
PAS. . )- -’ ‘. L^ Please differentiate to indicate the benefit of m&ding the 
data and rest&s as part of the PAS. We interpret this to mean 
that a wide scope PAS may also include a Comparability Protocol 

The current text reads: 
as one of its components or something else. Also, as written this 
may be interpreted to indicate that a Comparability Protocol 

“The submission can consist of the proposed comparability should be subn&edioge”ther &%the data in the initial PAS from 
a proposed change which ’ is contrary to the. intent “that the 

A prior approval supplement that includes the proposed Comparability ProtocoI is optional. 

comparability protocol and test and study results as speciEed All that this reviewer and the commenters 
in the proposed comparability protocol and’ any other 
pertinent information to support a change covered under the 

agree upoll is that a “PAS may also include a 

protocol. The product already’manufactured with he”change 
Comparability Protocol as one of its components.” 

can be distributed only after approval of the supplement?’ 
This reviewer disagrees with the commenters’ 

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

Finally, this r&iGtiei I‘e&\jeYit “up t’6 ‘tfie Ag&c 

NDA submission. 

Information Request and Clarification 
Also, section 1V.A. would be an appropriate section for FDA to 
address whether the submission of aComp%ability Protocol in an 

The concept here is not that product cannot be manufactured, for 
example, in full-scale plant.trials or validation’studies, b&that 
drug sponsors may implement but not distribute until approval of 
the Comparability Protocol: 

,~. ,. xI_ ,‘ __, 1 _. 

In all cases, a comparability protocol would be reviewed a& 
approved by FDA prior to the distribution of product 
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e c o m m e n  

“T h e  submiss ion  wou ld  inc lude  (1)  the resul ts of a l l  tests a n d  
studies speci f ied in  your  comparab i l i ty  protocol  (2)  
d iscuss ions of any  devia t ions that occur red  dur ing  the tests o r  Dele te  i tems (2)  a n d  (3).  G M P  comp l iance  in format ion shou ld  
studies, (3)  a  s u m m a r y  of any  mvest igat ions per formed,  a n d  not  b e  inc luded  in  the rev iew supp lemen t  s ince not  a l l  
(4)  any  o ther  per t inent  in format ion.” 

“T h e  submiss ion  shou ld  inc lude  (1)  the resul ts of a l l  tests a n d  B y  defini t ion, al l  invest igat ions a n d  deviat ions 

studies speci f ied in  your  comparab i l i ty  protocol  (2)  occurr ing  du r ing  the study of the “c h a n g e d ” 
discuss ions of deviat ions,  invest igat ions,  a n d  (3)  o ther  process a re  per t inent  to that process.  
in format ion per t inent  to the c h a n g e  be ing -made .” ‘. “-  T o  in t roduce ambigu i ty  in  what  shou ld  b e  

submi t ted is, at best,  ant i-qual i ty.  
It is a n d  shou ld  b e  the responsibi l i ty  of those 

to d o  so  cou ld  b e  a  subvers ion  of the 
gency  pe rsonne l  to assess the per t inence a n d  

regula tory  process.  
impor t  of any  a n d  al l  aspects of the submiss ion  - 

T h e  Draft  text h e r e  shou ld  rema in  a i  it is. 
--- ---- 

pract ices a n d  the products  they produ,ct  a re  
C G M P  con ipE’a n ”t: ~  

Obviously ,  it appea rs  that the commente rs  
wish to concea l  cer ta in facts f rom the rev iewers  
a n d  thereby ensu re  that the‘rev iewers  app rove  
their  submiss ions in  suppor t  of p rocess changes  
e v e n  w h e n  those process changes  m a y  not  I_ x,_ ,_ ,I .,x .l 
comply  with C G M P  and/or  p roduce  product  that 
m a y  not  comply  with C G M P . ’ ^  

(Also,  p lease  def ine the te rm “devia t ions”) 

“Deviat ions:  act ions o r  ou tcomes  that d iverge  
r o m  those CGMPcomp l i an f’standa~rds,6act ior is  

o r  ou tcomes  speci f ied for the components ,  

For  example ,  the p resence  of non-change- re la ted ,  ex t raneous 
contaminants  must  b e  examined ,  but  this is a  G M P  issue, not  a  

This rev iewer  d isagrees,  any  non -change -  

T h e  sponsor  n e e d s  to: a )  improve  their  re la ted “devia t ion” a n d  its invest igat ion a re  
C G M P - c o m p l i a n c e  registrat ion fss’ues  that shou ld  

l-_..l^,.IIv 
unders tand ing  of the interact ions a m o n g  the 
components ,  p lans,  processes,  equ ipment ,  b e  proper ly  repor ted,  invest igated a n d  d iscussed 

procedures ,  personne l ,  controls,  inprocess in  a  Comparab i l i ty  Pro toco l  

I , ‘- ‘_  1,, “‘. 
., 

_/._, 1 0 2  
-, j _  “b  _ .I, i ,, ,~ .‘ /,- ” 
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urrent statement: 

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

they indicate they are commenting on.’ 

Add to the end: 
propose no limitations to the “modifications” or 
to the “different change.” ‘ 

W here unexpected data are gathered, the change should be 
evaluated to confirm that the expected product is  not Add a sentence to the end of the paragraph providing provision to 

compromised and that the results were inconsequential. allow for discussion if non-consequential acceptance criteria are 

As stated, the sentence seems to be devoid of 
any real substance. Since the approved acceptance cr iteria are the 

sponsor’s  cr iteria and are supposed to be based 
on the documented evidence of what is  
comparable product, an approved CP does not 

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

Provisions should be made that if the acceptance criteria are not 
met, that should not automaticalIy bump the implementedchange 

agreed submission requirements. 

This reviewer does not support adding this Provisions have been made. 
The sponsor has two choices. 
The flexibility allowed in’ the Draft should ‘be 

if they were comparable. If the outcomes are IJ& as the sponsor 

W here the submission requirements of the product are not 
projects, it is  or should be ,obviouS that the 
sponsor does not truly understand the process 

met, the submission should meet the filing requirements and/or the existing process controls are, at best, 
established in other related guidanck, if’applicabG;‘“or as 
determined in consultation with the review division. 

This reviewer cannot agree as, for CPs, this 
Also, where the Comparability Protocol criteria are not met, we 
recommend the use of the reporting Stegciry that would 

guidance supersedes prior guidances. normally apply for the type of change instead ofbeing requiredto 

reviewer to determine ifthe missed acceptance criteria is  of so 

appropriate and can be maintained. 

1 < : , ._ : , uirir. ri , ._ 



IV. D. Lines 
284 - 296 

?TTizcz 
302- 303 

General comment 

This reviewer finds that the commenters’ 
remarks have little to do I% wh~ti”f:i’s’s&tedin 
the text of the Draft. 
Moreover, this reviewer finds that the 
commenters are proverbially “looking a gift 
horse in the mouth” by failirig^ to ske Piiaf it 
provides the industry with a clear path to seek 
the modification of an approvedCP prior to the 
completion of its execution ‘v&en their‘studies, 
regulatory changes, or new science renders an 
approved protocol either non-CGMP-complia’nt 
or not scientificafly sound”I. ,’ 1 

. ,e.. _” 

The text addresses factors that ‘could 
“obsolete” an approvedCP not the technology 
The text clearly indicates that the onus is,.on 
the firm that has the approved CP. 
As with all CGMP-compliance issues, the’FD/(: 
has the oversight responsibilityand a’i%t%Xy 
stated 
To clarify the text, this reviewer’ would 
recommend modifying fhe text as’shown iiithe adjacent column. ~,’ * *\... &,I * ‘r”4”‘“‘” )I_ i,,-,, “i ,,$“” 

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

~_ 
,I, i ” i i” I ,’ _’ i; ,i ‘, ‘. I 

With regard to the determination of“o’b.Qolete”~ will investigators 
check for the “obsoleteness” of ‘lhese protocols &ning 
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 that a modification is 
“obsolete” and, consequently, of reduced value. We encourage 
the Agency to evaluate only the adequacy of S&e’&ange madi and 
not the technology used to implement a change, where the 
change is “feasible and valuable” to the manufacturer and not 
necessarily at the pinnacle of‘technology. 

C (This reviewer’s remarks are presented in the 
next column) C ,,. 
lrNew 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 comparabflhy 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 yourapproved comparability protocol are still 
appropriate prior to implementing and submitting a change 
under the protocol. If you ?in‘~i~e’a~pr~~~~~~l;ip~~~li~y 
protocol is no longer correct or adequate, the current 
approved protocol shoul’d be modifkd or whhdrawn; ‘Ydu 
should apply similar considerations to your 
submitted but, as yet, unapproved comparability 
protocols. [Note: The Agency can request additional 
information to support .a’change that is implemented using an 
&s&t+ approved protocol that the Agency subsequently 
finds to be obsolkte ‘t%&Ge it”%’ “6tit“ofVdati;” with 
respect to CGMP, current Agency policy, and/or the 
firm’s current pending or’appt%vkd applidation or 

Please cl&ify ‘whether notifrcatjon of editor+ changes to a 
comparability protocol in an annual report will be voluntary. 

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

Hopefully, the Agency and these commenters 

. 

, 



A new sub-section is proposed 

the applicability of comparability protocols. 
When a change is made to a component of a combination producl 
under a Comp&-ability ‘Protocol, .should the”Comparability 
Protocol also include a section on how it affects the combine6 

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

The reviewer agrees that the text needs 
“We recommend that a comparability protocolbe developed 
and used within the context of existing change control Further, this reviewer agrees with the 
procedures at the firm .” commenters’ placing of the ,control procedures 

Draft’s text and the commenters’ proposed However, the guidance needs to ensure that 

General Comment 

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

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

This is the case because afi are in the‘one CP. 
How would this save time?’ . 

:. Moreover, the difficulty witli “technology” ‘is 
that, while the technology may be the same for all 
products, the effects ‘and outcomes may be 
radically different ’ ’ ” ” 



.I (, 
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Therefore, this reviewer would recommend the 
following be adde‘d after Lk38O‘iti fSikI!~ti,rtif( 
“Generally, post-implementation, commitment-related data, 

performed, as appropriate. is section should not require more extensive information to 
support a change than what is required for a new drug. Analytical 
procedures are validated as appropriate for their use. This 
information should beheld and be available at the manufacturing 

commenters’ proposed changes. 

analytical procedures or W  
validation or verification of existing analytical 
procedures should be performed, as appropriate.” 



, ._,. ., . i I. ., 
. ._- 

“The protocol would specify that any new or revised analytical The unmodified senfehde aiready ‘tells  the 
procedures and the appropriate validatibn’or &validation sponsor when to report the :information, “when z  
information would be provided when a post-approval CMC postapproval CMC’change implemented us ing ihe approvec 
change implemented using ‘the approved comparability 
protocol is  reported to FDA? ’ 

comparability protocol is  repot&d. to FDA,” so the 
addition of the c lause suggested is  a) mis.$aced, 
b) adds confusion, and c)  %n~roijer~y ‘fimi”ts the 

‘The protocol would specify that any new or revised analytical 
procedures and the appropriate validation or revalidation 
information would be provided (i.e., in AR or CBE) when~a . .L*.,%,x, ,A.+‘:^” _. i,,, “U , (  I I., 
post-approval CMC change implemented usmg the approved 
comparability protocol is  reported to EDA.” 

Based on this reviewer’s  reading of the text! 
reporting category for the type ofspezification change as well 
as the designated reporting category for reporting a change “intent of Lines 426-436” iS to provide the 
using your comparability protocol. W hen the recommended submitter with a c lear understanding of the 
reporting category for the specification‘change isbigber (,$I, impact on the reporting category when the 
PAS) than the reporting category for changes made under the sponsor’s  changes an existing specification. 
comparability protocol (e.g., CBE30), the change would be As the Draft Indicates, spedficati’on” Ctkges 
reported as recommended for’& specffkation change. and their potential impacts are key factors in a) 
If the recommended reporting category for the specification determining ‘I the reporting” status ^  of -the 
change is  the same or lower than the designated reporting comparability report and b) assessing the data 
category for changes made under the comparability protocol, submitted ‘in that report.. 
the specification can be updated and provided khen a post In general, changes that improve quality (e.g., 
approval CMC change implemented using the approved changing the limit fo‘s ’I’*m~u’nty A%om“‘not more 
comparability protocol is  reported to FDA. than 0.2 %fP to “fi(,f: mar; f,+$’ 6:l-.~&$“‘~i;r 

changing the minimum purity from “‘not less than 

toxicity studies should be conducted. 
. , I , / 

oiling categories and 
af‘the sponsor can use 

remarks continue jn, *the _^ _,“,‘,l, *.a.. .aI”‘.-, 

i .” 



compare the physical characteristics (e.g. pdlymorph forms, 
particle size distribution) of the product produced.&ng the 

_ 
old and new processes when these characteristics are relevant 

As per BAC PAC I, an examination of physical characteristics i: 

to the safety and/or efkacy ofthe pro*&&<’ ‘. ti “‘” - 

This “Rtitionale”‘statement~ha6 no bearing or 
the Draft’s text because the Stated comparison is 
for the product that, in this &%ext, ‘is obviously 
the drug substance. ~ . 

The BACPAC I guidance is designed to restricl 
e comparison to the final ‘products which the 

statement has already d.one.’ 
This reviewer disagrees with the commenters’ 

However, the reviewer would change the text 

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

Given the preceding, the only apparent reason 
the commBnters proposed’ thee change was to 

tapped density, flow, permeability, 
solubility; for liquids, vi$cbsit);, r<fr&ctive index, 
color, density) of thi jk&t’“@o&ced using the old and new 

propose comparisons of the product from-the 

processes when these characte&tics‘are r&v?nt to the safety 
new process to other than’ the old process (for 

and/or efficacy of the product. 

commenters’ proposal should be, rejected. 
Moreover, the text ‘n‘ee~~‘“t~~~“augmented to 
address the CPs for the drug product and its 

these characfeiistics a”r6 relevant to ttie‘ safet 

“The studies would assess product-related impurities and 
process-related impurities, including, if applicable in-pr&&s 
reagents and catalysts.” As per BACPAC I, demonstration of equivalence includes 

assessing residual levels of existing and any new solvents. 

“The studies would assess product-related impurities and 



__/ .  . . ,  _ ,  , ,) , . ,  ” 

A d d  as  next  sen tence o n  this l ine 

“Comparab i l i t y  of the impur i ty  prof i le  can  b e  estab l ished by  
test ing a n  appropr ia te  iso lated in termedia te  fo l lowing the T h e  ‘commente rs’ wish to min imize  the 
c h a n g e  or  the d rug  substance.” process ing  of the i n te r rne~dE& to the fi% l d r u g  *.:,:.,,>  i>,‘$*.; * ..,,/.” 1, . 
This rev iewer  d o e s  ti a g r e e  with the product  n e e d s  to b e * b & % c e d  agarns t  the real i ty 

commente rs’ p r o p o s e d  addi t ion.  that in termedia tes that conta in  n & w  impur i t ies o r  

However ,  this rev iewer  wou ld  supp,qr t  the 
fo l lowing modi f ied  vers ion of the preced ing :” 

product  shou ld  on ly  b e  assessed  at the e n d  of the 
process that m a n u fack i6~3’the’ fi i i islied d r u g  



_._,. _ - 
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ecommen 

Each case will require individual evaluation. 

Validation may or niay not be appropriate in all cases. Each case 
will require individual evaluation: . 

This reviewer disagrees. 
The FDC Act’at Zl’*U:$:C: ~5l&i;@j(&$‘S8e~ that a drug. is ,adui;fera~~~‘~~~~~~i~ a”‘&;g and’ ihe 

methods used in, or the facilities or controls used for, its 
manufacture, processing, packing, or holding do not conform 
to or are not operated or administered in c&for&ity with 
current good manufacturing practice to assure that such drug 

“We recommend a statement be included that controls, meets the requirements of this chapter as to safety aid has the 
including those that have been ~~ali&&l ti ‘In&&&e a;d identity and &en&h,-and meets the quality and purity 
remove impurities or contaminants, will be revalidatk.d for she characteristics, which it purports or is represented to possess.” 
new production process, if appropriate.” I Though the regul&&ns governing the drug 

substance have not been published, the Agency 
rightly applies the publiihed dl;ug regulations set 

“We recommend a statement be included that controls, forth in 21’CF6‘-ParZ~.‘~~~tlfirdiig~ “ii6 fo bdth 

new production process, and revalidated, if appropriate.” ” sets forth the regulations that govern process 

tests, oy examinations to be c 
recess materials of each ba 

TherkfG%, g % ‘i?~Yi’~~‘i&jtii?ed to evaluate each 
> ,-. ,,^T, j_(l”~. ..; -“-b_jl ,. \ 

of their process controls in &ach”“*8&%%% ‘&! $2 
process in a manner that validates that control. 

Thus, tlie Ag&dy sh&ld r?%$$c&, $na”ihe 
sponsors carRot do, less in this case. [Note: As 

Protocol for the relocation of the’saGe equipment to another 
already compliant, inspected, or approved area’: This could be 
offered as a p&i&e example of when a Cotiparability Protocol 

General comment on the section can decrease reporting burden. 

