing) would be applied

T
In parts of the Draft in which the FDA recommendatlons mlght apply to more than
one component, more specific verbiage to specify drug substance, intermediates or
drug product should be used.

While this reviewer understands the commenters remarks,
the reviewer has no ‘problem with the Draft when the’ term
product is used to mean either the drug substance or the drug
product.

Further, the rewewer found no mstance in the Draft
guidance where the term “product” could be taken to mean a
non-commercial intermediates.

However, to clarify the gu;dance their reviewer would agam
recommend changmg Foolno’te 2 to read

“2The general term product as used in this guldance means drug substance, drug

product, intermediate, or in-process material, as appropriate. In general, the use

of the term “product” for an mtermedtate or an in-process material

should be restricted to: -

a. intermediates and in-process matenals that |) are lsolated
from the process and ii) ‘may be held for extended periods of
time before being reintroduced into the process in a
subsequent process step,o r

b. intermediates i) purchased from or ii) supplled by a facility
other than the facility used fo manufacture the final product
produced by the process.”

In addition, using the term “product" reduces the need to
repeat text that could apply to both and, as the commenters’
remarks mdlcate the amblgwty seems to be contrived.

Therefore, his reviewer would Ieave itup to the’ Agency to
decide where, if at all, the wordlng of text needs fo be changed
to restrict the "product” remarks to “drug substance, “drug
product,” or “drug substance and drug product ”

Lines 33-34

 FDA Draft notes that “should” (in the text)

indicates an Agency recommendation,
rather than a requirement.

Please add a clarification indicating the
wording that will be used Tol"“i'équired
elements.

Clarification of required elements “must” vs. “should” vs. “may”
This reviewer disagrees with the commenters’ statements.
The requested clarification is inappropriate in a guidance

document. o o
Guidance documents do not and should not set

requirements.

Guidance sn'any provndes the Agency S thmkmg on one way
that the regulated” mdustry can meet the requirements set
forth in the FDC Act and the' CGMP and other applicable
regulations regulatmg the conduct of the pharmaceut:cal
mdustry s

R YN AR
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Issues in guxdance/ '

Location

! : ; Comment/Reviewer’s Remarks
In Draft | Reviewer’'s Comment -
Lines 127- Additional FDA™ or 'ICH Guidances | CMC elements such as comparatwe dxssolutlon are mﬂuenced and in some cases,
143 addressing dissolution testing, impurity J reviewed by, FDA groups in addition to the Chemists (for example

comparisons and bicequivalence should be
cited.

Biopharmaceuticists or Toxlcologlsts)
Therefore, other Guidance recommendations concernlng “demonstratmg

equivalence” should be provnded

This reviewer only partly agrees with the commenters’
remarks.

This reviewer concurs ‘with the referencing of other
applicable FDA guidances but would recommend that this
guidance explicitly mclude/request
1. The appropriate sections of the CGMP regulatlons

contained in 21 CFR Parts 210 through 226
2. For valid comparisons of drug product umts ‘the minimum

inspection plans set forth in ISO 3951 or its American

equivalent Z 1.9,

3. For valid comparisons of drug substances and other non-
discrete materials, inspection plans that provide proof that:

a. The samples sampled and tested are batch

representative :

b. The samples sampled are of sufficient size and properly

handled in a manner that the sponsor estabhshes ensure
that they are batch representatwe ‘and each is of
sufficient size to provide 10 times the amount needed
for all chemical testing or, when physxcal propertles
testing is required, five times the size required for all
physical tests.

¢. The sample aliquots used for each chemical test are

unbiased by the subsampling procedures used and not
significantly larger than the size of the dosage unit.

This reviewer is opposed to referencing any ICH guidance
that is not been explicitly adopted by the FDA and issued as an
FDA “equivalent.”

In addition, this reviewer is opposed to any gu;dance that
does not recognize the requirements of the Federal Food, Drug
and Cosmetic Act (21 U.S.C. Title 9, the “FDC Act”), the
current good manufacturing practice (“CGMP”) regulations in
21 CFR Parts 210 through 226, and the apphcable recognized
standards and principles of sound science.

The listed items are minimums that should be given to
industry to assist them in developing the scnentlﬂcally sound
data sets and “Comparability Protocols™ based thereon that
these commenters claimed the industry is interested in doing
in their gene“ral comments

The listed items are also the minimurms that ‘should be™™ "

given to all FDA personnel that are mvolved in any aspect of

the FDA’s revnew and mspectlon processes

.77



Location

Issues in guidance/

% >= U0 . . | Comment/Reviewer’s R'e'riia'rks
In Draft | Reviewer’s Comment o
Line 183;" { The two passages seem contradlctory, please The Draft appears to be stating that a change in 1mpur1t1es requ]rmg a safety
Lines 211- clarify evaluation might or might not be amenable to 2 CMC Comparablhty Protocol
213

This reviewer agrees "with the
commenters that the two
statements appear contradictory.
However, in the context stated
there is no conflict.

Line 183 simply lists one factor,
“The effect on safety of changes in the
impurities,” that the applicant
should consider when developing
a comparability protocol (CP).
Lines 211 through 213 state a

“general” impediment, “A” CMC’

change that requires -efficacy, safety
{clinical or nonclinical) studies, or PK/PD

data to evaluate the effect of the change § ,\ change introduces no new impurities and reduces the level

(e-g., certain formulation changes, clinical
or nonclinical studies to qualify new
impurities),” that the Agency sees to
using the CP approach.

Lines 215 through 217, provide
the possibility for the sponsor to
overcome the impediment when it
states, “It may be possible to design a
comparability protocol for some of these
CMC changes, but FDA may be Ixmlted in
its ability to designate a reporting
category other than PAS for changes
implemented under such a protocol.”
Since this reviewer knows that
safety must be an overriding
consideration in ali cases, this
reviewer would change Line 183
to “The effect on safety of changes i the
impurities” and Lines 211213 to
read: “A CMC change that requires

| efficacy, safety (clinical or nonclinical)

studies needed for new impurities,
or PK/PD data to evaluate the effect of
the change (e.g., certain formulation
changes, clinical or nonclinical studies to
qualify new impurities).”

[Note: The preceding change is
needed to permit comparability
protocols when the change only
affects the level of the existing known
impurities but, in general, proscribe
this approach when any new impurity

emerges.]

The commenters’ remark is correct, when taken out of their
contexts, the two passages seem to be contradlctory

In their contexts, the passages cited by the commenters are
obviously non-contradictory.

However, to ensure that all comparability protocols

exphcrtly consider safety, thlS reviewer would recommend

removing the “in the impurities” restrlctlon from Line 183~
In addition, this reviewer would restrict comparability

protocols to only when no new impurities are found provided

| the appropriate acute and short-term chronic non-clinical

toxicity studies are included whenever the level of one or more
impurities increases even in cases where the total level does
NOT change.

In this reviewer’s experience, the only time that such
toxicity studies would be superfluous would be the case that

of all of the existing impurities. ‘ o o ‘
Thus, a truly improved, not simply changed, crystallization
process that reduced all tmpurlfles or the addition of a

recrystallization step that significantly reduces all lmpurltles‘ h

without introducing new ‘ones would be drug substance
examples where no extensive safety tests would need to be
included in the protocol.

However, ‘a sponsor'may want to include a simple toxicity
evaluation to assess the fevel of |mprovement in the process.

Finally, this reviewer would again recommend that the
Agency consider includinga specific bar to the use of a
comparability protocol approach unless the sponsor has
established that the currént process and product is fully CGMP
compliant, the sponsor has CGMP compliant “data” that
substantiates the probable non- deleterlous effect of the
proposed changes and the proposed changed’ process has
been proven to be fully CGMP compliant.

Thus, a comparabillty protocol that proposed to drop a

"CGMP-mandated in- process control should be proscribed.

However, one that proposed to change the test or reduce
the number of samples from that required in the current FDA-
accepted CGMP-compliant process to a lesser, but still CGMP-
compliant, number should be considered.
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Reviewer’s Comment
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Comment/Reviewer’'s Remarks

Lines 238-
240

The Draft notes that the cover letter for the
application should state that a comparability

protocol is in the submission, to properly
direct review,

It is unclear whether this is also the case for
original NDA cover letters, which typically
don’t get into the specifics of what
documentation is in the submission.