This reviewer would sljggest that thi’s 
commenters’ recommendation be given careful 
consideration but, if added:tk‘e’guidance should 

,_ . ‘ “$,. ““, ,..- , . _ _ ,‘ . _._/ . . _.. # ,“.I, __; , ) ., “.\ , ,l__ ,/ l.,_,_~- ._i )., I.^ “_ .” ,_) ̂ _ ,iw, *’ I. ‘.I/I. I^ 
,., /. 



“If the submission of the prior approval Comparability the local FDA office to schedule inspections related to the 

Protocol supplement would require a site inspection, the implementation of the comparability protocol. 

applicant is responsible for insuriug that the site has a 
satisfactory CGMP inspection for the type of operation prior 

The Guidance should more clearly state whether FDA will permit 

to commercial distribution of a change 
a supplement in a non-prior-approval reporting category for a 
change to a new site which has not been inspected or does not 

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

have a satisfactory CGMP inspe%on~‘since ‘phor approval 

This reviewer opposes the commenters’ 

CGMP compliant (21 $S;C. 351(a)(2j(B)). 
Since the preceding is the-case, this reviewer 
would propose adding the following aBer Line 

The FDC Ad is ‘quife clkai; with’.resp&t to 

named should if not a 



Section I 
&Line fi 

V.F. 
tines 58 
586 

Comment Rewmmendation for Revision 

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

Comparability Protocols are not to provide a list of suppdrting 
data that the applicant will @-oGidide t0 sqppok ch$g&‘~tXat 
current guidance classifies as annual reportable. This 
information must accompany the change when it is reported 
in the Annual Report Section 

This reviewer cannot agree with the proposed 
insertion because (1) t‘he su‘bmission df a CP is . 
an option and (2) if the sponsor elec6 to 
pursue this option, CPs have the same internal 
reporting requirements as a PAS because tfie 
4gency classifies them asa PA5: ‘. 
Moreover, the commenters’ rationale seems to 
5e derived from unpublished guidance 
discussions that have no currency. .’ 
Therefore, the commenters’ proposal should 
se rejected. 

This alternative choice‘ti%ndlud&d ti6c%e‘it 
seemed to this reviewer that the section and 
context logically pointed to an alternative that 
the commenters somehow missed. ’ 

Comments regarding text 
*_ ,” ,.___ \. ; _, ” .,,.. ;. 3: _ *:a., . xIL 1/ __._- I ~, 

Prior to the l-1 /99 P’AC’di;iilak~e, applicants included a form of 
Comparability Protocol or interchangeability protocol which 
described changes that appeared to reduce the reporting category 
fom CBE to” AR (based on ‘2 1 CFR 31%70‘ re$&m&its. In 
&gnment with the allowable chkges in the ll’/YY PAC 
Guidance, there is no need to describ;e &or, annual repokable 
changes in a Comparability Protocol, except to provide a list of 
rupporting data that the applicant will provide. FDA shduld state 
hat they do not expect to see Comparability Protocols for 
Zontainer/Closure changes that are described as annual 
Feportable in the 11 /YY PpiC Guidance to simply provide alist of 
supporting data. 

Note: As far as tiiis t%iewer‘ &as able to 
sscertain,“ there is no. dffi&l j%@$ig PAi: 
Ill/99 PAC) guidance fhX ihe. FDA has 
Dublished as-the comFti&$-s seem to indicate 
grid the search of the ent’ir$FDA site for “‘.l”i/99 
‘AC Guidance“ found no matches. 

This reviewer did firid ‘i3vi&nce that such 
~‘PACPAC” guidance was “discussed” and 
‘planned” but nothing more: 

On this b&is alone, the commenters’ proposal ,._. 
should be digmissecl AS w@ftil thii-\king on ttiel’r 
3art. 

‘lease clarify the use of the word “re”jjetitive” in%& 585: 
lees this mean 
I a single change applied to numerous applications 
33‘ 

l a series of changes that have predefined acceptance criteria 
but which may extend beybnd &y single change? 

Or does it, as the context indicates, simply 
mean a single change, like a bottle ‘s‘ource or 
a packaging site change, that applies to 
several different packaging formats for the 
same drug product? 1 
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T h e  protocol  wou ld  inc lude  a  commi tmen t  to p rov ide  aletter 
author iz ing the F D A  td rev iew the master. f i le & h e n  a  post-  
approva l  C M C  c h a n g e  imp lemen ted  u s & g  the gpp roved  
comparab i l i ty  protocol  is repor ted  to the FDA:  

author izat ion d id  not  grant  access to exist ing sect ions of a  master  

A  n e w  letter is n e e d e d  because’in suppor t  0 1  
the C P , the D M F  ho lde r  G ill h a v e  ‘a d d e d  n e w  
in format ion to the D M F  that th’e ~ i % G I n e e d s  a  n e w  
letter to permi t  it to rev iew the net i  in fo rma+i  in  

u s e d  to ob ta in  A g e n c y  approva l  o r  l icense. 
D M F N M F  hd lde r’s .” legal ly  There fo re  it b e h o o v e s  ‘the ” d r u g  product  
representat ive (agent) .  m a n u facture to h a v e  c lear  contractual  prov is ions 
T h e  F D A  only  tracks the requ i red’ a n n u a l  
D M F N M F  upda te  andZi+J j? iTes  that a n d  $ 1  

. ...‘,. . >*,.,* * 
o ther  DMF,vfi i lF’fi i in*gS* ,1”“’ ‘” 

_  * . . (  ,. 

), . ,_ _  
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Sectio’i ;D 
&Line # 

V. H. 
Lines 599- 
602 
(Continued) 

Comment Recommendation foi ~e~isidn~ ,_,.. ;. Comments regarding text 

Comments regarding text (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 theFD’A.nkeds a”copy of the 
DMF authorization letter from the DMF holder when the 
regulatory file is reviewed for a change contained in a DMF (e.g. 
container resin change). We believe that a new DMF 
authorization letter is unnecessary ‘since the FDA must have 
received the DMF letter at the time of original review of the 
regulatory file. 

The prior letter only authorizes a “one time” 
review of the file for the” soie purpose 0f”initial 
acceptance” that the file: supports a C%MP 
compliant material component, container closure 
component, ore other mater@. 

It does not authorize future reviews of future 
information. 

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

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

As the next Draft paragraph indicates; that is a 
question for the FDA whose ex$ct answer has not 
yet been formulated. ” ,.&“uh8.yitr~&...‘i’{g ijbli‘&i; fhe ‘Agenci~‘wd~ld 

simply “accept” a CP filed for a DMF/Vi\jlFholder 
when (during the next inspektioti) the Agency 
finds it acceptable or reject ‘it when it is a. 

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

In Case 1, only the DMF7VMFholder would be 
notified; in Case 2, both-I.holders would be 
notified (the DMF/VMF holder by an acceptance 
letter and the other by an approval letter). 

In Case 2, a DMF holder letter would be 
needed authorizing the ‘AgenCy‘to~ a] r&i&& the 
appropriate files to determine “if the .proposed 
process change and post-change product would 
be “acceptable” if the acceptance criteria 
proposed are met and b), wfien the studies have 
been completed, again revieti the. file?. for 



Section ID 
&Litie #f 

V.H. 

V. H. 
Line 612 

Comment Recommendation for Revision 

General Comment 

Comments regarding text 
j .,“<) . (6. ,~ _,“>^ _. _,^‘ -, ,, . . 

A review period for veterinary Comparability Protocols should 
be defined. Veterinary drugs are currently outside the sdopk of 
PDUFA and CVM offers no review period. 

This reviewer agrees and recommends 
adoption of the periods established for*htitGn 

specific”. 
The Comparability Protocol may become a significant 

Change to: component in multi-product manufacturing facilities. In such 

Comparability Protocols are specific for changes that .may cases a simple cross-reference between files should be adequate 
%^:l “i ,I”)_, . 

roduct or multiple products where the and the Comparability Protocol ~&ufd~notbe product specific. 



” , ,, :l,.‘-!‘:.,‘-. . *,, ;- ;:;-‘,:i,-,2‘::.<i. . -’ 

e provisions for submitting a comparability protocol in a _ .,., .L II.. 
master tile will be the subject of future”&&ions’to CT)ER7se 

The commenters are correct. 
However, DMF/VMF holders do have CGMP 

compliance and customer issues that-‘shoulc 
compel them to only make:changes that do ti 

commenters’ proposal. 

inspection, the DMFNMF holder and’theAgency 
both have much more at stake in an inspection 

For holders located on US territory, the 
Agency can, should and has, simply had a local 
health official or, in some cases,.,,.federal . . ,p ,, I _I I i I I ,. . I 
marshals, padlock the facrkty and Issue se”i’z”u”re 

For foreign holders, the Agency need only 

The text does not state what the commenters’ 

In every case, part of the “root cause” solution 
was to improve fheWwo&ing and contractual relationship betwe~n”fh~’ F$$&g> a;~T”‘Lvba suppliers and workwith them to ensure-that the 

changes the component manufacturer makes do not adverse,ji‘impa~~ fc;i;ir’aiu”g produ.tl” A”“( -* 

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

, : .;_ -/ -* ,~.. “V. ‘< -esi. ’ 7:. ~&:*” : &. ,> I __ ” ,/_ 2: ;:. “.,&&$&X. ,iL #’ twi 0l.i ‘“+:;, a, -A-. i &,Wi.*4 <,a+, ,@“~~>$@q&& t&,1 .:-< *: \&. “,<, ‘- * ) 
x I ^. -_ ,’ ,. I 

.” , ~.;-..j 

,; ,I_ ,*_,_ x ..~l~~~.“- Ij _I._..x A .,.,._ &_.. _,1. ..* ., r ..y .:I ,‘““̂ ,. -- ; 
,. _,, . I ‘,. (_ 1, : “3 



[Note: The original ‘&mine& are quoted in a ‘6%d&ti~6&fd~t ‘~6&t&),“<he &-&es “ ,.,,, Ir,.Y”* ../_,,_ ->- 
directly from the draft~gui’dai%e~aG sudied *iti a‘$il’f!ed fdnt (L$ian)“and, ‘in”geri&aI, this 
reviewer’s “text and comments are in a publishers font (Netis Gofhic”MT)“‘to CSk’G‘if easier _ for the reader to.differentiate .fhe‘ “sp‘~~~~r,‘.i’~.“~~e;vB~~~~~~~tl‘~~~~~;l”g~~~~~~~ “Tdid’k.’ ‘, ’ 

When addressing comments made in a tabular fgrmjt,“~~“i.~~~e~i~~~~.~~~i~ (to‘the extent 
required) preserve the commenters’ forma2 and, it-. general, appropriately place the 
reviewer’s remarks After fhcG‘of ~tie~cb”tiwi”6~t~r~~J’” ” ‘ ” 

/ 
-__ I I. s/‘“r _ I 

These comm&ters begin by stating, “Aveks Pharmaceuticals Inc. appreciates the 
opportunity to comment on the above-referenced draft guid&de kn~t~;r’~C;;;t;pt~ K&&ls - Chemistry, 
Manufacturing, and Controls I&rm&ibn’~. Thk ‘draft j$l&&~ p&X&‘~~~ommendations to applicants on 
preparing and using comparability, protocols fbr h&-approval changes in chimikry ; &&&c&r&g and controls 

L. “, 1 “.. , .., ..j” , -,.,_ ‘_I I 
(CMC) information. We offer~&8&%ng‘comments and questions for your consideration.” 

“Section II. BA%PgjXO@a . ” ‘. “1 _^ ,_ ‘_ I^’ ‘- ,.’ ‘1 ’ 1 ‘. I_ ‘: I .: ‘... ’ .” I 
Page 2, Lines 39-45 

As an applicant, you are responsiblef -’ ” - ‘*L ‘-‘“x “’ 
.._ -; ,_ u~~+,.~r‘~~l “i <: I> -- I _( *” ;.,, )L ‘.!, ‘T&:-.,,;,.& .J, ;,‘;A ’ “* /,. _ > _ 

or a&e&g, prior to distnbutron of a product, the egkct of anypostapjrovai CMC changes 
- 

on the identity, strength, quality, puktj,,“and potency ofihhe pio&ct*‘aJ ~h&‘JZok iejate to the safety or efficacy of the 
product (section ‘5a6z6j ;$+ th; .>$#;J;;;ie~.~;;J;?~ ..~ ” - “j .i I < 

rui and“ doimetic Act (the a,;)): ‘̂ sG& ‘X assessment often includes _ __ .h , “I j_ ,.._. *‘,_*.; ‘-l,,,i “4 ,i., i ‘.Y$“., 
demonstration that the pre- and postchange prdducts (i.e., pro&cts manufactured prior to and subsequent to a change are 
equivalent. Postapproval Cn;i% chahgeS rnuZ& &pdGed & FDA iti &goJj ~_’ *A~- “’ 

_. ;,‘.~; .: I 
our reporting date&ries &&oh 506A of the Act): 

ji *;: s”p”” ;:” +;.y I”“-*“:v A(,, ,’ i- *:-;.s” +. :” ,‘.I 
We k&e& adding adlo&a;y’?o &&‘&i~ k&&GROUND section or the INTR’ODrii=‘rION &$jion tb; i;&;de’~ 

I ,” ,*, s+, .,“i.,re..‘;-r “‘p. de.* b-a. -a, .+-m ,w. &. .- 
the sponsor with a clear definition of regtilatbe and tech&al &-I& used m preparmg a comparability protocol. 

,I ,(__,^_ .l.“.,j”-~ , .I .., : ,.., &“.,.” I,“,‘._ “_,“.,< :. i 
Examples of terms to be included in’G&%&ested Glossary are as follows: 

.~ .r i L -r. ..i ^ ,i , : > 

Corriparable 
Drug . 
Comparability protocol 
Comparability report 

; _ .,_ 
,~>*“‘;~ L:r ::‘1, ,,&L A,-\. _’ ,v ,‘ajl ” ‘_’ 

Analytical reference stand&d (e.g., ~$~~!?t?$&flct? &&&‘& *kh&%%&&~~ Standar;dj 
, ~1 , ” 

Recognized consensus sfandard (e*gm, il~s,~~,x~~~~~~~~,.~~~~~~~~~;.. -^‘I- ^,,,( _d. 

Related CMC &ange~ change 
Unrelated CMC el&=&$ change 
Drug substance 
intermediate 
Drug product 

~.-M%RM lsoform 
Orthogonal Testing 

> _ 
__l., _ ._: I- ., _, I I 

_ ._ Current protocol 
Obsolete protocol (e&e&$ 

. . . T\..^1.B,^c,,Y Validatibn or vevification lot 
PAS I ~ _‘.. 
CBE-30 





..?; -( 
This guidance describes the general principles and procedures &&ted kit$ de&~o&d ‘and k&&ting a &k~ar~b&tj 

1. .: ,;..:.. I_ ,),-^4,, ̂__“*. *-;, ̂ 1.” ,. _ . ,. ,. / \^,_ ,,_“.(.~ ,. 
protocol to the FDA. The guidance a&o‘desc&k the basic elements oJa comparability protocol and specijc issues to consider 
when developing compakblhiy ,ro&%&for char&s in: 

l the manufacturing process 

@  analytical procedures4 
,,, ,( __ .,^_ ~ 

0 manufacturing equipmen; j’ ; .“” 
0 mcinufacturingfacilities .: :, ~ “.^ * ,/,~ w’ ,-a. __ I. *..,A. ” .__. ‘“‘ ” : . 
l container cl<sure systems 

l process analytical technology (PAT)” 
_, ,,b, 

We suggest adding starting materiali and raw materials to the iist of basic elements as ‘&&e &-k c%cai‘ ‘&i% 
11 _, 

.< 
A comparability protocol is a well-dejned, de&led, w&en plan”& assess& the e$e& oj$ec.$c CMC cha&esin the identity, 

/ _.- ._ _li ,,, _ stren8th, quality, p;r’ty, and potet;cj bfa Spec~ic g;j i’“. a‘ L ‘y _-i--e”*? .-l.- )_.I(* .,.i---* ̂ z”~ (” \ .,> ? ,rd -_._ “._,“, i”~,.-r.l 
ro UC as these factors relate ii the safety and e$ectiv6%$ oj”the 

product. A comparability protocol describes the changes &at are covered imder ttie ~&%i&d siec$es & tests dnd studies 
.,,, ~.. j, _/ i.r I/ ?S. +a. ,j. .d “_“,” /‘-,,.w 1 t (. I I , “, 

that will be performed, inCludin8 & anay$&l procedures that willbe used, and acceptance criteria that will ‘be achieved to 
. .x_j ,/ _n//.e.*‘&*_u*x(i ,.*x*.._I,. .~,,_ *.~.r,~*..‘r~~.- -*,._ I ^ , /., “j” . _k, ,z *. 

demonstrate that specijed C&K Zh&ges*& Gt b&erkel$ &&t the product The submission of a comparability protocol is 
optional. 