The administrative process and cover letter annotation for orlgmal NDAS needs
clarification,

Line 368

Inclusion of stability protocol information

into the comparability protocol

Cross-reference to an approved stability protoco} should be adequate.

Since the commenters’ suggestionis already the first of the
two options provided in the guidance, this reviéwer agrees with
what is stated. ,

However, as the Draft states, the stability protocol
information may be |ncluded ln the comparablhfy protocol

Lines 440-
444

Sentence is too long, leading to confusion.
This reviewer agrees with the

commenters that the cited
sentence is too long

In general, this reviewer agrees
with the commenters’ proposed
changes but would suggest the
improvements presented in the
adjacent column.

Proposed wording:

The comparability protocol should identify the following information, which will
be submitted to FDA at the time a post approval CMC change is finplemented
under the FDA-approved comparability protocol: ~
3. the type of data (e.g., release, long-term or accelerated stability data)
4. the amount of data (e.g., 3-months accelerated stability data).
5. the data that will be genérated' priér to distribution of the changed product,
where appropriate (e.g., when the proposed category is a CBE30, CBE-0.
or AR).

This reviewer's proposed wording:

“The comparability protocol ‘should"idér;ﬁf& “the ;%lkwﬂg information,-whieh

that will be submitted to the FDA at the time a \jios'tba»f;{)i'd\(rfafC'MC&cHz{nge( is

implemented under an FDA-approved comparability protocol. At a

minimum, that information should, include the following:

1. the-Type of data (e.g., in-proce/s\s‘, release, long-term or accelerated
stability data)

2. the-Amount of data (e.g., release data from two (2) full-scale
and three (3) pilot-scale batches, 3-months 0f accelerated stability
data)

3. the-Data that will be gcnerated prior to distribution of the changed product”
(e.g., in-process and release data from not [ess than three
[3] full-scale batches, or 3 months of accelerated stability |
dataand 3-month’s\lbng-term-storagé-cbnditibﬁVdata'dn not
less than 3 full-scale batCheS)where z{ﬁpropi'iate (e 'g s when the
proposed reporting category 1s a CBE 30 (igig or AR)

" Lines 522-
548

Since the regulatory filing requxrements for
the analytical changes would still apply, and
the science surrounding analytical va}ndanon
requirements is well documented, it is
doubtful that the use of comparablhty
protocols for analytlcal changes would
provide significant sponsor benefit.

Time required might exceed tlmmg of submlsslon w1thout approved comparablhty
protocol, with little increased risk, =

Lines 550-
557

Cross-

SUPAC Guidance should be

referenced.

LR
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Baxter Heal‘t’hcaqrem Qgrporatlon s Submsswslon Dated June 24, 2003
" 77 To Docket 03D-0061: *C-07""

[Note: The original comments are quoted m a condenseo font (Per‘p(tua) the quotes ’
directly from the draft gurdance are quoted in a stylized font’ ([ydlan) 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 differentiate the “speaker” in thé various text passages that follow.
When addressing comments made in a tabular format, this reviewer will (to the extent
requared) preserve the commenters’ format and, in general, appropriately place the
reviewer’'s remarks after those of the commenters ] o

These commenters begln by statmg, ”Baxter Healthcare Corporatlon is submlttmg the

following comments on the draft guidance for ‘Comparability Protocols- Chemlstry, Manufactunng, and Controls
Information’ published in February 2003.”

u@ mnl

Please clarify how a bundled submission approach may be used for comparablhty protocols assoc1ated with
changes affectmg multlple regulatory F 1es7 (hne 95) %

X Ao

The short answer is that comparablhty protocols (CPs) are not mtended to V

provide a pathway for “bundlmg” submissions.
The intent is that, in general, CPs are lntended to a) be process ‘and product ,
specific and b) address specn‘lc related changes in the | process or its controls that the

submitter has established have a hlgh probablhty of producmg post change product”‘“'

that is comparable to the pre change product

[13

Comment 2
The draft guidance stated that if the study results do not meet the criteria specxﬁed in the approved comparabfhty
protocol then the applicant can decide not to pursue the change or to submit a prlor approval supplement
However, in cases where the deviated criteria have minimal potenual to irnpact the product we recommend

using the reporting category that would norrnally apply for the t ’cype of' change instead of Bemg reqmred tosubmit

a prior approval supplement. (line 278)"

This reviewer cannot agree with thls proposal because |t attempts to convert a
well-defined regulatory process into an undefined” one )

This reviewer does not support adding thls prov1s;on ‘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 implemented as if they were comparable.

When the outcomes are not as the sponsor pro;ects it is or should be obvnous
that the sponsor does not truly understand the process and/or the eX|st|ng process
controls are, at best, marginal. ,

In general the acceptance criteria fall into two “hmlt” classes

When a higher level is better (for example, a higher purity), the aCCGptanCe N
criteria in a CP should be set as “not less than the currently permissible Towest fevel:’”

Conversely, when a lower level is better (for example a toxic lmpurlty) “the

acceptance criteria in a CP should be sét as “not more than the currently permissible

highest level.

- Thus, any real excursion beyond the boundariés imposed’ hy such eriteria ~
renders the post change materlal not comparable to the pre- change materlal

<0 80
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Moreover, nelther the Agency nor the sponsor know for certam that the devxated

cr1ter1a have mlmrnal potentxal to 1mpact ‘the” safety and efﬁcacy Of the l"lOn cqmparable DFOduct U

As the LTryptophan case |llustrates ‘a process change”that resulted in a

seemingly “slight” increase in a smgle trace-level impurity has translated into (and

therefore can translate lnto) SIgmﬂcant public safety risk.
Therefore, this reviewer recommends that the Agency reject this and all such
proposals into the guldance

“Cgmmegt 3
Per the draft guidance, modifications to approved protocols should be subrmtted as Prior Approval Supplements o
In order to further reduce regulatory burden and streamline the submlssmn review process we recommend that
the Agency consider using the reportmg ‘meéchanism outlined in the ‘Changes to an Approved NDA or ANDA’

guidance document for modifications to approved protocols (lme 298)”

Unless a) the modlﬂcatlon is a sponsors analytlcal test method change
“imposed” by a change in'a compendlal or other such FDA recognlzed method and b)
the sponsors analytical method is explicitly fied to the sourc method or ¢) the change
is dictated by an FDA regulatory change, all moduﬂcatlons‘“ to approvad ‘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 will probably lead to post change product that |s not N

comparable to pre-change product.
. Firms do not, on their own lnltlatlve change approved protocols of any kind
unless they become aware that the protocol is 'somehow invalid. '
In the casés of second and third- party ‘mandated changes ‘this reviewer would
propose that such be treated as CBE-30 submissions fo give the Agency time to make’
certain that the changes proposed in the submlssmn are only changes lmposed by
legally binding second or th|rd party ‘mandates.

- Furthermore, in such cases, this reviewer would recommend that the Agency
should request the sponsor to prowde the appropnate bndglng data'to show that such
modifications have the same or better probablllty of producmg comparable product as
the changes ln the approved CP.

“Comment 4 -

Please clarify the intent of Lines 426-436 (rev1s1on ofa drug product or drug substance spemﬁcatlon) The
statement is: “If the recommended reportmg category for the spec1flcat10n change is the same or lower than the
designated reporting category for changes made under the comparablhty protocol ‘the spec1ﬁcat10n can be
updated and provided when a post approval tMC c}xange lmplemented using ‘the approved comparablhty

protocol is reported to FDA.”

Based on this reviewer's readlng of the text, the ‘intent of Llnes 426 436" is to
provide the submitter with a clear understandmg of the lmpact on the reportlng
category when the sponsor s changes an exrstmg specnflcatlon ‘

As the Draft indicates, specification changes and their potential imipacts are key
factors in: a) determining the reportmg status of the comparablllty report and b)
assessing the data’ subm|tted in that report

a1
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In general changes that i improve qualrty (e g changmg the hmlt for lmpurltyA ’

" from “not more than 0.2 %" to “not more than 0.1 %" or changing the minimum

purity from “not less than 98.5 9% by weight” to “not less than 98 7% by we|ght”) are

supportrve of Iowerlng the reportlngbﬂcategory

allowed tablet weight range from “190 mgto 210 mg" to “from 185 to 210 mg” or

adding a limit for a new lmpurlty) are supportlve of ralsmg the reportlng category
In fact, if a new impurity is generated, then the reporting category should be

PAS and appropriate acute and short-term chromc toxxcnty studles should bew N

conducted.
The referenced guidance,”“ Changes to an Approved NDA or ANDA™ provxdes the

definitions for the reporting categories and establishes guidance that the s spo‘ns{or can

use to assess which is the correct category for a glven proposed change.

omment
Please clarify the need to prov1de a copy of the DMF authorlzatlon letter from the DMF holder when the
regulatory tile is reviewed for a change contained in a DMF {é. £ Container resin change) “Webelieve that anew
DMF authorization letter is unnecessary if the FDA has received a DMF Letter of Authorlzatlon at the time of

original filing of the application. (line 61 1)

This reviewer cannot agree with the commenters statements

This is the case because each DMF/VMF authorlzatlon letter only permits the
review of the file that exists at the point in time the letter is written and only permits
the Agency to review the specific parts of the DMF that are authorized in the letter.

‘Thus, as this reviewer understands if, once the Agency comp[etes ‘the review

authorized by said authorization letter, the Agency cannot, except for cause,

subsequently review that DMF/VMF file withott being prowded with an authorizing
letter from the DMF/VMF holder or, for foreign firms that have agents empowered by
the holder to grant access, the holder’s legally. authorized agent
This level of control is requrred because DMF/VMF flhngs are “trade secret”
filings that require this hlgh level of access restrrctlon ' V
Therefore a new letter is needed for two reasons:
1. In general a pre-existing letter cannot give permrssron to review documents that
were not in the DMF/VMF file when the letter was issued, and
2. The “trade secret” status of “DMF/VMF" files is mamtalned by making each
letter a restricted “one time” review privilege.
Thus, unlike other filings with the Agency, all that the Agency can routinely do
with each submission is file it and keep track of it.
To review any information in such files for any reason other than “for cause” (an
actual public safety or efficacy issue) requires an authorization letter, * " '

In a “for cause” case, this reviewer thinks that the Agency might need a court =~

order before proceeding.
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PDA’s Submission, Dated June 24 2003 To Docket 03D 0061 “C 06”

[Note: The original comments are quoted ina condensed font (Ptrp(tua) the quotes
directly from the draft gmdance are quoted ina styi ized font (f.ydian) and, m general ’ihlS/
reviewer's text and comments are in a publishers font (News Gothic MT) ‘l'O make it easier
for the reader to differentiate the “speaker” in the various text passages that follow,

When addressing comments made in a tabufar format, this’ rev1ewer will (fo the extent

requwed) preserve the commentérs’ format ‘and, in generai appropriately place the
reviewer's remarks after those of the commenters 1

These commenters begln by statmg,\ "PDA is pleased to provxde these comments on the
Draft Guidance For Industry on Comparabrhty Protocols- Chemxstry, Manufacturmg, and Controls Informatron
PDA is an international profess1onal association of more than 10,000 mdlvxdual memher sc1entlsts havmg an
interest in the fields of pharmaceutlcal manufacturmg and quahty The comparablhty protocol represents a useful
mechanism for facﬂltatmg regxstratlon of certain manufactunng changes It is our assessment that the utlhty of the
Comparability Protocol is primarily limited to planned mgmﬁcant changes made to complex products (e.g.
proteins and sterile products). It does notadd sxgmﬁcant value for those products and classes of changes already
covered by a SUPAC document. Thus though useful, the proposed Comparablhty Protocol alone does not realize
the objective of FDAMA to ease the regulatory burden on reglstratlon of post-approval changes. We believe that
the clarifications, modifications, and scope redefinition proposed below could make the comparablhty protocol a
more useful tool for the 1ndustry and the FDA"Our comments were prepared hy a cdrrlﬁr&;u‘“‘ztee of experts in this
field. The committee believes that the draft guldance isan excellent step towards the development of meamngful

-guidance on comparability protocols. It has many excellent features already

“The committee concluded that the document would be more useful if: ‘
1. The s scope of the Gurrent draft guxdance‘ls broa ened. ecessarlly hm1ted w1th respect to\
product types, in that it should include biological/ blotechnologlcal products (e. £ spemﬁed biotech
products). With the consolidation of biotech products into the Center for | Drug Evaluation and Research,

an opportunity now ex1sts for meanmgful harmomzmg of regulatory mechamsms This document
represents an excellent opportumty for such’ harmomzmg Further, the concepts presented in this

document also generally apply to biotech products

This reviewer does not agree with what the commenters have stated

First of all, this reviewer notes that thig Draft does, ¢ ‘\ntrary to the blanket
assertion of the commenters, already permit slich “biclogical/biotechnological products”
to be addressed in a comparability protocol “except for applications for protein products”
(Line 24).

Based on this, this reviewer would defer to the FDA and, recognizing the
unique problems that establlshlng ‘the” comparablllty of protem products
presents, would recommend that the text remam as lt is. '

“9. Explicit guidance is prov1ded in the document for : ompames that want to mclude plannedl V
changes in the initial NDA/BIA submlssmns Compames ‘often’ need to opt1m1ze manufactunng
processes soon after approval of the NDA/ BLA approval Changes t0 a drug product or active

pharmaceutical mgredlent s manufacturmg process serve a varlety of useful purposes such as quallty N
improvement, waste reduction, efﬁmency enhancement, etc. The ablllty to reasonably predlct the process

will 51gn1ﬁcantly improve 1mplementatlon by prov1d1ng a predlctable timeline for successfulv‘

1mplementat10n Based on the cnterla for When Mrght a Comparalnhty Protocol Be Useful for a CMC
Change Jescribed in Section lllB we suggest inclusion of a section that dlscusses the submlssmn of the
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comparablhty protocol in 1 the initial (new) submission, it could prowde information regardmg 1mpact on
the review cycle, location of the information in the Common Technical Document, and the mechamsms\ L

for changes to approve a Comparablhty Protocol after the initial subrmssmn

In general thls reviewer agrees W\th the commenters remarks up to the
point where it states, “the mechamsms for changes to approve a Comparablhty Protocol after the
initial submission.”

This statement is problematic because as wrltten it is 1Hog|cal

What do the commenters mean by “mechanisms for changes to approve a2 Comparability
Protocol ..."? .

At best ‘this reviewer would suggest changlng the commenters’ Iast
statement to “It could prov1de information regardmg 1mpact on the review cycle Iocatlon of the
information in the Cornmon Technical’ Document and ‘them’ echamsms for changes to appfeve ‘a
Comparability Protocol afterﬂ&e its initial submlssmn nn the CMC SeCtIOH Of an ANDA or NDA
filing for a new drug.”

Provided the suggested changes are made thls revxewer would support the
commenters’ recommendations in Point 2.

The ability to “bundle” the same or related changes for one or multlple products is

explicitly prov1ded We concur with the agency dec131on NOT to “include - provision for general
protocols for multlple unrelated changes toa smgle product How ever ‘the guldance should exphc1tly‘
allow for makmg the same or related changes to mulnple groducts ie. bundhng, which should be apphed

for changes affecting multlple regulatory files. In such cases, the precedent for ‘bundhng multlple o

*_ submissions together is well estabhshed Examples include changmg ‘multiple solid oral products toanew

packaging system (e.g., from one HDPE bottle to another HDPE Bottle) or makmg a change to allow
technology specific multiple- product changes (e g new bottle for several sohd orals)

" This reviewer has problems with the ghb Ianguage used that presents a
simple example that has little to do with what they are seeking to get the Agency
to buy into.

Moreover, the commenters’ remarks i ignore the followmg realities:”

1. If the commenters’ goal is simply to obtain agreement on a smgle
change (as the example states) lrnpact:ng multiple products all they
need do is f:le a set of comparablhty protocols (CPs), one for each
product, as a group.