._ 
I _t / _,, “, , -. 

We suggest that this guidance not,be restr&a ‘to $t aXrn&G&~ Gf’cGA, &oh&& L&‘&&e are examples of 
change ‘controls that focus dir&tlj’ On dru~%Ga~ce~~ ’ 

2s” ..>I ;, , ” ^ 8 

Comparability of drug products may not need justification if drug substance CMC changes have no idverse effect ,* ._ ,, 
.6x1 the. safety or efficacy of drug product atiribites. vhe CM?& t. ti“ b’; s mc on e wee4 drug substkce and drug 
product changes is also co&&tent I$& &e”current- CTD f~r~~~~~~~~~~‘ll.‘~~~~‘$anges occur in a drug 

,, ,+, a,> ” :w<&. 
substance process that‘affect the d&g ~G&c~‘~ at&b&es &in drug product ci;mparabili$ i~i&&&l. ” 

Whi,e this reviewer agre,6s tiith&fKf -.-.<tienieis.~~hat ‘c<~-.a;abl’ji,y p;rotocb,. 
,. 

guidance need not be restricted to drug prod&S; “~~is‘Y~~~~-~~~~~~~~l,ieZbgi7izing’the , I ‘i a ; :: “...?. _” ,,‘. ~ : 7 2% :,.< : 
difficulti,& in doing so that al/se from the o~~~~~~~~~~~~~~rug sub.%%&, leaves it up to the Agency to decid‘g titie^t,jg to mgke’ffiiie suggest&+-gs(-ion; (. 

However, this reviev$r’flot& that thi? only;Tvdi;“%at th&6hl)‘~ay^Q ?$&prbduct 
manufacturer can. demonstrate ihat a drugsubsfa’nce’~han‘~Ej;iias‘“‘~(;a~~~rsekffectonthe 
safety or efficacy of drug product a&-ibutes” is jar ihe kan$ac&&to inanufacture batches in ,;..:~~.=~;..~~~~,,~.~~~“,,~.~.~~~~~~~. i *. ‘- ,’ : * Zr. ihich the changed d‘tuk iuKs~~~~,. is”.Ij’s~~~,~~,~=~p~~~~~~:~,ritens,f,ed ass&ismk”rits on 

? 
.). ., ,, ,. ; _ ,; ;-- $. ,: *: ; -,,L)’ ___> ii, ;. , 

i19- 1>._ I 



,  :  i -  

s a i d  b a tc h e s  a .n d  d e te rm i n e  th a t, c o m p a re d , to  ‘th e  ‘d a ta  a n d  ‘re s u l ts  fro m  th e  _  _ ,~ , s - “.~ ,i * “.h ”-.” ,(‘.^  >  _  i  
i n te n s i fi e d  te s ti n g  p e ri ’o rm e d  o n  ‘th e  b a tc h e s  u s e d  o b ta i n ’ A g e n c y  a p p ro v a l . o r ^  _ ,. . . ,. “.) 
l i c e n s i n g , th e  p o s t-c h a n g e ’b a tc h e s  a re  c o m p a ra b l ‘e ~ to  th e  p re -c h a n g e  “a p p ro v a l ” o r 
“l i c e n s i n g ” b a tc h e s . 

A d d i ti o n a l l y , th i s , re v i e v v e r,“~ o u l d  s u g g e s t m a k i n g  th e  g ra m m a ti c a l  c h a n g e  
s u g g e s te d  p re v i o u s l y  b y  c o rre c ti n g  th e  p h ra s e , “fo r  a s s e s s i n g  th e  e ffe c t o f s p k i fi c  C M C  c h a n g e s  ^ . * ~ ,* b * : 4 .r.* i ~ s s ,S ’$ *  l i ”r~  i . 
& I o n  th e ,i d e n ti ty ; s tre n g th l -q u ~ l ~ y ;‘p u ~ ~ y ~ ‘g n d  $ k % ~ c y  o f a  s p e c i fi c  d ru g  p ’& & t” B s ‘S h o w n . ̂  

F i n a l l y , a s  th i s  re v i e w e r h a s  p re v i o u s l y  s @ g e S te d ~ h e  re c o ’m m e n d s c h d n g i n g  th e  
te x t to  re a d : .,. ,,,--c , _  /_  2 1  ‘, :;;&  F ”*> ) i i  /_  r~ $ :‘,:. ; .‘A .> . \,..: i  ~ ~ A ‘#  “ A  c o m p a ra b i ,i .y  p ro to c o l  i s  a  ;e f& & d e t8 re d , w ri t&  p ,-n  fo r a s s e s s i n g  &  g &  ;;-;y ;&  

c h a n g e s  i ft o n  th e  i d e n ti ty , s tre n g th , q u a l i ty , p u r i ty , a n d  p o te n c y  o f a  s p e c i fi c  & tt& p k & k t(i i i -p ro & i  . -,,. 
m a te ri a l , i n te rm e d i a te , d ru g  ~ u b s ta n c e ‘d r~ d ru g  p ro d u c t) 6  & & f!& ~ c \&  k ’i < t~ ‘~ o tK ~ & t~ ’ 
a n d  e ffe c ti v e n e s s  o f th e  fi n a l  j w o d u ’c t.” I ;, ‘_  
“ S e c t i o n  III. W H A +  ~ 0 7 1 C ~ ~ ~ ~ ~ ~ .r~ ,~ ~ ~ ~ “~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ T ~ ~ ~ ~ ~ ~ ~ ~ ~  i“9” : , ,  j  ,.1 :‘_  I.- I_ / :, . # &  :,*,b  .a ,.> . : * * 1 -  

1  ,, / *  :r‘ a .~ ~ ,~ ~ ~ ~ ~ ~ i i i ,:~ .~ ~ ~ ~ ~ ~ !~ ~ ~ ,~ ~ ~ ,~ ”~ ~ ,~ ~ ~ ~ ~ :~ ~ ~ .~ .. ; I: \._ , j  b z  z  i i  P a r t  * *  H o w  D o e s  a  c o m p a r a ~ ;~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~  j g w & + g t i n g  o f C M C  C h a n g e s ?  ‘ ,’ . 

P a g e  5 , L i n e s . l 4 6 + 7  ” ” : -’ 

_  .” ^ .  ..” 

,. ’ 1  , ,, ,_ *  :“.-..+  .“,:,., I ,~  ; -  A.  .‘ _  _  .:.. . _ _  .( J  

A  c o m p a ra b i l i ty  p ro to c o l  p ro s p e c ti v e l y  s p e c i $ e s  th e  te s ts  a n d  s tu d i e s  th a t w i l l  b e  p e r j o rm e d , a n a l y ti c a l  p ro c e d u re s  th a t w i l l  b e  
u s e d , a n d  a c c e p ta n c e  c r i t e r i a  th a t & l  b e  a c h ;;;e d  to -  a s s e s s  th e  e ~ e ~ o ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ e s :.~ ~ ‘-.^ -  

A  w e l i :p h m n e d  p ro to c o l  p ro v i d e s  
s u ffi c i e n t i n fo rm a ti o n  fd ; F D A %  d e te rm i n e  -w h e th e rth e  p o te n ti a l $ r  a n  a d v e rs e  ‘$ & o n  th e ’p ro d u c t’c a n .b e * a d e q u a te l y  
e v a l u a te d . 

-. (. 
W i th  c o m p a ra b i l i ty  p ro to c o l , th e  F D A  c a n  d e te rm i n e  i fa  s p e c i j e d  c h a n @ & a n ‘b e  re p o rte d %  a  c a te $ ry J o w & th a n  

th e  c a te g o ry fo r  th e  s a m e  c h a n g e ,‘ w e re  th e  c h a ~ ~ e .to ~ ~ ~ ~ ~ i ~ ~ ~ ~ ~ e ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ o ~ ~ ~ c o m p a r~ ~ ~ fty  p ro to c o l . T y p i c a l l y , 
“;_ _  .). . . 

c a te g o r i e s  d e s i g n a te d fo r  re p o rti n g  c h a n g e s  u n d e r  a n  a p p ro v e d  c o m p a ra b % ty  p ro to c o l  a re  o n e  c a te j o ry  l o w e r  th a n  n o rm a l l y  
w o u l d  b e  th e ‘c a s e ’(e .& & m  P A S  to  & E :3 0 ; C l @ o r A R ) : 7  

i -  _ _ . I ”  1  *I  ‘L ‘., .., _ \ I +  L  \ ^  . , 

b e  p o s s i b l e  (e .g ., P A S  to  A R ) . _  ” “’ ’ .. 
n  s o m e  c a s e s , a  re d u ‘c & ~ o fm o re  th a n  o n e  re p o rti n g  c a te g o ry  m a y  

i  “-  
.,,. .,“, :. r  

It i s  u n c l e a r  w h a t th e  A g e n c y  m e a n s  b y  th e  fo l l o w i n g  s e n te n c e : 
,. _  

. .,;.+  ;;* + /‘.^  ,_  i * s * ,‘rx  1 ”.t _  ,, _ L .., z “,s ~ -, ,, .+ ,... a $ ” ,& ,:: ,~ r? “.-r.* i r : - . -d r  .I+ ~ , A i :. i < *  *I  (. .i ts i -  ^  
‘W i th  c o m p a ra b i l i ty  p ro to c o l , tG ”F D X ~ c a n ”d e te rm ~ i n e  i f a $ & % e d  c h a n g e  c a n  b e  re p o rte d  i n  a  c a te g o ry  l o w e r  
th a n  th e  c a te g o ry  fo r  th e ’s a m e  c h a n g e , w e re  th e -c h a n g e  to  b e  i m p l e m e n te d  w i th o u t a n  a p p ro v e d  c o m p a ra b i l i ty  
p ro to c o l . 

D o e s  th i s  m e a n  th a t .th e  A g e n c y  c a n  s e t a  l o w e r  re p o rti n g  c a te g o ry  fo r  th e  s a m e .c h a n g e (s )  i f th e  s a m e  c h a n g e (s )  _  ., - * * i a - l  ,,,* I/- ,a ,,,- ...,. I 
w e re  s u b m i tte d  w i th o u t a n  a p p ro v e d  c o m p a ra b i l i ty  p ro to c o l ?  W e  s u g g e s t i n c l u d i n g  a d d i ti o n a l  te x t to  th i s  s e c ti o n  

fo r  c l a r i f i c a t i o n .  ”  
“;: ‘_ _  _ _  /i ”  ,~  ̂  . _  _  l A l  

-  .; . ‘. _  ” ,.: . I “I,‘. %  -  1  ..i  . . . 

T ti i s  re v i e y e r a g re e s  w i th  th e  c o m m e n t&  re m a rk s  a n d ” & g & & s  th a t th e  
c h a n g e s  p ro p o s e d  i n  th e  p re v i o u s c o m m e n te rs ’ re m a rk $  b e  c o n s i d e re d . :., I “. 

_  m i *  i l .*% <  .i i , ,~  “ * * , i * ~ *  ,*.i r  .,., * -? I ,,“*l  ,.a  ,,_ i . (. ._ I .I. 
“ S e c ti o n  III. W H A T  T O  C O N S ID E R  IN  ‘~ ~ A ~ r;rl ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ,P ~ o r6 C fO ~  

/ 1 . , 
P a r; B ,. W h e n -“M i g h t a ,c o m p a ~ ~ ~ i ~ ~ ~ .~ ~ ~ ~ ~ ~ o r i 3 k  fi i s i fG l  f;r a  ~ $ p e h a n g e i ” ‘I . . .) _ ,>  .,s ; ; , i  _ & .A  . 
P a g e  5 , L i n e s  1 6 2 y 1 ^ 6 3 ” _ I .- ‘ .‘ ‘, *  b  

. ,,_  ““,,.” ..“I?  i  _ , x , .I ,,A ~ * ‘: ^ ,d  i “ F ...^  ( P  :-, ..:j ~  “. .‘.‘..U  ,‘{,.‘ ‘ ,*,, *  L  .. *  ,, I. ,_ L * _ “,, .,~ ” _ “, ,. > “.i ,,. :“*,, ., _ . _ , ., I ,*” ,a , i * : j  
In  a d d i ti o n , a  c o m p a ra b i l i ty  p ro to c o l  c a n  d e s c r i b e  s i n g l e  C d C & a @  o r  m u l t@ e  re l a te d ’c h a n g e s : 

_ ” 
W e  s u g g e s t a d d i n g  te x t to  th i s  s e c ti o n  th a t c l a r i f i e s  th e  m e a n i n g  o f ‘m u l & ~ Ie ~ re l a & d  ‘c h a n i e ?  :1 7  , ,_  .^  

_ ,.q  -* ,  T h  j s  re v i e w e r  -a g r~ ~ ~ ~ ' ~ i th  tti ’e  c o m m e n te rs l  “re ;r;a rh s  a n d  s u g g e s ts  th a t th e  

c h a n g e s  p ro p o s e d  i n  th e n  p re v i o u s  c o m m e n te rs ’ * re m a rk s  ‘b e c o n s i d e re d  



,: ,:‘.y’r, j:!. ,“‘* ,‘,L,., :. ,:, 
However, we recommend thateachchange bedGcrete and’sp~~f;c:“X’~~~~~~~~~~~ protocol can be particularly 
useful for changes of a repetitive nature. 

, ^h,, &i .-, ,I _,,> 
We reco’mmend that you have sufficient manufacturing information _./ 

(e.g., developmental studies, manufacturing experience, demonstrated process capability, out-of-specification r i * i : .“. ,1”,. ,“;’ C? I * .jl ; ..“.^ .r.U;~~“~~~rr.~bi.~~ I. .t.. 
(00s) investigations, stability data) v&h the partrcular product or process or similar products or processes so you ,\ ..,- “_,,llx _I- 
can specify a priori the tests, studies, analytical procedures, and%ceptance criteria appropriate for demonstrating that .&, CMC .change & &Lange; Lfj ..& advk;eiyb ‘&&&; ~~~~u~~~““~~,,~~co;r;~~nd “‘&.; cb”&parability 

protocols be considered for C&4C changes that’applicants antG$tew~~ be made:’ I’ ” ” ’ -’ 
,- ‘. “= .;5...: “,i~ x * .:,. ” t 

It is unclear what the Agency means by ‘sufficient manufacturing informaGon’. We.suggest adding text to this 
section for clarification. ” 

ThiS reviewer agr”eEF’With the comni&n&~~’ -remarks and’ <u&$sts ihat the ,--...,,,,. i_^ .--.. ,, 
changes proposed in the prevlbusco‘mmenters’ remarks be cons$&ed. i .__ _‘._,._ “.,.$. :” ,I) , _- l’,. 
“What range of stability data would FDA recommend at the time of submi‘tm~g thz comparabimy report?” 

This reviewer would recommend, as he has previously, thXthe Comparability 
Protocol report shbtild cdht%‘ti 

_,,_ ,~ / ‘-i ; _,. _^_ ~,_W 
iti& stability reports and~d&tafroti not I&$ &an three j /, I. l.7 ‘i?, <,,’ I, : y _ .. I month of accelefated te<fing anclt~e”“three-mbnthjs’(dhg:ferm ‘<ig6iiity test for all -Gf 

the standard test statidns’indluc$ig; where ~pprbfiri&e’,‘stdtions f& product container 
orientation. 

. . 

We recommend you consider producLpec$c and process-spec$c UW&WW factot% Or characteristics when 
1:’ ,, ” .. 

determining whether to develop a comparabil+protocolI AI&A&G Chartictet%ti?x~d’r %%a ble ‘fdctbrS can 
include, but are not limiied-td thiyoiliiwin& 

. ,._ . . ‘I _, ) j ). ;r 1 1 

l Complexity of the product structure I__ ., . ~b~l.~ to characterize he chemical, p~~~~c,l,imi,dbiao~~l; -“a $?o~;g;;“~ pro,,,t~~~6~-~,p;,d,c; 

l Degree to which differences in product structure and physkal properties (e.g., polymorph) can be 
detected 

l Degree of product heterogeneity if present 
‘. 

0 The effect on safety of changes in the impurities i ..’ ’ “’ a 
‘ 

‘~; ” _ 
l The robustness of the product’(i:e:, thc’availab&y of Frdduct to rem,am unaffected by ~&k&j *+-’ * ’ 
l Rigorousness -of the manufacturing p&e&controls (iie., 

“i “.,i,_, . . . . .,,:.,.- .i ,, ‘̂ . 
the availability of”the manufacturmg process 

controls to ensure that the product remains unaffected .by changes)” 
With the replacement of the wor8 “at;;lbute31 ‘~i~~~~~;i~$y&+& qm;g’c”(~;i‘;tb;& J&y’: 

* , ,. -. _.d.. 5 -; ..a ..v’-.~‘,:*~” “; *, ,: “7 I : -,t.w ‘!:,r+*,“:,,&.**. : __ $‘. i;: 
variables factors”‘to align fhe !I%“~mltinii!ogy usage with the sclentlflc connotatIons of,the 

” i 
words in question, ,this re;ie\ij^k‘;:fin~g.$he ‘ori’;;;A,$ teit .,:,,,,~,~~~~,.,,,._.,...-,.‘.; ,‘,-.I‘ ,.3: . .’ 