2. Comparability protocols (CPs) are not mtended to prov&de a pathway tort T

“bundling” submissions. The intent is that, in general, CPs are intended
to a) be process and product specn‘lc and b) address spec:f:c related
changes in the process or its controls that the subm|tter has estabhshed )
have a high probability of producmg post change product that is

comparable to the pre-change product

3. If the preceding were to be allowed, a fallure in one case would require
the Agency to reject all changes. This i is the case beca I‘l'woutd bein

one CP and require a PAS be initiated. Thus, 3 failure in one product in
a multiple-product comparabmty protocol would ata minimum, tngger .

the PAS reportmg requrrement forall products |n such protocots becausev
thelr reportmg status is tled to the protocol and not to the |nd|V|duaI
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products in a multlple product comparablllty protocol Howts thus a
good idea? :

4. Allowing such “bundling” would comphcate the review of the change for each

product and would adversely impact the revrew and demsnon makmg process
for the group.

Thus, the Agency should, in general reject comparabllrty protocols that seek
to make multiple “reTated” wchanges in multrple products because of a) theg
ambiguities in review and review tlmetrames that such sutuatlons cause and b)
the very real reality that a fallure in any one product falls the entire set of

- products in the protocol

Information related to Drug Master Fxhngs (DMF) is 1ncluded The use of a Comparabﬂlty
Protocol when a DMF is mvolved should be descnbed

This reviewer disagrees with the commenters proposal because the use of a
DMF or VMF is the same’ as the use in all other fllmg cases - to provide a
mechanism for descrlblng in detall and provrdlng supportmg data that the
proposed changes will produce comparable product

Nothing prohibits a DMF/VMF holder from frhng a’comparability proposal
(CP) or, after making the changes in'the CP, fllmg a CP report to their DMF.

However, unlike most other flhngs the Agency is not permltted on its own_
initiative, to do more than file all submissions.

This is the case because all such fnlmgs Includmg the annual report” are

“entitled to be and are treated as “trade’ secrets.”

Thus, in general, the CP and the CP report are only subject mspectlonal
review triggered by a biannual general CGMP audit or a “for cause” (product
problem) inspection or authorized revnew (tnggered by a drug product
manufacturer’s filing of a submission accompanled by an approprlate DMF/VMF
permission letter from the DMF/VMF holder or their legally authorized agent).

Thus, in general, DMF/VMF holders need no FDA pre- -sanction to lmplement

| their process changes and, as long as the batch- representatrve test data on the

product indicate that the post change product rs “comparable" to the pre- change
product, ship post- change product to ‘their’ customers.

This is the reason that this reviewer has long recommended that the
purchasing firms include a) bmdlng contractual requurements for the DMF/VMF

holder to disclose “under a suitable conﬁdentlahty agreement” rall process

changes no mater how “trivial” and b) sufficiently rigorous physmat property
acceptance specn‘lcatlon derived from those of the lots of components used in
the manufacturer’s ‘filing to obtain initial” product approval or license.

Based on the precedmg realities, all th|s reviewer would recommend wsia vis

CPs and Drug Master Files (“DM?s“) is ‘that the exrstmg text ‘be change t6
include Veterinary Master Files (“VMFs") whenever the current text addresses
DMFs.

This is one reason that the Agency need to recogmze the need for a robust

‘ b|annua| |nspect|on program for DMF holder s sutes and the pharmaceuttcalf
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industry needs to support fundlng thls program and perhaps, lobby for |
decreasing the lnspectlon ‘interval for such sites to annual

Inspection tlmmg could be coordmated through the FDA District Off' ice at the request of
the Manufacturer. Thé Guidance should more clearfy state whemer FDA yvould permlt a supplement
in a non-prior-approval reportmg category fora change toa new 51te that has not bee inspected or does
not have a satisfactory CGMP 1nspectlon “because an mspectmn is us"ually prompted by: Wrequested via,

the PA supplement process For instance, standard packagmg site changes require CBE-30 supplements,

unless the site does not have a satisfactory CGMP inspection. An approved Comparability Protocol could
allow for a packagmg 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 satlsfactory CGMP inspection for that
type of operation. This Guidance, as written, does not provide foruse of such a Comparablhty Protocol,

which requires insuring compleuon of a satisfactory CGMP mspectlon w1thout a PA supplement. We
propose language such as (line 579): “If the submission of the prior approva] Comparablhty Protocol
supplement would require a site 1nspectlon the apphcant is respons1ble for insuring that the site has a
satisfactory CGMP' 1nspectxon for the type of operatlon prior to comrnermal dlstnbutxon of a change in

accordance with a commitment to the approved Comparablhty Protocol.”

This reviewer finds the commenters mtroductory sentence to be at odds with

what should be done vis-a-vis a CP and inspection,
" As with current fllllngs the revrewmg division needs to do an overview

assessment before any inspectional action would be appropnate

After all that assessment review could find that the changes are not
comparable and trigger the rejection of the CP withoutthe need of an inspection
or, based on the firm’s proposed site’s having an acceptable compliance status
for the changes proposed and an acceptable acceptance review, indicate that no
inspection is needed. L .

Therefore, inspection tlmmg should be coor ewd,\ through the revrew
divisions and not directly through the “FDA District Office.” ,

Moreover, to prevent the submission of “on paper” changes or sites, the
Agency should require the proposed site or sites to be fully functional and
CGMP-compliant before a CP is submitted (as the Agency does for ANDAs and
NDAs).

On the secondary issue of “site change,” this revrewer recommends that the
use of a CP in such cases should NOT be encouraged

Moreover, it should be proscribed for changes to sites that have no
acceptable compliance hlstory because there are other mechamsms by which
such can and should be addressed. L

In addition, CPs that address proposed moves from srtes dlrectly under FDA
review to sites that fall under a MRA or MOU should, in ‘general, be proscribed
because sites in such countries are not requnred to meet CGMP thus, by
definition, any product produced in such sites cannot be comparable” to
product produced under CGMP (because one of the elements of comparablllty is
that such be produced under CGIVIP not “under a quallty system that is deemed
to be ‘comparable’ to CGMP”y™~ ’

The preceding should be the case unless that “comparable” quallty system

establlshes lncommg component in- process material and batch- or lot- release
“End’ post- rélease controls that meet or exceed
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-~ theeach shlpment of each Iot representatlve sample rdentrty testmg,

- in-process representatwe samples of each batch at each _stage (phase or
step) material assessment for all critical characterlstlcs

— drug-product representatlve units’ testmg requrrements that include the use
of statistical quality control for release, and

— scientifically sound and appropriate specrﬂcatrons (for all factors for Wthh ‘
the United States Pharmacopeia (“ USP")-establishes post-release tests)
that are derived (reverse engineered) from the post-release USP.like “any
article” specn‘lcatlons by the sound use of appropnate statrstlcal
procedures.

Data requirements for common changes Comparability Protocols would be more useful to
manufacturers if FDA could prov1de data’ requirements for some common changes. Data requirements
capturing the expected information for common - changes such as alternate API supplier, API
manufacturing site change, alternate testing laBoratory, product line extensxon (anew fill size), expiration
dating reduction or stopper changes could be very useful. ‘We have attached three examples of such
potential data requirements in Attachment 2.’ (See Attachment 2 "C ommon Data
Requirements for Common Changes”)

First, because guidance does not set requrrements and the gurdance
requests, as their examples clearly reflect’ the commenters understand, more
than data, this reviewer would recommend to the commenters that they change
their first remark to read Informatlon requests “for some common changes” and

_frame their text in terms of the more general term * mformahon "

Second this revrewer agrees that detailed examples can always help the
users of guidance in formulatmg their approach to provrdmg the information
requested in a gurdance , ,

With the preceding in mlnd ‘this revreWer w1|l now revrew the commenters
“Attachment 2.” :

“Attachment 2: Data Set Requirements for Common Changes”

“Comparability Protocol Sample Data lnfo’rrha‘tion ‘Requirements -#1"

“New A stopper fabricated from a New rubber stopper compound is bemg proposed as an‘
alternate to the current approved stopper Sucha change Weﬂ']ré could" be apphcable across an entlre product
line. Fhedata- FOr such changes, the supportmg lhformatlon package should include:”

“General Information

Specifications for the new stopper

Material evaluation of the stopper, mcludmg usp Blologlcal Reactmty, usp Systemlc and Intracutaneous
Toxicity, Cytotoxicity and USP Physxochemlcal tests, the ldentlty, Iocation and contact
information for the firm or firms performmg the evaluatlons copies of all of the
data collected, and the disposition of all lots exammed
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A supplier statement that certifies that the suppher wuH manufactu re each lot of

the new stoppers under a quahty system that conforms to the applicable
requirements of CGMP

The description of and spééification)s’forh each Eéﬁ%‘éiﬁé’r‘“Wi’fﬁV”v&ﬁi’c‘ﬁ”{h”é'h’ew o

stopper is to be used

Coples of the methods:

a. The supplier uses to obtain the results listed on thenr “Certmcate of':”i/ -

and contact for each firm that performs each evaluation listed on said
certificate;

b. The sponsor used to:
i. Perform the reqwred “identification” and
ii. Validate “the reliability of the suppherstest results” as well as R
iii. The identity and location of the firm that did each; and

c. The sponsor proposes to use for evaluatmg each batch along with the
identity, location and contact |nformat|on for the firm or firms that will do
each evaluation.

The sponsor’s “suppller valldatlon package mcludlng all of the results and
data obtained.

The sponsor’s “validation package for stopper evaluatlon" mcludmg all of the‘ /

A statement as to whether, or not, the sponsor mtends to test each shipment of
each lot for compliance “wnth all appropnate wrltten procedures” (as per 21 CFR
211.84(d)(3)).

If the sponsor does not plan to do each shlpment assessment for “forconformance
with all appropriate written procedures,”

“Specific Information

Copies of the Certificate of Analysis for éach lot of the new stopper received bythe SDOI'ISOF |

- to date along with each lot’s evaluation results for each evaluation performed to

comply with the requlrements of 21 CFR 211 84(d)(3) (5), and'(6)), and the
disposition (accepted orre jected) of each such lot.

At least one commerc1a1 scale batch of drug product at the approved facxhty, filled and finished with

the current approved commochtles that includes at least one commerc1a1 scale batch for each hst
number (or fill size);

Certificate of Analysis for each such ‘commercial- scale batch along with the data used to

~ generate that certificate;
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Stability protocol/ testmg ma’mx 1nclude uprlght and mverted VIals 4 0°C & and 25 C at standard’ 4
intervals as well as, if any, at any other mtervals that the sponsor s protocol
specifies;

Blank batch record for each drug product list number (or ﬁll s1ze) for the “ new stopper" lots
produced for the stabullty study,

Executed batch record and aH data coHected for each drug product hst number (or ﬁll 51ze) for o
the “new stopper” Iots produced for the stablhty study,

Scientific report containing a minimum of three months of accelerated stablhty data fOT product
produced using the new stopper as well as the hlstorucal report and data for the
currently accepted stopper;

Sterility assurance package mcludmg depyrogenatxon study of the proposed stopper and

Specifications and methods referenced in the above studles fOt’ the pr OdUCtS prod uced usmg
the currently approved stopper and, if any are dlfferent the new stopper (if
different, the rationale for changes shaH be dtscussed and the changes
justified).”

After a few changes and the approprrate add:tlons this rewewer agrees
with the commenters general example layout but finds that much more
information should be submltted before an Agency reVIewer could a)

- agsess the scrent/f/c soundness of the methods data ‘results, and

certifications, and b) determine whether or. not the new stopper is
comparable to the currently accepted stopper ”

Should the Agency find that this reviewer ‘overlooked any mformatlon
that should be included i m the example, this reVIewer would support its
addition. : :

Comparablhty Protocol Sample ﬁata Info rm atlon Requlrements #2"

“New API (drug substance) Vendor as an alternate or replacement to the current approved vendor Such a change
weuld could be applicable across an' entire product line. The data post change AP! su pportlng
information package for an—akema’ee new vendor ofa commercnal FDA accepted approved or
licensed bulk drug should include:” o

“General Informatlon

If the API vendor is located ina forelgn cOuntry and/or the AP! f:led under a
DMF or VMF, cover Letters ofAuthonzatxon from the DMF or VMF holder and if the '
firm has one, its legally authorlzed US agent authorlzmg the Agency to rev1ew
the comparability protocol and ‘the rest’ of th , \
warehousing fac:lltles if such eXIst, for any ‘and awt 'mformatlon bearmg on the
AP! and the APl processes and process changes, including @ brief description of the
new AP| manufacturer’s facility or facilities (when different sites are used to
manufacture a key inter medlate) GMP certlﬁcatlonlet-tefs debarment certlﬁcatlon letter (if
apphcable) and Central FlIe Number
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" Copy of all of the FDA’s hlStOt’lcal and regulatorlly U tO date Estabhshment Inspectxon
repert Reports (EIRs) for the accepted APt 5|te ‘used by the new vendors.t-his This

information may or may not be available from the new vendor. TyplcaHy, where such EIRs
exist, a copy of the unexpurgated version is contamedmthe vendor’s Type T DMF or VMF
oris<ensidered but, because it is proprietary in nature sorne vendors may be reluctant
to prowde this information. If not available’ from the vendor the sponsor ,
should obtain expurgated copues under Freedom of lnformatuon Act (“FOIA™Y
and include those copies to facuhtate the Agency’s locatlng the orlgmals If the
existing EIRs are out-of- date do not cover the site that the vendor uses to
manufacture the new API, or the proposed vendor has never been inspected,
the Agency should be consulted, in ‘general, no comparabrhty protocol should
be submitted when the vendor’s site has never been inspected (such changes
should be handled via the’ PAS approach)

A letter from the API manufacturer that certlﬁes that all Tots of the APl in

question that will be offered for sale in the US and’ its’ terrrtorres !s and/or WI”
be manufactured, processed, packed, held, packaged Iabeled tested and
quality controlled under a quality system that meets the CG‘?Mﬁ mlmmums and,
if the API manufacturer is located outside of the US a srmllar letter from the
authorized US agent for the forelgn ‘API vendor Updated facﬂmes address and contact

information that includes the new vendor’s corporate and site address Or addresses S

and contact lnformatton (names and, for each the phone and FAX numbers as
well as, if exrstent e- ma:l address)

Overview of the manufacture of the drug substance (mcludlng, when the pr e change and pOSt

change vendor are the same firm or cooperating vendors the current pre-change
Process versus new vendor processy with the differences explamed or, when the pOSt Change
vendor does not have access to the pre- change vendor’s process lnformatlon

the identity, location and contact lnformatlon for that vendor).”

“Specific Information

Impurity profile comparison at either the drug substance orérng—pre&&et—stage fO r the pOSt Ch a nge

API to the pre- change APl- The data should bea s1de-by side comparlson of all attributes
variable factors (or characterlstlcs) and factor levels to demonstrate comparability.
The data should demonstrate that: a) there are | NO 1 wvv,|mpur|t|es at any level
the post- change APl'is not stgmflcantly hlgher than m the pre change APl and
c) the total level of |mpur|t|es in the post change API is no hrgher than the Ievel
in the pre-change API. And-e e e-drap-substaneemanufacture ve aeih

Acute and short-term toxrcnty safety test data on the purn"led API and rts
impurity fractions shouid be prowded to support API safety When the API| can
exist in different crystalhne forms, the companson 'should estabhsh that the
solubility propertles of the post change API are comparable to those of the pre-
change AP|. For a change under the control of the exmstmg accepted vendor,

%0
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the _comparison should be of histerieal pre-change AP (minimum of three consecutive SlX (6)
non-consecutive lots representatlve of the observed ranges “of lmpurltleS) versus
rew the post-change API (minimum of three consecutive Tots to demonstrate process
reproducibility). When the post- change APl is from a vendor other than the

currently accepted one, the comparison should be between a mmlmum of threeﬁ o

(3) consecutive lots of the new vendor’s APl o at least three (3) non-
consecutive representative lots of the prevrous vendor’s API (see Note 2). To

be comparable, the post change API must have quality-eonsists-of-comparable safety,
purity, partxcle size dlstrlbutlon, polymorphlc form, 1mpur1ty profile and other physxochemlcal
properties that are the same or better than the correspondlng properties of the
pre-change API.
[Note 1: If the post-change APl is produced by a process that introduces |mpurrtles at
any level that are not found in the pre- change API ‘the Comparability Protocol
approach should not be used. ,
Note 2: When, in a new drug srtuatlon the cooperatmg pre change manufacturer of
the AP| has not produced more than three (3) lots and does not intend to do so, the
post-change vendor should submlt a letter of certlflcatlon from the pre -change
manufacturer of the APl SO certlfyrng However to use the Comparablllty Protocol

Approach, the’ pre change ‘manufacturer must have produced at least two (2) lots of
APL.]

sapphier’s FOr each post- change APl batch used in any study, certn‘led coples of a)
the APl manufacturer’'s coA and, if not in Al an . Engllsh certified

. translations thereof, b) API spemﬁcatlons m “Ameri gllsh c) the ldentlty,
location and contact information for each’ laboratory that is used to ensure that
the APl meets specification, and d) all of the data and reported information for
each lot of the post-change API manufactuted by the new vendor mcluchng spectra and
chromatograms as well as, if not in American English, transiations of all narrative -
remarks.