“For clarity, we suggest including text that distinguishes b&i&n~&a~pf~s’~f p&&&.$&&i& &d’@-o&s- 
specific ~&&&Characteristids or v$riabl& fact&s:” ., “2 . ,, .^b , ,z ̂ ._ _,;; i,, , -T‘ I, _,_.. I j, ;;“y -L, ” (,. .; :,“.-&; i’,, ‘,. Q.. >i, .< ,_.A / _ -. i ._ S< _ -,,_:,, .-..,r-,*l’l ,+,. _“_, __r ,  __j(^ 

,  



A REVIEW dr 

You can submit a comparability protocol in a prior approval supplement or as part of the original application. We recommend .., 
that you indicate clearly in the cover letter that you are submitting a comparability protocol, 
The submission can consist of the proposed comparability protocol in 

l A prior approval supplement that is reviewed and approved @or to deneratind data supporting the change _.- 
l A prior approval supplement that includes the proposed comparabihty r&ocol~and‘test”and&dy results as spec$ed 

a*. ,.,w.., 7,~ .” -. .,<. .~. ,.a _“,ii AS% .,, I “V 
in the proposed comparability protocol and any other pert&&~information to support a change covered under the 
protocol. 

,x_,,,%_ _^.x,^, .~ ic.,, ;,* ,..,, .,. .j ” <, \, , i .. .,” _ I” ,” ,* .*‘,-.- ~,1) >_L -. ., .,) ,“.Mi, 
The product already manufactured wit14 the change can be distributed only a$er approval of the supplement. 

/ .” 

l An original apphcation_that ii reviewed and approved prior to senerating data supporting the change” 

“Where are the comparability protocol and report placed wit& t& &r~&rk~~f &e ti?D?- ’ 
Would comparab&ty protocols be‘p,aced as region~];l-sp’T.; ,--‘-;fates’;;&; ;;,;;~;,,;;;?s’,,$;r -&$e; ; .,_ _” 

directly apply, (i.e., If a comparak%y p;btocol is for a drug ir;duct‘manufacturing change, would the template 
be p*aced under CTD Se‘ction 3I pp; 3. J Tbg<;r ‘df ~~~“~~~~~~~~~~~~~~~~~s~? 

,,I. ,<‘,“,‘,“” ,~ _._/, I .,- j I<{ ;L -.- 
If so, what would bk recor&Gek&d’for co~par&&~ pFotoc&s ‘$Z&pport multiple changes?” 

_/ __. _/. ~lj 

This,, reviewer caJ,,only recommend that the Agency should an&,&r these ” 
~~com~menters’“qu’estions. 

,, *’ 
.: 

* _ 
Part *. How Shouts a cdm6ariGi*i$y ,~~~~o~~i”.~~~,~~~~ : ‘X5 

,:_ ‘: 

Page 7, Lines 254zEX 
I _(” i ~ II( I j ..‘ _, ,_,_ Ij _^>‘jr., , \,_ .*y/ 11*IIe..v-. l)“i ,-, I_ ,A -‘. .-. . I’- _ 

_ 

‘I*” 
.1 _ .:..: .“. 

In all cases, a comparability protocol Would be reviewed and approved’by~@A prior to‘an applicant im&nent~n~ a chat@ 

under the protocol. 

The guidance states that a comparability pro&oi must be approved p&r to”zi&ple&&ng t& &angG.” 

This reviewer notes that including th’is”.P “rev&k and approval before , ,_ ox ‘“5 s, “.i 
implementation” text is jZ6le’matk”on s&eralgrounds (see previous commenters’ 1, .I/. j.b_ 
applicable’re’marks~a’rid ‘isone of the~reasons~that extending the proposed “Draft to 

Though, such drugs’&’ covered by the biannual‘and “‘for cause” ‘inspection ’ 
process, their filings are currently not reviewable titii&‘G t~~~a~F;/~~F”~~~~~r]~I’anfs 
the Agency the right-to “revie~ti‘them and; fin general, drug product manufacturer , 1_ .” ,__, _ , I ~..S ,,*.l.‘̂ ‘“.*?( ‘L-h.. _- ,.“., ,i ~ I.., ~” ~~, , i:. Li’L>“, .,. -a*,.-, ,/I> :a 1 I, 
references the drug substance’ in a’fili’ng that directly or IndIrectly an Agency requi.rement for rg;ew. *’ ” ‘I _*^’ - “’ x .,l I, .., >” 

, 

. . .6.. ‘ _ _ “.,, , ; , ,.. ,‘ i -.., ,i II ./ 1~ .-; < .” 
“Since pro&o1 review times are no; defined br descr&d in this guidance; will a &mparab&y protocol be 

.” 

reviewed within t+e-s,$e 4$‘$ay”&$e% p&od that YS deBn&&y.the~ Cd&& i?ok j.&&&$ ‘S$‘cial Protocol 
Assessment (&y k!O2j?; “-‘. 

._.‘,. -. ,. . . . ,., _ > :. 
“_ _ / _ ,” :: 



WiBFDA designate a fee structure for the review and-approvaiof a comparabihty protocol once a predetermined I “’ 
review period is set?” I. , 1_ .,, ,_-_, ^. _ -’ “j : ,/ .I 
‘,S;ction Iv. PROCEDURES FOR CoMPARABILITP pKo’g. --’ I’* **^*f’- I/“’ ,:a * . 

Part D. When Does a Cotipakahiliiy Protocol Becck‘& bb&&%i‘ .‘.’ ” ’ 
Page $3,” Lines %6-%i _ 

,. 1 ..“<, 

.\v:,+ *$;“.. *, i ..I’_” .: ., d ,’ . / 
New regulatory requirements, identijcation of a safety issue (e.g., &t&&g for new infectious agents,+ materials_fiom a 
biological source), identrfication of a.new scient$ic issue, or technolojical advancement after the comparability protocol has 
been approved can render a protocol obsolete. me recommend” you review‘the tests,,’ studies, analytical procedures; and 
acceptance criteria in your cip$%ed comparability protocol to ensure they remain current and consisten~t with the approved 

application and current FDA policy. 

Currently, there are no compendia1 test methods available to quantitatively assess BSE/TSE risks. Screening tests 
for new infectious agents from bidlogica~ly-sourced materials are in a dynamic state. ‘Changes occur constantly as 
new proven technologies and methods are acquired:” . ’ - 

This re”iewer agrees~ wit; the commentejs, .remaj..,; b;t ‘fw& ‘;;t~u*A-ds-rsta-‘d 

the need to express’the”m  h&-e except as a letid into’ti’~~ii;‘qUest/~n. r- ,. I .- I .,; <; .L 
, _,I, 

“Would the CMC information requ%ed obtainmg ;n~EU Certificate ofS&ab&y be acce$able’to EDA, orwould 

FDA require additional/different CkC information for BSE./TSE safety assessments?‘l’ .” I x,i-- ., ,, ,,: in <; ., ,-__ 
__ , .“.“, , .ir .“_. , I .” ; &\ 

‘LSeCtion Iv. PROCEDURES FOR.COMp*~B~CI~~p~~~~c~~~‘“~ ., *: I,. ‘“:, :.;; 1 /, 
I --_ ..I- ._, .* .* r ” -: ‘:- : 

.‘.‘;,&*,1”&2,. .“I,: ,=,..,:.!,::.“;~, .; i” ‘.__ - -‘., ! 
Part D. When Ddes a^%$xpai;d3ity &&%b~‘“Become O%soIete? 

L j 
Pa”.g., I;in>L i~$~-~~~,, ,! ,..- ? I 1 i. ~““) > %_ _“/ co _ ,.*.. .a. _, ;. ,_” ‘. ,I ” ^I 

I .> .c _“,)_“., . .._..“. _,,? 
Ifyoufind the comparability prkocoI”isSno l$$ ckkbr a&q&e;& current protocol should’bk’mo&$ed or ~i&dr&n. 

FDA can request additional information to support a change that is implemented using an obsolete protocol. 
-. _- : ._ ; .~?. *i, 6X -- __ I i ,l”, . . 

The guidance states that FDA can request addi~ona~information if as?‘obsc&e” protocol is used. We’buggest 
^ ._,, ““‘p /, .““,.41’w, *l,al” %a*. .( jc ,,,, ..i ,; ,“,. a.,, 

that text be added to this section that clarifies the criteria for c&&nng an obsolete protocol. 
“. / 

.., 
This re”iewer disagrees witti thk.commenters;.sugges~on:.. ‘,, -: -i- /- 
Howe”er, as refle~~cl‘i:~~~~~ij~~r;:5,~d~-~ns”~~~~S~~~,~~~r‘iienters i,&ii”ised s‘i”cij:.r 

issues regarding “obso,~t~*pr‘otd~o,~,~~his~ie~~~~r‘a~~~~~~~~o~~~~~~~~~~~~~ging the‘ 
. . . - _ >I - ._ __j,,./ 

text in the Draft (Lines 286 through~296) to read as folk%&?. ” ” ’ +‘*’ ’ “New regu,atory requirements, ~diJenti~~~~~~.~f’~~saf~~j; .~~~~~~~~:;.S~~~~;;‘~“~~.~~~.~~~~~~~~s wts in. 
“5 . . . . ;- ;. ..* *r”l_,jl*b . 

materials from a biological sourcer,“identi:ficatton of a new scier@ic%su~~s)r tec~~~lo~~aigdvsncernent , &~,~*-,i ‘i ,irii. 
after the comparability protocol’ has been a&roved can render :a “irotocol obsolete. . “̂ ..___ We recommend you 
review the tests, studies, analytical ‘procedures, ~andacceptance criteria in your approved comparability 
protocol to ensure they remain current and consistent with the approved apulicat’ibn a’ndcurrentI%A 

” 

policy. We recommend you determine whether the tests, studies, analytical $ocedurest’and acceptance 
criteria described in your approve*d com~arabilky protocol’are &il&&o$ate prior to’k~pkmenting and _ai_*” ..- .- 
submitting a change under thh@otocoi’. ‘If’you kidthe ‘~~~~i~iCi;a’cornparabi~~y‘F;‘rotocoi is no longer 
correct or adequate, the current Sljeioved protocol should-be modmed or withdrawnl You should _ _. i I 
arjply similar consideratio?s to your submitted bkt, as y&,‘titiapproved dtitiparability 
protocols. [Note3dk’can request additidnal’informa~on to’su~$rt a changethatis.iiiidlemented 

..using anobsoke approved. t$otocol tliat. the Agerick stibkeqtietitly finds td be obsolete * rl*-u.i,r.aq.r,r,,- )F ,i,n*rii- ‘ ji&b.itise”rt is e‘g$.f~,cf~d#&zp ~~~~‘~&“s*ij,;ct to &@+; cu;i-~~~~~~~~~“.~~~~~:~~.~~~~~~~~ , .\. ,*_ 



- 
f~_ “; 

The predefined criteria would indicate.~henqu$~c~tiiio;; $&&s &r’&%&%&d &I e$luatd an increased level . ,wI -. ,-. 1 ” - e,,. 1 1 “- 
of an existing impurity ki- a A& &purity (di--an“ +ipli~a$ c&ld reik&&e a rele&& &A guidance that 
recommends qualification levels). ’ 

, /  . ,  . ; ,  ._ .  ,  ,  .  -  

_ *, ..I,. \.” _. 
Does reference to a ‘relevant FDk guidance’ exchkle 1Ck-l qyA?-” . _ _ 

..-- 



_,I 1 .‘i ‘,, t- Jo 

GMpls are that part bf qua]itjr &si;a&; i;hi&‘&~& ‘tl;,& p;o&;g& ~;;;o~sisten’t~~-produced and 

i (I ,,._, .,“.l,“.l~.,i u” ..__ v,*,..p m..:r*x. _ 1 ,i 

‘Ciint~~lled‘toquality sta<da”rdsT For the purpose of thts subpart, GMF%%%de; therefore, the system 
whereby the manufacturer receives theeseecifications of the product and/or process from the marketing 
authorization/product authorization orlicense~hiil’der~or applicant and ensures the product is made in 
compliance with its specifications (qual~~~~‘pers~~ce~flcation in ‘the”R)‘~ I’ ST ’ Further the current’ “C6m”Goti i~~hnical‘~~c;me~~~~i~~ -g~fi‘5,~6 .xpricit,y 

recognizes that there are areas that cannot. be harmonizedand appropriately provides 
sections for incorporating-such. 

Indeed, -in their prior remarks concerning the~pi‘acement of a Comparability Protoco, .in a CMC subm’ission‘,‘.~h~~ommenfii3~~i;’~~~~~~~z~~’that .reaiiti;*’ 
I ~~,~/;*“.~l_*“~.\” I ;I) ,... i_,~. .A,&. <.- FinalIjl, given.,itsir;-i;;td resoiri;ces;‘tiiie;~~~~~~.~f;~~~~~ency sho‘uxid’bk.“to issue 

“_ I ,“, .._i 

We recommend a statement be included in the comparability protocolfor cLa&yjng mbnuf;;cturin~f~,~~i~ie~ sa$&&i i m& ’ 
ii”-* ,-G/o., vi.2 (, _/i,” .a I .,,_. 

to a di&ent drug substance or drug product manu$&turin~ site wXbe ImpI.mented only when the site has a satisfactory 
CGMP inspection for the type of operation. Furthermore, in the case ofaseptically ‘processed prod& t~~~~t’~~~~~~~~~d.~l~o - ^ _* .,. a^._ .a.*,, ‘. ,. . 

“’ 
indicate that a move to a dflerentfacility or area (ea., room or build&j on ‘a campus) wilibe made only when the specfjc I,/, .r .* 

f ‘l’y 
‘_ / * ..-,, ;<*a;’ >z .+z: .“,” ,.d-;... .-I 1/,.+“._ **d.-.,) X,,i il., , .__y ..,. I ‘_j_ ix ,*+.___ “, ..‘x”,>< ,,V‘,).“. li”~<-r.%*p-l -“..$sil” 
or area has a satisfactory CGMP rnspection(‘&espective of the overall CG.@Pitatusfor the campus). 

,>,:_ ,~ 
acr rt For a move to 

another type of site (e.g.,‘ drug substance intermediate manufacturing site, testing laboratory), a statement would be induded 
/ :.- -” ..:.,..z-7 x,; ,/( -__ ,~ L . _, I^ ,.,, ,/‘_ : 

that the move to this site would norbe rmplemented ifthere were an unsatisfactory CGMP inspectionfor the site. 
“.,: .” : x ;. .” \ .., g ,. “‘ ‘I: I i 

If a change in manufkturing site ispro@sed for an aseptically @z&ssedproduct, would FDA sanction &-k&i _( ’ 
1 ,;“. A,$ .y;r*z.-r, _. , >‘A change if he specific facility or area has ~ucces;f;;lly bet a’&‘&’ ;;-~;tion wl&n two f;“& “;-~;;$-- bl .a _.._,. 

comparability report is submitted? _)/ ,c:, .I, r i -.:... .i ._ ,e . ,:>L c . :‘ ” ‘y’>.,~.-,y; ,,:“.;: r,,.y,. /.” ,;,,L;.,. “_l__ ‘“.j _il _i,ln**j*i”, ‘,;& i*i”*l* -.\.x_*.-:^‘” _,,. “.ii~ ii., :i. I--.. ,-_> ,/.,il :‘( m” 
If not, would successful media fills (3 lots) b e satisfactory evlc!ence if the last inspection period exceeded two 

’ , 

years at the time the comparability report is submitted?” 

Though this reviewerc&not ans,@er for the’FL$he ~ould?ecom’mend that, to be approved, the as~p~i~f~~‘ii~i~y~h~oul~~~i/~ its;c~MP”~binpllance‘~lsto;;‘ul;hated to 
a date appropriate,y c,o-& :tijthe sub‘-niistion date‘ b~~~~~.~fh~CP.~,i~~ppr‘ijved, 

For example, in the approval, the Agency should t-e-quit-e the sponsor’to initiate a I.l*l/*j._:_,“l 
use of that facility within “one”(‘l>ye%of the’approval and submit the’required CP ~i:~.*.c~““‘% .**_I. :*;;**p. r.i,.;;5, .:a “%‘a’> ~ i- _._ 1 “c ,i ,_ ___ ., 
report, includingthe resuI’tsof‘at least”th‘?ee@~r%edIa fills, ztthln 18 months of.fhe approva, or the approva,‘ sho;la-.a;ti;;;lat~~~~~~~~~,~~,~~~~~nd~~~’pe;;‘;ji’nla‘~~~ci,ity‘ .. 

inspection update. 
Given the high risk to the pubfic~ associated “with ‘facil$iesthat aseptically 

process product, the Agency should do all that it can% ensure that&h faci”lit,ies , have a?,up:tq:date, sati,factbrj/, and”~~~~P:co~~~~~~I~~lj;~t^ion’ fi&&+q; ‘,-I 
,__. ,~ ..,.,‘.^~,*.“i.r. 

Furthermore, this reviewerFou,ld recommend changing the sentence by striking 
the last parenthetical -phrase, ,. ..” “Furthermore, in ‘th6 case of .aseptically‘ processed ‘product, the _, *“$. ;i..>r <; 0,. :““i )_ 

,statement’would also indicate that-.a move to-a differentfac+y or area (e.g., room or buildmgon a,campus) ., : ,. _ i ../,” 2, )_ ,,,*ii,w. ,“_^ _. ../ >‘*‘lr- ..I. i 
125 
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: : .,_ 

^ I ,,,^, . .:.. 



L. *  . ,p  ..~,:,..~‘,r’,,l,,“- - , . -_1 .p ,  ;  _ . , . .  ‘, 

I wi th th e  A g e n c y  s **“*,- l.z,-“.“;:ri i 
add ress  e a c h  si te h o  I_ . _ _ _  ‘.’ ..i”“~ ‘. _ ,. , , c  ,.F ‘. 

, *~_  .ic 

systems-  
J.istically. 

In  . the past ,  app l ican ts  h a v e  u s e d  pro toco ls  for  coka ine ;  c losure  syge,  ch&ges ,  c & d  they  c a n  c o n & e  to u s e  them.  A -  ,. 
comparab i l i t y  p ro toco l  c a n  b e  par t icu lar ly  ‘use f~ l fo r~~epe t i t i ve  con ta ine r  c losure  system c h a n g e s .  

“/. _,./. ._ (,_,. ,._ *) ,,.. / _,,. 1  .(.. “.,, e,, -.. ,I,. I, _  -. i sj .., “” 
T h e  gu idance  states that comp&af ; i i iq  @ -otocols a re  usefu l  for repet i t ive conta iner  C losure  char&S.  D o e s  this l i_ .~  “. .,, ,, L. . . > ., 1  /1* < .*, .” i i i_ il -.- _  ia-;  ,.) 
imply  the comparabi l i fy  prbtocol  Gus t  b e  submi t ted e a c h  tim e  for  & the,  c & n g e ?  

sl/ / ‘.l A_ ,  u.  . . ” 
,;’ :: ._  , ..l, ,..,..r ‘./ r  ,, ,, i. ,. 

For  example ,  if a  sponsor  p r o p & s  to G h % g e  the samk rubbe r  s topper  for c losures o n  mul t ip le  d r u g  prk,Gcts can  
w:,;. “), . . . . _*  ‘. 

a  s ing le  comparabi l i ty  protocdl”b 6 ‘ stibtii% d  fo‘r ai l  & & e d ’$ u ~  &duc ts?  
Wh i le  this e x a m p l &  cou ld  qual i .y *ya s in~ ,~compa~~~i l~ t i ;  p ’-o{o;-oi ,  ;;fiS ’r-b  to. 

th e  A g e n c y  to  d e c i d e  w h e n  a)  m u l ti l j le p ro tocb is ,aveneeded  or  b )  m u l tip l e  c h a n g e s  
m a y  b e  c o m b i n e d  in tb tl? @  S ~ $ - $ ~ ~ i i o tdcol .  lb”” .’ . . 

G iven  th a t a  $ $ b l e m  $*$/I  a  b lanke t  c h a ,n g e  fo r  o &  p r o d u c t in  a  m u l tip le -p roduc t  
comparabi l i t j /  p ro toco l  w & Id  reqt i i re.ai i  o f th e ’p r o d u & ? i o “th & ?  l T g c d n $ & e d  u n d e r  a  .,:-. / 
P A S , p e r h a p s  th e  b e tte r  u s e  o f indust ry  a n d  A g e n c y  resources -wou ld  b e  to  s u b m i t j ..i/” _*(*ll,.l l”i ‘ ‘,li ~  ..~  ,. m u l tip l e  cps  ( 6 n e ”f~ ~ - “-.“-.ch p r o d i E fj’*;n d e r  a  g lsnket  cd;;ar. i~t’;c~ ~ i’l~ ~ ~ ~ ~ ~ ~ ~ ) ~ ~ ~ ~ ,-~  . 

Us ing  th is  a p p r o a c h , a l l  w o u l d . b e  s u b r n i t ~ , ~ d ~ ~ o g ~ ~ ~ ~ ~ ~ i ~ ~ ~ ~ ~ .‘l”~ i ik ingfhe fa te  o f th e  w h o l e  to  th 8  worst-caje,‘a u td o m e ’t~ a t ‘m i g h ~ ~ c d u r ~ ~ ~ ~ a i y ~ ~ ~ p v o ;iuct. 
., 

A  comparab i l i t y  p ro toco l  c a n  b e  i nc luded  in  a  master f i le :  T h e  p ro toco l  C&I  b e  c ross - re fe renced  for  C M C  c h a n g e s .  A n  
app l i can t’s submiss ion  m&t  i n & &  “let ter  a ~ ~ h d r & ~  the  % ) A  to. rev iew, the  mffterf i le (e.g.,.  2 1  % F R  3 1 4 , 4 2 & b ) ) .  
Comparab i l i t y  p ro toco ls  a r e  p roduc t  s p e c &  l% e ;efore,  & e  app l i can t’s ~ u b m k o n  w o u l d  p rov ide  a  compar ib i l i ty  p ro toco l  t& t 
a u g m e n t s  the  in fo rmat ion  p r o v i d e d  in  the  master f i le  by  spec$y ing ,  f 

_ ,  . I,...- 1 .4  “, 
o r  e x a n $ ,  & y  a ”d & % $ a ~  $Gx ;es *&Gt  ‘% fi r e *be r f o rmed  to < _ % . ..‘, ~  

demons t ra te  suitabi l i ty of  t he  pos tchbn ie  ka t&~(e~g . ;  c & f ~ % & ~ ‘2 d  ~ & & e d  & $ & i o n ,  compat ib i l i ty  s tudies,  stabil i ty 
s tudies) .  

, ,, ..- ( .__,  
T h e  F D A  & d i n & y  n G h e r  i nd$& i& t l$  ;& iek  master f i les n o r  d i sapp roves  submiss ions  to a  kas&, j ie:  ’ 

J -“< .L, i. i 
B y  wha t  regu la to ry  mechan ism wou ld  a  sponsor  k n o w  if their  co inparak iky’ protocol  was’ a p p r o v e d  if & e  
protocol  is i m b e d d e d  wi thin a  D r u g  Mastkr  File, w ~ c h  ~ ~ ~ ; a ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ e ~ ~ ~ ~  d ’,,ai;;;;;d$l”‘; *~-  .--- “j,S .’ ,,” i ‘I 

.- “..j 



“Would a comparability protocol first be submitt+ for appro%l &d &~i&ox$ora&d i&o t&z Dklf?” ” _ ,_, .., 

Doing what the comment&s propose tio;lh’mak~“$tb:li~‘ih& CompaFibiiity 
” “..” *,.*j :k.,, 1 

protocol, provide FOIF; &S%‘s $0 i$d-t%#on th$‘I‘i- $ti&r docum&-it~‘&,c$n$dered a . ” _., -, ,; - (-. ,, . ,, (4. _. 
_I 1_ ,i- 4,s. ’ : I ^ I -*:, j, : ,, i5i.. ,, 

‘ 127 “̂  j- ,” ,) : . i. >,. ‘ ,” ’ 
_ L . ‘_, .‘ ,_ . i ; -2 8’ 



. :  , .  r . ,  _  :  .  , I  .~ ,  . ,  

“. ._-. j  2  _  .  _ ,  

, ,  ,_  :  j, 

.  ._ \ .  p ._  .  

_a , ,  “, .  _ ,  _ ,  , .^  , . . ,  

/__‘^_^ - i_ ‘.“._, .: l  

r  /  



[Note: The original‘ com’tieilts are quoted in a cFndense@, font (I’erl,ctua), the quotes 
directly from the draft guidBnce are,quoted in a stylized ~~~~‘~ly(~i~~~~~n~, in’general, fhis 
reviewer’s text and’comrnents are in a publishe‘rs”fotit (News’Gdthic Mfj‘td G&k& it”e&si& ’ for the reader tb drtifferit;tiat.& fh.~[‘spr?aCier,, ih .?tlii’;,vj;‘i”;u‘s”‘t;& rj”,,sages that fo,,ow* 

When addressing cor&~$-$s earfg in a’tabula? 6$i%“%iS’ “%vi&er‘ wili (to the extent 
required) prese-rve the commenters’ format and, in general, appropriately place the 
reviewer’s remarks after those of the eommetitet5.j” 

., _)( . , , .\ 

These comrnenters begin by stating, “The draft guidance, accord&g’to &e notice isSued at the time of 
1 - ‘“’ : publication is intended to provide guidance for industry on preparmg an8 king ~omparabiliky’:~rkodols for post 

approval changes in ihemistry, man&facturing 9&i controls (CMC). IX&led spe& ‘koSnG&s on the draft 
guidance are attached. We appr&iate the opportunity to provide comments on this guidance and are committed *,, .x ““.,‘ ~.‘..~~-“.p ‘ ‘1. i.?*, _ a-” .,+y’“.,” --” .,“j. “, ,,L: : ,“: f”,, ,, jl *, “:z*;, .& .*7 *I 3“ ;, .5; z. 
to coil~boratkg with the Agency to develop improved versions of G’gmdance”:” 

A^__ I, 
; 

Section Line Comment .., 
Please clarify the’d&nilion of equiS&&e. 

Thisr eviewer doesnd agree with this 
~ comment. 
What is needed instedd is to remove the 

~ term “equivalence,” substitute”th6 tertii 
“comparability,” and defiye the word 
“comparable.” 
This is the case b&cause this guidance’s 
goal is, as the titl6, indi‘c%t& tb‘esfatjlish 
drug substance”, and drug product 
“comparability,” which is possible, ‘and 
not equivalence,” which, while 
semantically j~ossible, is nof, in r&Iit~, 
attainable. 
While the products produced by two 
related processes (pre-change and post. 
change) may be comparable, they cannot 
be truly equivalent. 
This is the c&e, if ‘fdr’no b;%tY eason, 
because the products @t-e !@I produced ._ .., 
by the same exact process. 
From the viewpoint of scientific 
equivalence, the v‘aliditji ‘Of the @-%titiS 
remark is, or should be, self-&G&itit. .’ 

the FDA Guidance for IndGrj; “Chaiiigei io k A&oved NDA 
or ANDA”, Section 1V.B. 

This reviewer does Q$ agree. 
All uses’ of the woidd “equivalence” and 

“equivalent” should be “reyjlaked ‘with ‘tfie 
“comparability”and “comljarable:” resp&tiGely 
and the term “compsrabl$’ defined as follows: 
“Compar$$e: For the purposes of this guidance, 
alternative processes and products produced by 
alternative processes are deemed comparable to the 
original FDA-accepted process if dnd ‘oliiy if the 
alternatives aSdiifheir p6duc”ts k&e been shown to 
meet all their existing safety parameters, and 
identity, strength,.quality, atid’ purity sp&fi&ibr&k 

/ well as all of the applicable CGMP’requirements that 
appertain thereto.” 
Proposed DGft cha’nges: ’ 
Table of Cd&e& ‘&-~d ‘Lines 127-128: “D. 

Where Can Mdre InformaiioK% Pbsi~~prov~l &&$s and 
~ Demonstration oeComparabiIitji Be Fotind?” 

Lines 42-44: Sucti an asseis’~er;t.~~fte;lincl;des demonstration 
that . . . are et&aie$cdmp&%bi&. 
Lines 133-135: The” i%Owiiig’ &idakes i;iovide . . . 
information on (I) demonstrat!ng e+ktkee comparability, 
12) . . . . ayd (3) ..:,I - 
Lines 368-369:. “x &%par&ky ‘brotocol shbuld include a 
plan . . . to demonstrate the e@kak%& co’mljarti b’i”li’fL ̂ dt pre- 
and postchange product.” 
Lines 419-421:“‘You should i&de .:. and/or demonstrate 
e#vakee comparability between pre- and’ ~&&Gge 
material. I’ 
Line 463: “7. l&kakee Comparability Not 
Demonstrated Using tile Approved‘Comparabi~~~~~t~~ol” 
Lines 465-468: “It is anticipatid that some changes . . . will 
result in a postchange product that c%not be ‘demonstrated to be 



rees with the commenters’ 

This reviewer agrees that requesting a firm to submit a‘ “p~g;~--~ -g-‘piotbco, is 

revised is restrictive. 

action in all cases. 
At best, this reviewer can only partially agree with 

what the commenters are proposing. 
In fact, the section (Ciries‘r~~~~~)‘ti~le~, If the change in the protoco[?s on the sponsor’s “D. when’ Ddes .a ~~~~~~~~~~~~*, .B&...& initiative, then the ‘F%nge s?iould be PAS because 

the I_ “Drifi”%(cinej~ “i~x~$gJj firms do Q,$ make such chan& u’nie&“the results of 

states, “If you find the comparability protocol is some study indicates that the sponsor’s current 

no longer correct or”adequate, tl% current protocol controls are in some respect “less ‘than adequate for 
the purposes intended. 

should be m6aifi~;tb;;;Yithdraw;;,“=~~~~oes’”n~t Only when the “‘example” analytical method 
change ismandated by an FD&recognized third party 
(e.g., L.&p) is it &ppropiia!e to &side? any lesser 
reporting category for the modified protocol. 

Even in such cases, the reduction should not be 

The reduction in ‘classification should & be 

based on an 
understanding of the process or because, 
in reality, some study has shown that <n& 

is not comparable to pre-change product. approved comparability protocol’s submission 

Firms do not; oti trieir”ow~~tnitia~ive-, package to ensure the overall‘submis$oii:‘$ is still 

change approved protocols of any kind CGMP comp!iailt‘Znd 6) stili $&dict!!%at the post- 
change prodFit %ll6e dompaGbik td the pre-change 

For “example in 

, _. ,..“~.*,~.>,4-.r”,, _- ,” ,,.. * i ” ,,,1._ i’“.. ::-, ” * :; .” ? ‘* ‘I.-. ” 
. :. . 
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revrewer wou recommen 

support the existing specifications, the 
development of a scientifically sound and 
appropriate PAS filing should be initiated. 

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

expedited review status. 
For approved protocols whose execution has 

been initiated, the Agency~should‘diiect that 
sponsors complete the protocol using both 
test procedures-from the point the-change is 
implemented and report both sets of data 

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

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

In any case where the data submitted do 
not support the existing specifications, the 
development of a scientifically sound and 
appropriate PAS filing should be initiated. 

appropriate body of 
ion that support the 

. 



LNQteE J-he origina, cbmTm~ents are iuote; in a’c&iin’~$f” f;ht’.@;;,;:tus’j; ‘jh& guot& 

directly from the draft gujdance are qu6ted in -a s~yli‘4e~:f~~~t’rl~~~~~~~~~,“ii;‘genera,l~his 

reyiewer’s text and cbGrrients a-&‘in a ptiblishe’;s font (News e*~~~~“i4~~~~~~~~“‘if‘e~~ler., A- ,.” -&?. ,‘..l* ~“?“<,‘~“A, 

for the reader to differenfiate‘fh’e‘~“Sp~ak!r” i;l’% %  % % i&~ text passages that follow; . 
A_ * ,;“#“w/..-_- I,*-_>*“ j,. .” , I. 

When  addressing comm~ntsmade’iri a,‘2abul’ar ~~~maf~.‘fii’i~~~~~~i~~,~,l*,‘~~B~~e giteYrit 

required) preserve fli6” &tit$er$$-s’ forr47af’~n;il;“~n,general, appropriately place the 
,.. Z % ,, I *,*_ :,, ,” .,.r,;.,r.^ “. ~,. .” .” ,. 

,-. 
reviewer’s remarks after those of the commenters.] 

These commenters be’gin 6y stding, “Ref~r~~~e 5 mxlcl~o.+eF$xa! @gister availability 
1 ._,“, , I . 

notice issued on February 2.5,2003 for the-Draft Guidance for Industry on Co‘mparability Pro&ols - Chemistry, 
Manufacturing, and Controls Inforn&i&. ‘%tr~Z&eca~as reviewed~this‘dr~ft guidance and our comments are 

-. ,r:.. -h?i 
. 1” _e_.“\,_ _x_.j . ..” “11 “i ^, 

as follows: ” 



Line(s) 
170-171 

190 - 192 

1927194 

244”- 

ziz?Ei 

applicants anticipate will be made that may qualify for reduced filing burden. 

AZ suggests that FDA should refer to-the Acceptance Criteria”@&ng line 416) in orderto allow for changesihat result in-adjustments 
to the specifications. \: 

protocol. 