Analytical methods for the API lncludmg the data that establrshes that each ISM
~ validated, the identity, address and contact lnformatlon for each facrlrty other
than the manufacturer that has done any of the testmg along with the tests they
" have been authorized to perform ‘and a certlflcatlon that each method W|ll have
its valldlty approprlately verlfled under actual condltlons of use prlor to, durrng,
and at the end of each usage.

Stabxhty protocol Wlth—ﬁ tcstmg at standard intervals for each batch Of the posl: change or
new APl llsted rn the Comparablllty Protocol ’ h

i ; "a) ‘long-term storage at’ ““warehouse
temperature” and b) an “accelerated” condition (at 30°C, 40° C, or other
temperature, as approprrate)

Stability data/report With coples of all data as follows

1. When the changes are in the same process in the same facrllty, a 60 day‘
' accelerated stability report with Tot- representatlve test data from the last

o1

"e protocol should address
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- pre-change lot and at least three (3) post change lots (two of Wthh may ‘be

pilot-scale lots) B B
2. When the change is a move by the same firm Fom one site to an”’ther site, a
90-day stability report with lot-representative data from the last three (3)/"
pre-change lots and the first three (3) post change Iots
3. When the change is the cooperatlve transfer of the pre change /-\PI process

from one manufacturer to a” post- change y-\=IN process from another

‘manufacturer, 90-day stablllty report w:th lot-representative data for the last
appropriate number and type of pre- change lots and the frrst three (3) post-
change lots with a commitment to 180 day testing and reporting intervals
for the “accelerated” testing protocols.

4. When the change is non-cooperative and/or any of the |mpur|txes in the

used. b

5. In all cases, the warehouse storage stabmty data for the 3-month’s
interval must be submitted for all post change lots covered by the
Comparability Protocol as a part of the commitment to carry all such
through the full room-temperature stability protocol

Statls’clcal analysxs comparlson bulld t}us m as a requ1rement for New Drug D1v1510n submlssmns —

“new” API are new the Comparablhty Protbc I approach should not be . *

{maa=1m=mm—e~f—tl»u«ee—eemeeu’ewe—leas@a~ since all data should be Iot representatlve a”» o

reporting should ‘include the approprlate statlshcal analyses ‘techniques to
- extrapolate from the observed data to the prOJected lot and process envelope of
reach of the variablés assessed in any data set and, where possrble such

population projections should be used to establish” the comparabilify of the ~

APIs and API processes being compared

First, the example was revised to limit it to the information package for
the APIl rather than the mformatton package for the API and the drug
products made from the API."

This change was made to focus on the use of a comparab:llty protocol u
solely for the AP w:thout addmg the complexity requured when this’ change -
is a part of a given drug-product manufacturer s decaslon to change APt o
suppliers. o

Though no firm manufacturers an API Just to show that they can do so ,
most APl manufacturers manufacture their AP[’ products for avariety of =~
markets and purchasers.

Though each drug-product manufacturer who uses an AP from a g|ven
source needs to perform its own comparabrllty assessments and it
elects to change sources or to use APl or any other drug component from
one of their approved vendors after that vendor changes the process for
that component, these need their own comparabllrty protocol.

In such cases, the Comparablhty Protocol mformatlon package \
described in'this APl Comparability Protocol outhne can be embedded in
o 'thell’ Drug Product Comparabmty Protocol

e
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After removmg the bullets addressmg the drug product aspects of the
changes and making the appropriate addltuons this reviewer agrees W|th
the commenters’ general example layout but frnds that “mtich. more
information should be’ submitted before an Agency reviewer could a)
assess the scientific soundness of the methods data, results, and
certifications, and b) determine whether or not the new APl is comparable
to the currently accepted API. h

Should the Agency find that this reviewer ‘overiooked any information

that should be included in the example thls rewewer would support its
addition.

“Comparability Protocol Sample Pata Ihfb rmation I:ie(K]uire\ments #3"

“Transfer of the manufacture of an approved or llcensed Drug Product from the
currently approved US (including Puerto Rico and all of its terrltor|es and
possessions) manufacturing side to an A—kefnete alternate US manufacturmg site (alternate
company site; HSA-er-Puerto-Rico; or from a US contract manufacturer toa US _company site, or vice versa)
fer—fhe—-Drﬁg—Preéuet [Note The example sample data requlrements reﬂect a drug product that is

manufactured at more than one product strength ] The data package should mclude

“General lnformatlon

e Copy A CODY of the last three FDA’s Estabhshment Inspec’uon repert reports |f they ex15t
and the firm’s responses to any observatlons for the proposed new manufacturmg site
© andter the fll’m S cGMP complrance and debarment cettxﬁcatlon letters (lf the proposed
site has never been mspected a certlﬂcatlon that’
operated in a manner that complles w:th all appllcable CGMP"regulatrons)A

s Acomparison between the proposed and the Currently approved or llcensed site
for the facilities, eqmpment the manufacturing process steps and-controls—seetion;

mehxétng components, &ﬁd——e&mpestﬁeﬂs formulatlons proeess; contamer/closure systefﬂ
systems, labeling, packaging and labeling systems raw materlal intermediate,

and drug-product handling and warehousmg, and process controls including
the: A :

a. Incoming components contalners and closures mspectlon (sampling,
testing and examination) plans and establlshed scientifically sound
specifications that comply with all CGMP requxrements and ensure that “lot
shipment representatlve samples are taken and approprlately inspected,

b. In-process each-batch, ~batch- representatlv inspection plans and
established scientifically sound specifications i”’comply with all CGMP
requirements and ensure that “batch representatlve samples are taken and
appropriately lnspected at the end of each stage for each varlable factor* y
whose variability n may adversely affect the quallty of the in- process matenal
and the drug product and o

¢. Drug-product batch- representatlve rnspectron plans “and establlshed
smentlflcally sound speC|f|cat|ons that comply with all CGMP requirements
and ensure that “batch representatlve” samples are taken and appropnately
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s designed and



”,mspected for each varlable property that is address by the USPagalnst thelr
established specification as well as agalnst the'z approprlate batch statistical
quality control acceptance qualuty limits set in complrance with 21 CFR
211/165(d).

Mierebiology# The cleaning, microbiology, and stenhty assurance paekage‘ systems used
in the proposed facility to ensure the that the drug products meet their
applicable standards of cleanliness and/or stenhty, mcludlng, as appropriate,
limits on total bioload, freedom from objectlonable organlsms and sterlhty

A copy of the test and exammatlon methods mcludmg the data that establish
the methods used are valid and a statement that, at a minimum, each is
verified as suitable for use under condltlons of actual use at the begmmng and
end of each usage.

A copy of the Justn‘lcatlons used to establish the vahdlty of all mcomlng, in-
process, and drug product acceptance plans, mcludlng the validity of each of
the firm’s test and examlnatlon specn‘lcatlons

Comrnercml stability study commitments tO put the fl rst thrde commer(nalbatches for each product
strength in a stability test program utlhzmg the approved marketed product stablhty protocol-

Expiratien A statement of the exprratlon date proposed for the proposed-site drug-
product.

. Lebelingrrevise P roposed revision Of the la bel I ng to correctly reflect “Manufactured for XXX,

City, State, ZIP Code, USA” or “Manuifactured by XXX Clty, State ZIP Code, USA.”

“Specific Information

Blank master batch records for each proposed strength of drug product 3

Executed batch records for each batch produced in support of the change and all
'supporting logs, records mvestrgatlons and other documentatlon and lncomlng‘
and in- process data appertalmng thereto [At a mlmmum three (pﬂot)batchrecords
for thedowestprody sthrand-th i recordsfor-thehighes eaChproductstrength*]

Certificates of AnalySIS for each lot of finished drug product prod uced in support of the
comparability protocol and all of the supportmg records and data appertammg
thereto.

Stability data, records and supportmg mformatlon erfor the finished dosage forms. [a A
bracketing approach can be utilized for the stability studies. Three (pllot) ‘batches of the lowest product
strength, one (1) batch of each intermediate product strength and three (pilot) batches
of the highest product strength should be manufactured and placed on stabﬂlty (e g, for finished
packaged solids: long-term studies’ under “the Iesser of the labeled storage
conditions or 30°C/60% RH and short- ‘term accelerated studies at 40°C/95 %
RH or, if the drug product is unstable at °C, 30°C/95<7 RH;"and for finished
packaged liquids:’ !ong term studles under the leSser of the,labeledvstorage

G

conditions or 25 °C/95%RH and short- term accele ted V
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- RH or, if the drug product is unstable at 40°C 30°C/40% RH) in the standard '
container orlentatlons at standard mtervals~ 1

e At a minimum, the comparability protocol should prowdea companson ofthe first
three (3) months of the accelerated and the three month s “Iong term” stability
data of fOr the drug product from the current approved facﬂlty and the same data from the ‘

o da e Lt e

pilot batches produced at the proposed new manufacturlng

After making some changes thls reVIeWer agrees with the commenters
general example layout but flnds that much more lnformatlon should be
submitted before an Agency reviewer could a) assess the scientific
soundness of the methods, data, results, and certlflcat|ons ‘and b)
determine whether or not the process-and product representatrve data
from the new drug product is comparable to the process and product )

that should be included in the example thxs reviewer would support its

addition. .

Having addressed the examples prov:ded by the commenters in their
“Attachment 2,” thls reviewer will now address the commenters other
remarks. ’

Controls Information™)

Section ID

&Line # Comment Recommendation for Revision Comments regardmg text
1I. An underlymg principle endorsud by this document is that a
: change must be product specific. We disagree. The greatest
Line 90 g p P g g

Please clarify how comparability protocols can be apphed
for changes affecting multiple regulatory files, suchas a
change to a container/closure system. Can the change be
filed via a bundled submission route?

" 95

utility and, therefore, reduction of regulatory burden, would

‘occur if approprlate apphcauon to mulnple applications is

provxded Frequently, for example, a change to a2
container/ closure systermn, a raw material change or excipient
change is made to several products at one time, The ablhty to
“bundle” comparabzhty protocols is necessary for companies to
efficiently incorporate such changes without undue constraints
while confirming that product continues to meet the agreed
standards.

For all of the reasons stated in the general
comments, thisr eviewer doesn_ot, in general,
agree with “bundhng Unless the changes are for
a single drug product except for the case of
multiple strengths of the same diug product dosage

form.




Section ID

&Line #

Comment Recommendatlon for Revxslon \

Sttt bt A ! st A 5L A, o T 1

Comments regarding text

PPN

IL A
Line 98

Grammatical change to: “A comparabllxty protocol isa well-
defined, detailed, written plan for assessing the effect of
specific CMC changes i on the identity, strength, quality,
purity, and potency of a specific drug product as these factors(
relate to the safety and eff'ectweness of the product (change
in bold) for clarification. =

r e |

Typographical error: “in” should be “on”.
This reviewer agrees with this change.

miiiani

11. B.
Lines 107-
109

Clarify footnote 5 to indicate how the reduced reporting
category is ensured and how the agreementbetween the
agency and the applicant is reached.

The general reference to the ¢ agreed” reportmg category
should be further clarified in the text of the document.
How will this agreement be reached? What happens if the
company disagrees with the FDA' posmon? What recourse
is available to the Manufacturer if there is a desire to

-} appeal/challenge an FDA decision?

1. B.
Lines 109-
111

Change from:

“Furthermore, because a detailed plan will be provided in the
comparability protocol, the FDA'is less Tikely to request
additional information to support changes made under the
protocol (see 1V.D for a potential exception).”

Change sentence to:

“Furthermore, because a detailed plan will be
submitted in the comparability protocol, FDA has
the opportunity to provide input earlier in the
change process and is less likely to request
additional information to support changes made
under the protocol (see 1V.D for a potential
exception).”

When using a Comparabihty Protocol, the applicant benefits by
receiving FDA’s comments regarding the change and assessmg the
effects of the change carlier in the process than would occur
without the use of a Compara’oﬂxty Protocol.

1. D.
Line 143

Add a bullet for BAC-PAC

Include reference for “BAC-PAC (Bulk Actives;ost rp;-oval
Changes)” since it is applicable to this guidance.

This reviewer agrees that BACPAC should be
referenced as prior guidance that was the FDA’s
best thinking at the time that™ gu&dance was
released.

However, when the BACPAC guidance and this
guidance appear to have a conflict, the text in this
guidance should be considered as superseding
that of BACPAC. ‘ ,

This is the case because BACPAC is a prior
guidance - representing what was the Agency’s
best thmkmg at that tlme

3
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Sectlon ID
&Line #

Comment Recommiendation for Revision

Comments regardmg text

IIL A.
Linec 152

Change from:

With a comparability protocol, the FDA can determme ifa
specified change can be reported i ina category lower than the
category for the same changc were the change to be
implemented without an approved comparabﬂlty protocol.

Change to:

Using the information submitted by the manufacturer, FDA
will be able to determine if the change submltted under an
“reduce the
reporting/review requirements for the change submitted
without an approved comparability protocol Also, where
multiple changes are included, the agency will be able to

approved Comparability Protocol  “will

provide information on each of the specific changes.

Clarification is needed in this sentence if determmatxon of
category for filing will be identified”

Comparability Protocols will be most useful if FDA declares the
filing category for cach proposed change covered.

While this reviewer agrees with the first
sentence of the commenter’'s recommended
change in the text, this reviewer does not agree

with yet another of the commenters’ attempt to
-4 enlarge the guidance beyond its proposed bounds

as embodied in the sentence they attempt to add.
Based on the preceding, this reviewer would
recommend the commenters’ proposed change
be revised to:
“Using the information and data submitted by the
manufacturer, FDA the Agency will be able to determine if
the change proposed changes submitted under-amapproved
in a Comparability Protocol will reduce the reporting# and/or
review requirements fer ViS-2-ViS the ehange changes

submﬁtedwrﬂae’d{—mrappreveéwa an Agency-acceptable
fllmg that Iacks a comparablhty protoco] A—lse——where

The Agency s responsnblhty should be to judge
the comparability protocol (CP) as a whole and to
base their decision on that whole.

lf, in the Agency s revnew ‘a particular change
is identified as bemg problematic  that
information should be included in the Agency’s
initial assessment communication.

However, to preclude non-productive “nit
picking” and minimize the burden on the
reviewers, the Agency should not specifically
address each and every change in their
assessment responses.

Itis and should be the sponsor’s responsibility
to assess the probable regulatory impact for each
of the changes in a CP that they choose to
incorporate in a given CP.

1L A,
Lines 154-
156

Change from:

“Typically, categories de51gnated for repomng changes under
an approved comparability protocol are one category lower
than normally would be the case (e.g., from PAS to CBE- 30

CBE, or AR).”

Change to:

“Typibaﬂy, catégories deéigna{e&l 'for‘rei)oi-ti'ng chaz{g& under
an approved comparability protocol are one category lower
than normally would be the case {e.g., ', from PAS to CBE- 30

from CBE30'to CBE; or f'rom CBE to AR) >

The current example is confusing. Going from a PAS to CBE30
to CBE to an AR would normally be considered a three-category
reduction.

This reviewer agrees with the commenters’
revision of the text.

It does clear up the confusion that the Draft
text has apparently engendered.
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Section ID

oy - Ve G e lgh <figg w4 T
Comment Recommendation for Revision

Comments regardmg text

&Line # T s —
IIL A. Please provide an example of when a reductlon of more than one
Lines 156~ category is possible.

157 In some cases, a reduction of more then one reporting ,
category may be possible (e.g., PAS to AR). This reviewer supports the commenters
request.
— A good example or two can be very helpful,
III. B. The guidance does not address the use of a Comparability
Lines 162- Protocol when identical changes are made to Ixfmltiple products
238 and are submitted to FDA in a “bundled” form.