Or Other Studies Incorporating The Proposed Change To Provide ‘Preliminary ‘Evidence That The Change 1; Feasible, As well As 
Preliminary Information On The Effect df~The Change On The Pro&&:” 

.a 

This Reviewer has problems with this inset?ion‘b6c&!se tti’is’~~~~~~~i’f~‘~~~~~~~t-‘~il.’domi;a”r~~~i~~y ,“I’+ __,sI/^ lb,.,“+k,,i;*- “I/ * * protoco,s (cps) shourd -nfa,iR ‘th& surjjjiirt,ng stud,es tFia~t~~~~~~~~~~~~~~~~~~~~~~~~sed as one 

PAS option to wrap around %pj:.*-. . 
._.‘_., _“, kI. /“~ ;../ c ~. ̂ I_ _-, ,“X , I” I”**. 

to decide ‘if &h~‘a @AS 

This reviewer disagrees with the commenters’ sttitement because the in&i& of a cqt$arabijity , , ,,L ,” ,“. -* ,*,>, .,. ,a>. =t -~ “~ ‘* ‘ “? ,-.I 6&‘,*>*;~>~t‘~w$& 4, “I .,_ i ;. 
protocol (CP) in atid of.i&lf makes It dIfferet-tt,from a standard p!S thaf $~$%%;ii~r?tt% same exact 
information without ttie CP. .. ‘. _’ ‘. - 

The inclusion of tlie CP prbvides 
,h”l .,,,..,.:.*,~.,; .“ii‘..“, ~b,_ .i i” 1,“” ,‘“( I .” .“,,, ^ I. \ ). 

l!l?i86~i~~~%-~~~~&& for the changes and the justlficationthk&of 
that the sponsor is proposing to introduce intb theii proc&s as weiras, hopefully; the supporting data that ,ed the sponsor’ fd pro~~;‘e.~tie~e;c~~~i~~~~~~~, spe”~~iic~~~~s~~e~resentati~e.samp,e sa,mp,ing 

plans, test procedures, Studies and,acceptande crit&ia that the CP sXf%fi:““” * ‘“‘” ’ 

Can a sponsor submit a comparability protocol and sNDA simultaneously? 



recommen 

This reviewer a 

This reviewer does & agree. 
However, as he has before, this reviewed would again recom-h%??dthat this long’kentkce~~ec?$ In a _ x ,. different (semi-outline form). ‘,, ̂ _ : / r _ I .,, I” _. “0 

.,( _, (__ : tl ) : . _~, _, -~ 

&-Type of data (e.g., in.process, release, long-term or accelerated stability data) 
.., 7 : ~ 

.~, GA a.*. l^_W%Xl^ .i(” .” *-A.‘, -I,>j,.jnj?.b.( %.._^ al Vl J; 
he-Amountofdata(e.g., release data from’two (2)‘f~ll%d~le andthree (3 pilot-scalebatches, 3-m&& 
Of accelerated stability data) 

:  -_ > .  1..  
_,,  ‘ .- 1, 

,,,‘~_ i. 
.v .  /  1 .,” j ” 



p&hi: The 
,,.“_ .‘,. 

0 rigiri~‘i‘~of%nent~ are quoteb in”a‘cande$ed r&t (&~c&~, the quotes 
directly from the draft guid-atice at-&quoted in d’styliz~a:~~~~(L~~~~fi”i’a;;d, idgene?a‘l, “&is 
reviewer’s text and comments are in a publishers fo’tit (Nkws’G,ofhic‘%lf)‘tb $66 it easier 
for the reader to differetit%~ %6,~“sp&akeri’ in ihg various text’ passages that follow. 
When addressing comments r&de in a tabular for?6at; .FG; r.&iewer wirl (to~thk extent 
required) preserve the cpmmenters’ format and, in general, appropriately place the 
reviewer’s remarks after those’ 6f ‘the cdrr@ent~i& ] _ _ /_ 

These commenter? begin by stating, “PI ease find enclosed MedImmune’s.comments on the Drak 
Guidance on ‘ComparabilityProtocdls 1 66e&stry, i%akfac&ring, and 6ontr& Iliformation.“’ 

This annotation does not appear to change an#?ing vi&G-Vis tt-k’$bli$ea D?geit: ” “.. ‘̂  7 ., ._~ 
, ,t.. 4,” 

“Annotation 2; Label: Medimmune Medimmune; Date: 2/24:/2&3 ‘k:“$O’?‘F$ ^” I” .’ ‘-. ^ 1’ 
, 

1 
+ .. “-: -1, : 

.~.,, .,%“‘ 2,” _/,. / ,, 
Why doesn’t this guidati& apply to BLAs? 

. 

“Page 10 

Line 143 ’ 
._,.” , 

-,,__ 

Annotation 2; Label: Medimmune Medimmune; Date: 2/24/2003 4:31:1-I PM‘ 
(ifar&,&&:‘-‘~ef’ &te& of“‘a;&;;e~,“l~’ _“. _.. > .- ” ” I, ‘,, 



“Annotatjon 3; Label: Medimmqne Metimmune; Date: 2/24/$!003 4:J2:02‘PM “’ i ” ” ’ . 
Clarification: ‘particular’ i&tead~&$&YG~Z* ; 

_“- _, ~,.j,,, __,h*,;* -h,,“.-.e ,r-i~..^,.l,~l...i.i -” ). ” ^‘j ,, ,j.” “; 

Annotation 4; Label: Medimmwe Medimmune; Date: 2/24j’2k$~zG$:~~~~i*4 $$f 
:zr .., .“,.A. .‘i /,.(,. .‘: “+.., ‘..(_ . \ .;_ 

; ,Z” r,;: irl I_ ,,>,s.I ,,,. ;~ L.-. . : .._ -,j .,i* - . “_ 
. . .in a lower category than ifthe’&ange were’& 6; implemented without an approved c&mp&-ability pro&col. 

Annotation 5; Label: Medimmune Medimmune; fiate: 2/>4/2003 &:%j?f%% ’ 
- . . , , “I .I _,,,.,, )‘_. I .’ < 

,.,. ;/. .I. -- -: in a category lower than the 147 cakgory for the samk‘change, were the change to be implemented without an 
approved comparability 148 p;oto&:““ “-‘*” 

I, ,,_. “~. ) ._. . ,” 1.” _ 
.) 

“&notation. 6; Label: Medimmune Medimmune; Date: 2 /24~~,~~;34:~~~:~~pM . I , .‘ .* 
‘i ,, ‘” ,_ _~ * .,;.y: .L”, 

. . .are one level IOWer t&G nbrmally would be ex~~ZX~ .’ “’ ‘~- 

Annotation 7; Label: Medimmune Medimmune; bate: 2/24/2003 4f3’415YY &k ‘ ’ ’ 
,. I ..‘. ~_ /.,, .” 

one category lower than normaXj%GJd be the case” 
” i 

i  

Location in pub, ished Diaft::‘Ci”es,“~~~-I~~’ *’ . ““’ .II i 1  

WhiIe’this,rzeviewer-v~cognizes that thzS not<,sjjIaJ$:& $I.&&$ this @viewer would 
again%?c?.~m~ri~ JIJ~ sent&-@ &ntaining’?he text in question be revised to:, “Typica,,y, categdrie, ‘&&+/fga i~~~‘,,,reportiii~‘“;.dhanges undeS ai ‘-bpraved 

comparability protocol are one category lowe? than normally would be the case (e.g., fro& pxs to“C~F~CT;~‘fi-~~iri cmr3o ,f~~~.CB”~~;‘,,~~~~~~~~ t~~R~*,~~,‘A: ,. i ” 
.,. -, _ ,j )’ 

Lines 138-153 
“Annotation 8; Label: Medimmune Medimmune; Date: 2/24/200;3 4;,35,26,IPM ” ’ _I ’ _’ ” 
you have 

‘,’ _ 

Delete ‘you have’ 
Annotation 9; Label: Medimkupe, A$&mmune; Date: ;/24/20a3’4:3~5:42’P ’ ’ ’ ’ f I’.’ 

. 

Annotation 10; Label! Mkdimmune Medimmune; Date:‘2/&;2003 4;$: 19 Ph;l --“’ ’ 1. 
. . ,* I ,““._. ,_ 

. . .particular product or process (or sirnil& products or &-ocessesybe gatheredso.tl;d.approprjate tests, &dies, 
analytical procedures, and acceptance criteria can bk defined. In this way, a clear rationale shall be defined fbr _- ‘,I _,_ -, 



or similar products or processes so you can specify a priori the tests, 16i.studies,‘~alytical”procedures, and 
:,A:, i.. ., / . ,*A.._ .,” ,c i’“$“, ..‘R;. ” I .,i ::. -: ::;;jj,;~;~~ 2%~,f*“‘, ~ II_ 1,1’% p - ,,,,),, .,““,- . . /ii> ,“,%.. ‘ ._ ,r ,q: . / ,, ,< 

“acceptance criteria appk$ZaTE f&~demon.str_ating that the CMC 
(. I 

ji _.I ^ ,^, ,i” ,. , .~ _ I” .I I *- .’ . 

Location in published Dra?LLines %.@%?O,,~ ,~. _,. ._( j __ ,-- I ,,._ ,, _. ~ ’ 

This reviewer recommends that the Draft remain as it is - ~ith~~S~“~~.“you~‘have” ., ,).,. . A : .,I 
phrase that these commenters apparently would%mo~e‘.“̂ ‘ ‘.’ 

‘_- i < , ,. , ‘_” I” ‘~,_ />, ~. :: . 
Page 11 

.“_ I. .*. 
Lines 181-185 ‘:%A ,A_ ( ” .,,.. ,. li.,, _ ,+, -_ 3 
“Annotation I; Label: Medimmune A@hmrnune; Date: 2/24/2OO3*4S$:‘$ pM 

( 
,_ .A * 

__ 

specifications and ! $3 ~z@propriate and sensitive analytical procedures have been established and va$dated or 
qualified 

Annotation 2; Label: Medimmune’Medjmmune;‘Date: 2/24/20Q3N4:40f2’l ,PM : 1, 
. . . drug product specifications. ,. AppropiGfe ‘and sensitive analytical procedures must be e&kshed, and, -._ _ , ; __ ., ” ” 
validated/qualified.. . ” 

Location in published DxUins %???i! ,_ ..~,” : .;.I 1 .F1,;:t , ] :’ ’ ‘~a.~‘~“~.“: ‘1:: ,, ” ., ‘- 
_’ 

_- 

This revieyer agrees‘with the only apparent change t&t the comment&s ma,&,- 
splitting a long Sentence into two parts as indicated. in “'&&~io~2" and would I‘, .“I, .I~*il?.l,..“x*.,_ * 2 e,,, ~ . ;,* 
recommend the follo@ng revisions: 
“In general, we recommend that ,$.<o~$r&ik& pi-otocol be cdnsidered only if the product resulting from 
the changes is expected to meet’the approved drug substance arid/or drug prod& ipkifications. and 

Page 12 

,. __ ‘,. : 

Lines 220-222 
_I ; ‘~ ._ < ,_ 

“Annotation 1; Label: AJedimmune &k&mnme; Date: 2/24/200‘3 4:4!:OkPM ‘- 
/ . 
‘. ,. / 

. . .move to a~new~ manufacturing site.. . ,. ” ..,, *y.*; aa 1 (_>,, *I,. 
Annotation 2; Label: Medimmune Medimmune; Date: 2125 /2003 8 %5’:58 AM 
to a manufacturing” 

I .I-’ :‘- 

Location in published Draft: Lines ??9:23$ _ (_ __ _.. ‘. In ,_ .,;, ,rj I, , I, /. 

This reviewer notes that the, n,eteff,ect%of the commenters’ annotations appears to b, .,r ,Y _,“,WS .,,. _,.(,V,,‘_ ‘l, ,..“Y., , ,h-rr- 
be no su bstantialch,ange. 

Thus, this reviewer does not understandl,~hy these annotations were left ,* .,., 
document. _ /” . ,Y, .^j _.. .,>_.~~~“, I .‘li”’ .,,~. / .:,,, .-l _,& l(.,*i ’ j *.. p*s” ,P”.) “$<’ 

_. .; ‘I ‘, ,. ” ‘, ,- . ,* , e’. ‘:* I, ,~ 
Page 13 : -IT “I ,_ __ . 

in the 

Lines 237-240 _, ._x : 
;, ,_ 

“Annotation 1; Label: kedimmu&Med~mmune; Date: 2/24/2003 4:42:26 PM ‘-’ 
. . .proposed comparabihty protocol, test, and study.. . 

:’ 

‘” “!^ ., / 



Thus, this reviewer does not understand why these annotations were, left i,n.,,the~ 
document. , ,- 

Lines 241-242 ?.“,” .$-.. ,. <>‘ ,i _./ ,,*.*. _.““. _,., ‘ ). ., >“‘,._‘. ^,“._ Iv/isa; I( ,. “_, ,” _., t 
“Annotation 4; Label: Medimmune Medimmune; Date: 2/25/2003 8:46:27 AM 

and test” 

Location in published ‘Draft:,_Lines_~~1;252. ,a&.. .._/..__” ~ - /..a *_. 1LVW .+ . . .__ .,” /, s _.,_“,_ ” . /“,” ,., ., /e x _/ . _ I_ 1 .,.,. ^rnl ‘, ,, I -,, ‘_..,., j^,.^ j ., ,\ ,.,, 
This reviewer dpes not agree with the commenters’ .addhition. .I - ..)” ,. , . ._, ,..I, _ :, ,, _ .’ 

.( 
-t 

Page 16 
_. 

Lines 372-373 

“Annotation 1; Label: Medimmune Medimmune; Date: 2/24/2083 4$4:33 J’M 
. . . would be chosen,t& argcapable of detecting new impurities or other significant changes in a product.. . .,. “. .s 7 : 
Annotation 7; Label: Medirn,~uneMec,?im~~~e; Date: 2/25/2003.8:47$2. AM 
chosen 373 capable of detecting new impurities or other changes in a product that can result from the change” 
Location ,i,.‘published ,braft:ILines;.386~~~~~:, ;‘“5:‘,1*;, ,- .y :I i ‘̂  ^ %:‘.i -I WI ;.X;’ .’ .: 1 _ 

This reviewer disagrees’with ‘the changes^because, as tir/tten,‘the sentence k ,‘ “.^ ._ <- 
not logical. 

This reviewer recommends the-fo,!!oijng revision to improve the logic of the . ._ ),~ ;L 
sentence: 
“14+~4$& The a,n,alyticaI procedures chosen wW $$?,~.kj, ,&,-*,&able of detecting new. 

impurities or other vari,$&+ f&sl: &mges w that w may be caused by 
the ehaqe changes propos$.,‘! 7 : ?I I_, 1 

Lines 376-378 j_ 

“Annotation 2; Label: ;13edimrnune,Medirn.rn~e; Date: 2 124J200.3 4:46iJ,? PM 

. . .-analytical procedures can be u~e~~~q~mo,~i~~r,-~-e . . . ’ ,_ .___ _,_ ,_ _ ,, , “..,i .‘, 
Annotation 8; Label: Medimmune Medimmune; Date: 2/25/2003 814?!18 ,A+’ q ’ 1. I’ .’ 

be called for to” ,. _, _, 

Location in published Draft: Lines,3$&3,& ,__ ,,.. . x1’- ._ , ,_ 
This reviewer,finds. that the commenters’ suggestions match the Draft text, but ‘ . .,..x I~ ” .,,. )_ ,,.I,,” “. > , .” fs.w//*.X >:.* ii”,> I. pm,, 

would suggest that the text cou.ld be improved as follows: , 
“For example, r&Gd or ri&G St@ytical procedures w mtiy be needed“to monitor the ^, . . , ,, ” 

removal of a new pro&s impurity generated by a n&w Gnufacturing process.” I. __ ).^_ .1 I,,. 5.e ._ . 



Annotation 9; Label: Medimmune:JQ$mmune; Date: 2/25/2005 8:47,:2? AM 
“,,.l.. ,*.“<i-. /” ,. I ^ . .( . . , ,” 

new” 

This reviewer proposes the followjng alternative: -’ 
I‘ . . -The initial va,ljdation ofnewmo~:~~.~~analyticalproceduresor~the own-go-ing 
validation‘ or vet-if ication of existing analytical procedurk &Gld?GeI;krformed, as a~&o$iate.” ’ --1 ._.- l.tli.” ,<.,iri~$*t*,% _ 

The preceding modification mesheSw/th.~~~,e~.~~.~~:.;jewthat’val’idation.js,,a~ I. ,, -6. ii _ * “* 1_.1, , 
journey and not a destination!, I, . ^, 1 ” ;. _ -_ _.. 1 

Lines 383-386 t%\“‘*_. ,a 
“Annotation 4; Label: ,edimm,,M,di,,,~;“Da;e: 2124~2(%~<4GY~&’ ‘y 9 ,: _ 
The protocol would specify the use of new or revised .anaJytical procedures and the appropriate validation or 
revalidation information; the information can be provided when a $ostapproval CMC change, which has been 
implemented using the approved.. . 

Annotation 10; Label: tiedimmune Medimmune; Date: 2/25/2003 8:47:3‘7 AMY 
specify that any new or revised analytical 384’ procedures and the -appropriate validation or revalidation 
information vvou]d+#be provided $h~en. a‘ SSS’: pk%i;i;roval CMC change implemented using the approved 
comparability protocol is reported-to.386 FDA*” i i _ I’ i” “ ” V”rs.t “? -,~ .x., (. ‘ *:, (__ 

Location in published Draft?l$& 39.8-40,l~ ._ _ 
” ,,^ !’ ~. 

,,I, ' 
This reviewer,again’would propose alternative t~~,following’alternative text: 

“The protocol ~.~should’,,sbeciify that any new or revised analytical ~iockk.~&‘a~d~the appropriate 
validation &+v&&&k and/or verification itiformatiori tioulb bi PioGi‘akd tihen a p&tapproval’CflC I , j_ _ _ I--.-c L ?~~~~~~-~~~~~~~~~u-~.~~~~~~“-~~~~~ ,* _, “” ~ . h 
change irnplernented’;sil;lg’~~e~~~~~~~e~ comparability protocol IS reported to FDA (ik, reported in an 
AR, Cf3E-O, CDE-30,*or PAS,‘as appropriate].” ’ - ^’ _ ’ j._ . . ., ” ,, , _, “. ; 
Lines 390-392 .“̂ , ,__ .” 

“Annotation 5; Label: Medimmune Medimmune; Date: 2 l‘24i2ciO3 4:?$:46 PM 
, 

. . .release testing, it is not necessary to report changes.. . 

Annotation 11; Label: Medimmun&ledimunune; Date: 2/25/2003 8:47:57 AM 
* - ‘“, r 

you do not have” _v, .~ ..I, ., .” , ,.. ,_ I _) 

.This reviewer notes.thaf the commenters’ proposals seem to match. the,Draft’s 
text. . ‘j .,_^. ,., ., 

,.. ^ ^. 
,I .. .t/) ,.. _. _  

Lines 392-396 
.’ _ ‘.,. , i”>., , ’ 

“Annotation 6; Label: Medimmrne &&li,mmune; Date: 2 1241200? 4;$2:5$ fiv ” ” 
. ..these analytical procedures are descr&ed as part of a comparability protocol, then any new or revised 
procedures and, as appropriate, resuks from validatZon or qualification studies for any modified’procedure would 
be reported to FDA ‘when a.,posta$rovaf CM% change is implemented using the approved.,comparability 
protocol. 

‘, :.. , / -, j,, _,,,- ,._ ..,.* ^,,: . -y ,~ ;_, __,^ 1 -‘-i3.,, 7. 772. _,, / __ _^. _ ; _ 
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Annotation 12; Label: Medimmune Medimmune; Date: 2/25/2003 8:$,8:-l?, AM ,:i 
spe&ed‘in and 3%’ provided as part of a comparability protocol,‘any new or revised analytical procedures and, as 
394 appropriate, res&‘%m vaI;li;da&n or qualifkation‘studies for .any modified procedure would be 395 
provided when a postapproval CA$C change implemented using ‘the approved ‘comparability protocol is 396 *‘, >, . (. ” ; ,)” L ‘: : _? ,_ “.. 
reported to FDA. ” 

Location jn published Drgft: L&$,,4@~~4$$~.~ .I,. 1: Ij]l’̂ -.’ “~‘M~~“‘,:~~~‘~.’ .I, _ -1. :. ___ 1. ” f ,.;-’ 

This reviewer notes that the sum of the‘cd’m’tienters annotatibns seem to /.w- *+“. *e. ,” I_-- “*-XI; ** ** “p” .4.--m-. *%” _ <.Li*,*~.~elx~ ~~,,~~~~~~~~~~~~*~~.~*~,-~~~~~~~ .s&& “*~~~**?~~>,*~~t~~ r.$L s.4, ;:. u#J‘,.x.I, ,~ ” ” / *,c J. ? .“j __ 
match the Drift’s t_ext .,_ ,. ,.,. ./ .,*.,... X,. +l,. -I “.” :2., j.d ,. -* _ ,‘ * , ._ __ 

As an q!tqv&&e, this reviewer proposes th.e fol.!~~jrig: ’ 
, 

‘1 Heweve& When these analytical procedures are specified in and provided-% pati of ‘a ,itbmparability ,_._ /.*, 
protocol ‘and .a postapproval CMC change itiplementkd 6s%z &~&$o&d com@?%ility ‘p&dcol is 
reported to FDA, the sponsor should provide the’f6ll6wing iii that report: ‘+” ” ‘_ ’ ~ 
o a++y Any new or revised &$ytical procedures and, 
l w Tf-i~~&,dt~ kjid ,&ta, if ‘any, from the v&lbt/o~ or +&9ka&$ verification, 

studies for any modified pnkedure” .’ *’ ” 
, 

_, ‘ 

Page 17 . ,. , . ., , , .i ,- _ ” 
Lines 404-406 , 
“Annotation 1; Label: Medim.m,une,Me_dimmune; Date: 2/24!2003 4:54: 12.jW 1 __ f 
The acceptance criteria (numerical limits, ranges or other criteria) should be included for each, specified.. .” 

Lines 41 O-41 9 .). ."._i %. ‘,., 1 ‘_ ‘I, I). ,. -I 
“Annotation 2; Label:%iedimmune,Medimmune; Date: ~‘,24/~~~~3’4154:27:PM~ “1’ 1 , 
If implementing a change using a comparability protocol calls for a revision of-the drug product or drug 13 411 . I”_j ,e.l/_/;_ .“‘*‘i .I I 7 es_ 
substance,spec&cation, we recommend you consrder the recommen&dreporting category for the 412 type of 
specification change as well as. the designated .reporting category for reporting a change using 413 your 
comparability protocol. When the recommended reporting category for the specification’ch~~~i$‘4l-~higher (e. ,../.- . ..v /.,, ̂.,, Tr,‘ ‘b 1 ” .__. \L, 
g., PAS) than the rep&t&g catego~ for changes made under the comparability protocol (e. g., 41.5 CBE- 30), the /..,_ ._“,_, ., 
change would- be reported as recommended for me’specificadon change. If the 416 recommended reporting 
category for the specification change is the same or lower than the designated 4 17 reporting category for changes 
made under the comparability protocol, the specification can be updated 418 and provided whena postapproval . x ” _ -” _t ;.*_*/.e”“*. ” _ __ ~I (_ /I 
CMC change implemented. using the approved comparability 419 protocol is reported to FDA.” 

‘-’ “.. .,:- + -_ L_( i, ,, ,* 
Location in publish&d“D’iaft,: Lines,.4?6Y4?9,G ,~, : ,, ,i ,-,’ / , j_ ,, , , 

This reviewer n,o@s that .fhe co,mmet&rs’ 
,I.. _, ,._ . 

@t$$&i~q seems ‘6 ‘t?&h ‘the _*. ,b,, _,a, _I* _> . ; .Cr .: “,i r-n* “-- ,e- +., w. (rn, i\““. .;+*s ,* i,< .: ?S”b ,,,, *,_ *_ i ., *, 
Drafmkxt- ). ,.,. , , , : ,. :, ._ _‘ .: 

_. .- I .:~ .* :, I’ i ,/, 
Lines 423-427 I_ .“, ., x_ _ :.,I__ __ : .- 
“Annotation 3; Label: .Medi~Mu~~MedimmUne; .)$‘f’; 2/;43/&jj‘&y5 ;g pa.,‘. ._ ‘ix?. -) .’ ,; 

This entire paragraph is fuzzy. It is unclear what is being said. 
, 

. , ,.E( ,_, ../- ,._ i ,“_. ;.,_ I’ __ ) ,-,,s, 2~;. .::. ..[, : -: :, 24 ,_ ; *_$, 1 .,1_ -w_ .’ q!_ .“; _ 
i ., _, j‘._ s . . __, 

.< 340 
", . . ,s)),-. . . . _. :- . ,_ ,. ",., 

':*_ : . \ 
-* - \ " 2.. )., "_ _ _, 



^_’ _ ,  .  .- , .  2 .  . , , .  .n” .a ,  I  .  .  /  . , , ,  I  A Z ,  ,“. c\ , i .  _  .  .^l* l  _j,“, ” , , . , .  A . ,  , .  . , ,  i 

.  :  
se ;  , ,  “,j’$ i . ,p+ _. i  , , .  i 

. i .  

A n n o t + o n  4;  Lat ;el :  M e ’d i m m ~ e  I& $ ~ + ~ ~ ~ ~ ~ ; Date :  2 /24 /20 ( )3  4 :56. :?0,  P&l .  
. . .is r e p & d  to FDA.  : W & e ,a&&$ke ,  

_  i 
” i i id icate w h e t h e r  thk d & a  w i ) l .be , .genera ted  p r io r  td d is t r ibut ing the  

p roduc t  m a d e  wi th  & c  chge. .  .’ 

Anno ta t i on  5;  Labe l :  M e d i q n ) y n e M $ i m m u ; n e ;  Date :  2 / 2 4 / 2 0 0 3  4 : 5 6 % 1  P M  
De le te  the  w o r d  ‘p r o p o s e d ’ . ,^_ 
Anno ta t i on  6;  Labe l :  M e d i m m G e  i $ e ~ & . ~ ~ ~ ~ ;  Date :  2 /25 /‘2 0 0 ? “8. :48 ; -38  A M  : 

Y O U  s h d & l d  ‘ind ludk  t& e  ?~ rxp fG ice  cf i ter ia 
/. ._  -  >  

Anno ta t i on  7;  Labe l :  M e d i m m q q  & Ie& !?$q?~ ;  Date :  2 / 2 5  /iO P 3 .‘~ ~ 4 8 ~ ~ 5 2 A M .” ~ [ _  I, ., __ :‘,, ., ,~  ._ .‘: ,:* “, _ _  ,,_ 
and,  w h e n  4 .26  appropr ia te ,  g e n e r a t e d  p r io r  to y o u r  d is t r ibut ing the  p roduc t  m a d e  wi th  the  c g a n g e  (e.g.,  w h e n  

*_., +- ,_ ,  ,,r.O ^ ,_ ,,_” _.“a ( ” i. **_ 
4 2 7  p r o p o s e d  r + o & n g  ca tegory  is a  C B E -  30 ,  C B E -  0,  o r  xgjy”-’ ‘-  .’ ,__” > I . ,.I .;/ _ “, ,.... .,, L  ” .” ,.. _  *, ~  ._ .‘ 

L o c a tio n  in  pub l i shed  D ,a ft:.L i n e s . 4 4 0 - ~ ~ 4 ., ‘1  _ _  _ .“, 1 . ,. ) ,_  ,, / ‘~  .i,., ._ _  
A g a i n , th is  rev iewer  d o e s  n o t a g r e e  wi th e i ther  th e  c o m m e n ters’ & n o ta tio n  p r  

c o m p r e h e n d  th e  m e s s a g e  -be ing  c o n v e y e d . . 

T o  d o  this,  this.r@ eyy  $ ~ p @ @ gkis  fh $ ~ f$ $ g j ,~ ‘g : ‘.” ‘. 1  “’ 
“T h e  comparab i l i ty  p r o toco l  st& d ~ i $ e n ti$y  th e  fek&&j in fo~mat lo i  th a t wil l  besubn i i t ted .~  to . ( r  I *.. .A ..‘. :,.,::I..: ,,,_ ,..*_  ,‘,-.,^,. _  . .a _ _  .)*A \,. 
F D A  a t th e  tim e , g ’ p o s t “app rova l  C M C  c h a n g e  IS . !m p l e m e n te d  u ti& i ,$ E D & a $ p r o v e d  conipkabi l i ty  
p r o tocol .  & t a  rn , in imu,m, th a t [n fo r m a tio n ~ ~ ? % ld, i nc lude  th e  fo l lowing:  x  

th q  

b e ’ 
“to  

3 . 

& T y p e  o f d a ta  ( e .g ., in-process,  re lease,  l ong - te r m  o r  acce le ra ted  stabil i ty d a ta )  
& & m o u n t o fa ~ ;i.(e .g .l’re iease .da ta  yri’G & o  ii)‘ij i i :scale‘a n d ’fh r e e  ( 3 3  ~ “Tijt:< & ~ le’ 
,d ; y-‘-g ,; ‘.yh ? ~ ~ ;o f ,aci;le;;< tid  ‘S ttiG m y d a ta )  

& e - D a ta ”th a t,,,@ jj b e  g e tG ra ted  pr ior’to  distr lbut iqt i  o f th e  c h a n g e d  p r b d u c t.(e .g ., in -p rocess  a n d  
re lease  d a ta  frg)m..,t@  less th q fi~ ~ ~ ~ ,~ ,~ ~ r e ~  [3 ]’ fu l l -scale  b a tcti&  o r  ‘3  n i o n ths  o f 
acce lera ted ,  sftibc!ity d a ~ ~ “s ~ ~ ‘h .“~ .~ ,m o n t~ ~ ‘~ ,~ , - lp?g- te rm-s torage-cond i t io~~ d a ta  .o p  n o t 
less th a n  Jful l -scale b & h e ? ) , w h e r e  a p p r o p r i a te  ( e .& ,‘,~ h e ~  ihe -$ i fpose$  r ~ $ r $ ~ .c~ ~ ~ g ~ r ? ‘is 
a - C B E - 3 .0 , C B @ IJ,, p r  A R ) . ” 

_ _  

_  . . ._  ^ ,>  I .  1  

._~ .  .  

,_ , .  .“. , .  ._ ,  , .  

^  .3 ,_  _ ,  :” _” a .  - ,  



This revkver sees” no need to change. the Draft ‘as th.e comm,enters’ first 
annotation s’uggests. 

;.. j 4,” P )’ ” : ,*, :.,<p *:*-- :-%\‘- i:,“.” ‘d:,.Yi%$, ., . ., . ,~ ” __.” _ I , , 

-. ,;,,1 us; 
Lines 448-452 ._ ._ -._ \_l_j__,_ c ._/ a_< ,l,~_ . +j ,:%._ II i^‘l ,li”“r.“’ , ._,I ~ ,i_r. /“)iWi” ,e,< ,_l,.,liF*“l__t.,~ll* IQ.” liii .; /_ / _j_ ____ __, _ ,, 
“Annotation 2; Label: Fedimmune Medimmune; Date: 2/2512003 8:22:00 AM 
. . .manufacmring hrocess may result.. . ~ . _ 

_ i 

Annotation 3; Label: Medimmune”&ledin&me; Date: 2/25/2003 8:23:5.1-A& 
. . . efficacy. or safety testing. In Some’ cases, a product may not meet the prespehfied acceptance criteria in the 
protocol. The protocol should identify ‘the ste‘i;s ‘mat ~$1 be taken under, such c@umstmces. ’ 
Annotation ! 1; Label: Medimm~e M&iii&& ‘Date: 2 iis ~~~~~ ‘S ::~9:‘2$ ~E;I ‘._. j - 
or in a product that does 4Sl, not meet *he prespecified acceptance criteria in the protocol. You should identify in 
the protocol the 452 steps you will take in such circumstances.~’ _ 

Location in published Draft: Lines 465-4@ 

This reviewer disagrees in part with both the commenters’,~annotations and the+ 
draft text. 

This revievyer again proposes to change the text to read: 
“It is anticipated that some ch$tiges in the manufacturing process $ill’%$ilt in‘6 p&change product that 
cannot be delnp.nstratedto,,~e,~ comparable to the prechange product w!thouf more extensi,ve 
physicochemical, biological, pharmacology, PUPD, efficacj;, or safety testi@ or in a product that d&s not _j._ll.il I.,~ ,,.,_ 1/d,,‘ , _ ,“. 1 “‘?~ . , ‘ I ,.;““,.*‘y^i”, .,7y”“*d wi .*I_ /I,<%.~ ,. << ,&.* * -* ” . 
meetw’ifs: fire-established acceptance Ci&i$a m the protocol. You should ldentlfy In the 
protocol the steps you will take in such circum@nces.” 

. 
_ . . _A_ i I . ;L. ,‘ . .J ; ,_I ^ ;- 

Lines 456-457 
.~ . . . ,*_. ? ,. _ ,.I ” -: I 

“Anno;ation’4; Label: Medimm;ge-Medim;n&;; jyei j,y5j2b03’ &.f.:.~-w‘-. “f’ : z “;: .;. ,,./. ,.. _ ,* . . . 