General Concept for the Section

Please reconsider expanding the use of the Comparability
Protocol concept to allow a bundled subm]sSlon for multiple
product related changes such as packagmg

This will especially useful for repetmve changes.

In general, this reviewer is opposed to
“bundling” forthe reasons cited in thls reviewer’s
remarks to that iSsue in the commenters’
“General Comments.”

In cases where a single change not only affects
multiple products but also the existing
information and data clearly indicate that the
change will have the same “no adverse” effect on
all of the products would recommend submitting
a group of CPs — not a single CP into which all
have been bundled. ,

Given the existence of today’s sophisticated
word processors and databases, the “grouped”
submission approach could, if properly
implemented, provide all of the alleged benefits
of “bundling” without the down5|de risks that
“bundling” presents.

With  today’s information management
systems the de minimus overhead added by the

“grouped” approach would be more than offset by
the negative impacts that a single failure for one
o the submitted changes would cause for a
“bundled” CP.

Moreover, this approach would provide the

Agency W|th added review flexnblllty
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Section TD

&Line #

Comment Recommendation for Revision

Comments regarding text

II1. B.
Lines 163-
164

Current: “However, we recommend that each change be
discrete and specific”.

Proposed:

The use of the Comparability Protocol for technology specific
changes (e.g., change in filtration process) which broadly
applies to multiple products is also appropriate,

The need for each change to be discrete andA
specific is obvious.

A proposed change should not phange a pH

limit from ‘not more than 4.0" 6 ‘not more’
than 3.5 to 4.5." - a limit should be a'discrete
number.

Similarly, one should not propose changing a

process that states ‘add 200 L 6f“I”’N”é“c’iﬁemo‘U“s"’f
suitable 1 N acid solution’ - a change should’

be specific.

With respect to * technology specific changes,” let us
consider the two examples the one in the
commenter’s “... Recommendation ...” cofumn
and the other in their “... "regérd‘i’rig‘ text”
column.

Obviously, changing a flltratlon process to a
new one that improves the “quahty" of the
filtrate containing the actlve in Process "A"
could adversely impact the “quahty" “of the
filter cake containing the active in Process “B”
The second example, “new bottle for several oral
solids,” is more of an item change ‘than a
technology change.

Similar caveats apply in that the protecflve
effect of the new bottle may not be the same
for all of the different “oral sohds” to whlch lf is

Wording should be broadened to allow technology-specific,
multiple product changes (e.g., new bottle for several products).

This reviewer cannot agree with the changes
that the commenters are proposing because,
regardless of the number of changes, each change
should, as the draft text states, “be discrete and
specific.”

In addition, the commenters’ remarks are not
even self-consistent. ,

The first example (“Proposed:”) speaks to
technology specific changes applied to multiple
products while the second (“new bottle”) speaks to
multiple related changes in a comparability
protocol.

Changing the example filtration process to a
different filtration process might affect different
processes differently and, for that reason, should
not be proposed in a blanket protocol, as the
commenters would suggest.

Further, the commenters’ example did not
even suggest that such be limited to cases where
the proposed filtration process change is known
to improvethe quality of the desired fraction
(filtrate or filter cake).

Moreover, though current technology exists to
make plastic bottles impervious to the diffusion of
deleterious gases (such as water vapor, oxygen,
carbon monoxide and dioxide, and nitrous and nitric
oxides) and light few fir m seem wﬂlmg to adopt
such bottles because of their costs. A

The industry seems to’ prefer instead to use
overwraps “and adsorbents to “control” or

“mitigate” the problems.

I1L. C.
Lines 224 —
226

| Change the bullet from:

proposed to be applied.

“A change from plant. Animal. Or multicellular (e.g., algae,
macroscopic fungi) source material to’ a ‘different one (e.g.,
different plant species, dlfferent tissue and/or plant part,
plant to animaly”

Change the bullet to include bolded text:

“A change from plant, animal, or multicellular (e.g., algae,
macroscopic fungi) source materla] toa dlfferent one (e.g.,
different plant species, different txssue and/or plant part,
plant to animal), dependmg on’ the extent of ‘the
purification process.

Even if the downstream punﬂ'catlon process is extensive, it
should be possible to handle such a change under a comparabsility
protocol

This reviewer again opposes adding the
commenters’ phrase. L o

In the context in which this text appears, the
modifying clause is not only superfiuous but also
introduces unneeded ambiguity.

The'bullets are “Specific examples of changes that may
be difficult to justify under a comparablhty protocol can
include” — difficult but not mpossrble

Therefore, this bullet does not warrant the “i
depends” amblguxty that the ‘commenters are

( seekmg to mtroduce L
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Section ID

Comment Recommendation for Revision

Comments regarding text

&Line #
. C. Even if the downstream purification process is extensive, it
Line 227 ‘ should be possible to handle such a change under a comparability
Change the bullet from: protocol
“A change from synthesis-derived to naturally sourced In the context in which this text appears, the
material and vice vetsa” modifying clause is not only superfluous but also
) introduces unneeded ambigulity.
Change the bullet to include bolded text: The bullets are “Specific examples of changes that may
A change from synthesis-derived to naturally sourced miaterial | be difficult to justify under a comparability protocol can
and vice versa, dependmg on the extent of the § include.”
purification process” Therefore, this bullet does not warrant the “it
depends” ambiguity that the commenters are
seeking to introduce,
11l C. If a CGMP inspection is warranted for a manufacturing site,
Lines 229- facility, or area, it is not clear why the Comparability Protocol
231 Delete lines 229 — 231 as currently stated: could not be submitted for the site change, and used to trigger

A move to 2 manufacturing site, facility, or area when a prior
approval supplement is recommended because a current*goéd
manufacturing practice (CGMPY inspection is watranted (e. g s
see examples in guidances listed in 11.D.) -

Insert a new paragraph:

“When a Manufacturer moves a process to a previously
uninspected manufacturing facility, the approval of the
Comparability Protocol signifies that the Manufacturer should
notify the field when the facility is ready for inspection status.
The inspection should be scheduled prior to the submission of
the agreed data package to the review division. Upon receipt
of the acceptable GMP “status from the Field, the
Manufacturer may implement the change without delay in
accordance with the approved Comparability Protocol.”

In context, this reviewer again opposes makmg
the commenter’s suggested ‘changes.

Moreover, the proposed paragraph speaks of a
condition that may be contrary to reality, “the
approval of the Comparablhty Protocol,” and what this
approval * 51gn1ﬁes

The commenters’ proposed text ignores the
reality that the protocol may be rejected and,
in such cases, the existence of a submitted
Comparability Protocol is of no significance.
Further, the commenters’, “Upon receipt of the
acceptable GMP status, the Manufacturer may implement the
change without delay in accordance with the approved
Comparability Protocol,” misidentifies the standard
required of the facility as “acceptable GMP status”
when the FDC Act and the CGMP regulations
require the site to be found to be “fully CGMP
compliant” before any product may be even
offered for sale. \

the inspection. After the PAI and Comparability Protocol
approval, the site change could be reported at the reduced
reporting category without the need for the increased regulatory
time constraints for implementation. Distribution of product
would not be allowed prior to the receipt of the acceptable GMP
status. As written, this represents a significant increase in the
regulatory burden that is contrary to the spirit of the Prescription
Drug User Fee Act.

Though commenters phrase the question so
elegantly, they attempt to confuse the realities
that they pase as an implied “why” question.

If, as they initially state, a Comparability
Protocol would in this case require a PAS, then
why do they state, in their second remark, “the site
change could be reported at the reduced reportmg category
when, if their initial statement is true, their
second statement is, at best, illogical.

Moreover, their attempt to use the false logic
that “if A requires C and B requires C, then A and
B are a priori equivalent.”

Finally, they fail to answer their own question —
the obvious answer is that the Agency sees that
such approaches should not be allowed.

Moreover, the text does allow for the possibility
that such a Comparability Protocol may be
allowed in some cases (Lines 217 and 218,
“Specific examples of changes that may be difficult to justify
under a comparability protocol can include.”

In the context in which this text appears, the
text should be kept as it is and the proposed
paragraph has no place.

The bullets are “Specific examples of changes that may
be difficult to justify under a comparability protocol can
include.”

Therefore, the proposed changes are both
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unwarranted and misplaced.