A commitment should be included~n ,&,comparability protocol that indicates it d‘be updated orwithdrawn 
when it becomes obsolete. _, _,, >__“,Y “, 1,. j‘ .,II ,j *;. ;-,. ;.* _ _ __, _, . . . . li ._I _,. . . . . . -ii-,*” ,3 ,. :>+,“>“;+ +“~:.x-%“:.!~, :; .,.:,+ j 
Annotation 10; L~b;bel:‘1We~~m;‘~ed~~m.~e;~~~~e: 2/25/20b3‘ 8:4,9: l! AM _. 1, _ _. 1 

i ;-’ ., ,, ; .I- ~, 
j 

will . . . . 
:’ : _( - 

Annotation 12; Label: Medimmune,&dimmune; Date: 2/25/2003 8,:49:42,AM “_. j 
You should include a.cornm~tm~,~~,.~ii’yo~r Conil’Grability protocol that you will update or w$hdraw’your 457 

protocol Ghen it becomes obsolete” 
_, ., ,, ! ._ 

,. ,. (, . “, ‘ 

Lines 462-463 
“Annotation 5; Label: Medimmune Medimmune; Date: 2/25/2b03 8:26:33, AM : 
. . .we recommend that the folIowing issues for changes to the ,manufacturing ‘process be considered, where , ,, . . . ,‘,S < 
applicable : ” ., ‘ 

Annotation 13; Label: MedSmmune.Me~,~“~une; Date: 2/25/2003 8!49:54 AV “‘I 
A’ , 

~ .“.. ^ (,~i :.,.** : .>:_ . ,, ‘.. . ..‘. _.-. ,,, r _ ._ ,. __ +,; ,“‘..I :” _- ‘“, .; __ 0) ^_ ;> .,:.. 
, ‘. ” ” ,“““.l_..~e_,l*. i &,+*,,~-sm ‘,... ,&., ^,B _ A”& ., I^*_.,,o __ _/ ,~,,_ I *,,, ii, *, _ . .*” ,.,.,, I,,. -“‘ ?A”_^ ‘_ “.# ,,L :,<a. “*, .;,.,.~-‘,~ ~,- ‘: _,, ,‘. 

, I * 
~42 “, j :‘ f”:>.<;,” ,I: ,.-.; i ,,, -. > y -,, ., _, 

(. _, I..^. -_ I._ : ‘D ,, -. ._ _( <. ; ^ -.: ..,.. I,i :, :.- ~ 

;” .(‘_.__, I  , ,  1*” , .  ,  “. ,  _I 
,  > x  ,  ,% 



: I -. , ““. z , ” ., . . 

Ln addition to the general considerations provided in section q. A, we recommend that y6-1 consider the 463 I* *x’,.y ,,_, i ” _, ,I 
fo&&ng issues for changes in the manufacturing process, where applicable: _*. ^, 

Location in published Draft:‘@e&&~9:#$9 ‘” ., 1, [ ,’ I ” 

The coii7me.nte_TS,‘,a~~~~tati‘6nseerns to be,simjlar to the Draft’s text except that 8  \,.. ~,I.__j-,^ . :: ,““S -Jr *.,4G”‘~,~~ (weI1 .-- ,‘t,.,;;i,“’ ^ *.., -* ,. )) _  
the first annotation uses’5h.e passive voice and~$e’seco~nd. the,act!ve..~~,~~~.,. ,..,, ,_ .^ ̂ ” ._,“,. 

This t&e&$ aga6-1 recommends that”the’~,~~~af~,,text’suse~of the active voice’& . * I. ,.“,. M . -rA& -,., 6  .*al, I +>, .-s s,“‘~“*_“l,~ 2, . 
better and that the Draft text,sh,ou.ld be retained 

^ 
,, .-,. * _  ̂ . _,. ,, .*,.*1* ,..wti’.*e : li’,,“ “” LI_>.. _n I- -1,. ~ i,* _*,,j_” ?., 7s ___) .“.. , 1.. _,, .~._, “~. ,“l ~-I ;. “. ^, 

Lines 467-469 
“Annotation 6; Label: Medimmune.~edimmune; Date: 2/25/2pO3 8:27;~!! AM 
. . .of the product m‘ariufactured,, &ngT.. 

h-“... / 
,, -1. 

_. r I ‘( “” 

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

.: 

Location in published Draft: Lines’&4-@6. . ,t _  I ,, 

This reviewer sees, no. Snee$6, to, substitute. th,e”e3bDcaft& “produced” with 
“manufactured” and would recommend reta~~ngY%e~~g&rI text. iW _., , ,_ ,.>. I -‘. ,, / _I “,,.y”yI I % % ,“, *w *kP-ir, _.rll ir m ,,n 

‘: 
Lines 475-477 
“Annotation 8; Label: Medimmune, &$&mm~une; Date: 2 / 25 /2QQ3 8 :29: ,A 8 AM 
. . .any new impurities or contaminants. Stud~essh~ooclle~done to’shok.im@rities are removed or inactivated by _(‘” -rd. ,*-.s aiI.*r,l,.d 
downstream processing. Any changes in the impurity profile must meet the predefined criteria.. . ” 

\“‘i ;, ,, v”*a~kiii: ir* ,I.l<-L;“,“*C h,-<** _” 7”s. ,b,, li*“l, j”j. .,;, _  
hno&ion 14; L&i: i&&&&~ ~t&~~~k’;‘~&~‘~/~~~~63~~:~~~~2~An/l,~ ^ 

l,.,__ i.. ,, ,,- I.I 

produced 
G-1 ‘S P . J “_ “, ; .a .* x ,,. “$Z’. ,,., I (.,, ,“.X,‘( ,,,< ,%<i. 

_  _ 
8;: ; _,,- 

Annotation 15; Label: Medimmune Medimmune; Date: 2/25/2003 8:50: 10$&l j “. 
produced 

Annotation 16; Label: Medimmune Medimmune; Date: 2/25/?&3~ 8:50,: .18’AM ~‘1, .i i -), ,: : _  
contaminants, or that they are removed or” : 

Location in published !X&: Line~&&%~P~. ,__ , _,, “.__. , 1  ,,. .,“,“, j _., , ._, , ..,s 
Though &i ~&$l”kk&&’ ‘changes’ make the’ text ‘e&&r to read, ‘they also’ 

change the intended meaning. 
“. _; l”l,.-. __” .,(.. “_ ^ .) 

Based on that re$ty, this reviewer would recommend the fo,!lowjng: 
“W e  recoqwid &II, .GtkRjon be  given to demoniratirig the absence ‘df gny new imptiri’ties or ..” ..q,., 
contaminants. v  When  such-are found,‘they stiould be reni&@d &3&3iva~6d by. 
downstream’processlllg:“‘Any &ngbs in the iti#uii$$&le e, should meet A&wcMR& their 
pre-establ ished_acceptance critei;ia (see s&t&n i/.A;‘4f:““ ‘-’ 

,.. ,_ _. I .I ,,_ I _  _  I 

Lines 499-501 

“Annotation 1; Label: Medimmune.Medim,mune; Date: 2/25/2003 8:30:.34 AM 
. . .included that the controfs, including.. . 

Annotation 2; Label: Medimmun~e iVJedimmune; Date: 2/25/2003 8f37f07 AM 
. I  

., . .i 

,., ^,,,_) ^ _ ,__  : 

143 ., I ’ _  



inactivated by downstream processing. Any changes in the impurity-profile would i i .,,, :- ~ .,,_. *.“Tr 
Annotation 5; Label:‘Medimm,une Medimmune. Date: 2/25/2063 815&48 AM 

/ 
,). ~.*~.~.~.~.,c~\~“~ 

controls, including those that have been ~~~~~~~~~~~~~~~~~~~~~~~~~~~ .~d.~~--ove~~pur~ies or contaminants,” 

Location in published Draft: Lines 518-520 ‘I _l’ 
. . 1 ” 

. “,. ~ _ _” ,, 
This reviewer finds.that,th~~“c~,~menters’-annotations are confusing and do not II “’ ‘4 .I -“‘, -Ail;; ,‘J%-+& .““~~.,,,~~rr.“.,,vc _, ‘a~*+~\ *,*. 1 I, r^i.“. , ,,: _ 

add a,nything to the text. 
However, to “@roperly treat validation as a journey, the Draft should be revised to 

read: 
“We re<ommend a statetyent be included” that contrbls; k&&g th&e that havebit%, yg$&$ed 10 _ I? , yl’*\i i--i’*..* -“:da ,*;.i, .a,/ ” ,“< *I, 
inactivate and r&n& ip$Gties’b;i coiitatiiinaNs, will 

(” ;-p*““y-c* 
be w&&ted valjd,%e.d .for $e$ew,production 

process-for both drug substances and drug products to at least the extent 
required by CGMP as set forth in’ tlie ZZ:.CFR 2$&!$$,” ~ _, i :, 
Lines 509-512 .~ ,, .ll,b‘.le .-.._. ^, 
“Annotation 3; Label: Medimmune Medimmune; Date: 2/25/2k3 8:32:2,6. AM 

#. 1" I.j ,ba.-. .1 "I*.*j _I .,* . ‘. , ", 

. . .do not significantly affect the capabilities of the methods validation.that are relevant to, the type of analytical /, 
procedure for ~eir,b?s~.+i~ use -, I . I . 

: ._ 
. . _ _” _ , 1, i j_, - ,.. **, * ; ‘- ” ,, ,* / 

Annotation 6; Label: Medimmune Ivjedimmune; Date: 2/25/201i3-~~~~i~~~M1’ 
‘- 

change characteristics used in methods validation that are r,e&$nt~t,o,,~e type of analytical procedure ^, _* /..,x*._._.x < ̂ 1 .-_‘, ., ” , i 
Location in’published Draft:.Lines 528-582, _ _ ,. .“, l”i ~ ;., _1 

Page 20 

llLines 514-516 
I': I 

Annotation 1; Label: Medimmune‘Medimmune; Date: 2/25/2OO3’~:32:57~A&‘L * 
predefined ‘” ,-. 

I ,., ” i.. \ I _ 
Annotation 4; Label: Medimmune Medimmme; Date:.2/‘25/2403 8;51:23. AM 
prespecified 

Location in published Draft: L@es,.584:5@ : : .I -,’ -, I,,., .’ I( ‘: . -‘.,I ,, i,‘ .. 

Because, to be CGI\?“p c,ompliant, the firm must establish, the-acceptance 
criteria ‘they propose ‘to use and not $m.ply .specify’or ‘define them, this reviewer 
recommends that the draft text be revised to ‘read: “’ - _ .I. . . . . c I,.io* r,-srrx***, il~r..-i*.~“*““~;~ .,,, ~ .>“-*.,1,3> - 
“A validatidn plan would have f%&$e&fkJ 

^* ,/,a %I +-“, 3% ,SY _ -a-~~.r .d. i*&r.rd:l_xir a.+ _,,. ‘*Ii II_ _i, *, *i-$“, yI, -, ,, ,$, + i ,,I” ,_ .,., .I1 
pre-established acceptance criterki for re!evant ya!jdation 

parameters such & p’r&%s~~i&‘&in& ‘Mki~acy, spf$icity, &$&ok %ni~, 5’nd quanitit%ition limit: ” , , . . ,- 

Lines 525-526 
_^ “,._ _  ._ ,. ., 

“Annotation 2; Label:“Medimmune J$edimmune; Date: 2/25/2003 8:33:iI4,A_&$ _ 
delete ‘use of ,. 

,, 
Annotation 5; Label: Medimmune Medimmune; Date: 2/2.5/2!!3 ~~51:28~A~~ ., 
use of” 

I’, 

,,_. , ‘ :. )_V . > .,\,,* - _,. 
Location in published Drafti ‘Lines ‘54$-548 ,,I, ‘,I I; ,. < _i‘ 1,1 ,,A, .*,; .., I-I _*.. !’ 1 ‘ “j .._ 



,^ .I,,. ., , .., ,i” 

The Draft’s text need-s to be modified to providefor the de$tion of..a test only “- . , .-i “W k  ?e - .‘“” :$” ;‘- 5; ,&.~+:pm<” ix “U~“.““~~~~.i~~9~~,~~,~.~~;~~~~~~ __ ” “.* I : 1  ,, 
when~a‘new”%st co,vers a  variable factor th2a& w,as, previousjy”measured using a  
separate method. 1  / (/ ./\ ;~ 

This reviewer and sou:nd,,k&nce ,&ot,h”,s,upport the forlowing akeration of the 
text: 
“When  used for re!ease or process control, use of the new revised analytical procedure’should n‘ot result in: 
1. 

2. 

The deletion,of,atest that is desc.ribed in an approved or l icensed, a.ppl!cation or an ” . I w. .s”‘ >~i --^, ,,.^_ .N.> x1 _ch*,s, 
accepted DMFNMF unless 
a. The new revised methodmeasures mukiple variables in a  single test that were i ,. .* .A ^..C,. “a /. c, ._ ““:,: _, :zii , +y,,~: :‘“’ L: -5: ” 

previously measured us-rng multrple tests ali “.’ _  -” ’ . 
b. The new revised m ,ethod “me%ures tt iose~variab~es wjth at least the~s,ameli~m~t, , of quantitation, pre~~~~~“~~-ci;acc~~~~~~~~~,;;i;t:..~~s~’.~~~~~~~~~~~~.~~w rev,sed ,.I 

method is’superSeding, 
‘ ,,. ,, 

or 
The rela,xz+ion~of,any of&e their pre-established acceptance criteria that are:described in the 
approved or l icensed application or accepted Dkl’PrV&&‘?~ 

““, . ..>L _,; / .” ., . ” , 
,. . ” ., I . . ,, ~ 

Lines 547-549 

“Annotathn 3; Label:  T8e&;i;r;liir;& &.dijq.mqne; Date: 2/2. !?2003 S:;i:ki AM ‘., . 
. . .facilities indicating that a  move.. . 

Annotat ion 6; Label:  Medimmune Mediqmqe; Date: 2/25/20,?3 8:51:38’AM 
‘, 

Saying 
D.i -... ,. I ). j ,,\ * I ,r_ .,_ 1  ’ “I *;,.:YA _; 224 y,,.‘;: ;,. 2  \ .,7,.1 

Locati.on in published Draft- Lines 570-573 and thro$$ ~%%% 1 2. , ---.~.~““y _) ” 4  ra>** ,_-. v-> ““+ &$.bw~4ie~.,y4, ‘_ 
“This reviewer fir&s th~t;hg4raft’;ext,neebsto:~~~~~gmented by adding text to * _.. ,,.a? i .s_),. _  m_  *<+*r” ,r~~.*se”*,,. _j 

align the guidance with the CGMp: ininitiums~“for methods to be>used in, and  the facilities or w* ,&a;.::. (“3  i (i ,,a ,a ) xi controls to be  ;s‘.d;fd’r, th;;?^ 4i6;(i;fe.ye, .~ro~~~~~:,-~~~i(in~;~~~~~~~~~~~~~~~~~~assure that such drug 
. . ,, i, 

meets the requirements of the act as.to’safety, and  has the identity andstrength and meets the quality and  
purity characteristics that it purports or is represented to possess” (21 CF’R 21O.l(aj). 

To acc,omplish this: this~‘reviewer again’recom’mends the following text: 
“W e  recornmendastarement be ‘included in’the comparabil i ty protdco~for’changing “ ..“” “.‘/( ,, I ,,. x^. ,A_ il .- .A,.“‘-‘“.“,. A. ,.,_, ,.>*’ *.<“’ 
manufacturing facilities saying that a  move to a  different drug substance or drug 
product manufacturing site wil’l be implemented only wlien>he~site has‘+ satisfactory 
CGMP inspection for the type of operation. Fu,rthermo,re,~,in the case of aseptically I; ,w .,I.._ 
processed product, the statement would a!so_~ind~~ate,t~at:a~~~~~~ to a  d!ffere~nt ,.“” _,_ , _, “. s  -,. i , i.il~~*“~,~,.r,~~~~. 
facility or area (e.g., room or bu.ilding on a  campus) w’oiiid,onfy be made when the 
specific facility or area has a  satisfactory‘CGj31P^inS’p*ection (irrespective of the overall 
CGMP status for’. the’ campus)..  For a  move-“toa.nother type of site (e;g.,‘drug 
substance int.e~rm~~~~te*nu~~~~~.~ing site, testing laboratory), a  statement would be , -+, ” * 16 $. .# ‘i 
included that the move to this’site would not ,” i I _i ‘~ww.~~.~, ,,*e. “” ,“’ ‘(L”.,aJr~&rr;* unsatisiactory C~“~~i;ls~~d~~;;;‘f~~~~~~~~ite.” be implemented, if there were an _  _: 

Given the, requirements of the F‘DC ,&t, the “Agency cannot ,approve a  
Comparabil i ty Protocol (“CP”) for a  r’ac$/#~ that “does not have’ inspectional 

““’ confirmation of satisfa@,tory CGNP’ compl‘iance. \_ *In 
. i ,“, ,, ‘4 . \.“, _.., 
cases, where<a’ new facility is 

proposed, the Agency should, as with any other type of PAS, verify the proposed 
facility’s C’GNP compliancest’atus~ in ca~sesw~~rr~~the proposed ‘fri’;E/[~~(not~the site) a,^ .,,, ,, / , I _, ” :. ._._ ;1 ,I .A’ _a*, : 1  , _,/\, .“*,. , :L ,x .__ ,.: ,,,,__, 



< -“” ,. ” ._ ~$S ~ _ F.,. ,, 

does not have a,his tqry that supljdrtssat is f~~t~,~~ C&&‘coti$i&xe, the CP reviewer .I_ : , ‘,. 2 3% * ‘1 ,?y .w’-“L.‘.“~. .~“fa**r-r*i * ~,~c,~~r*~~~~~.;.,.:,~,.~~~.~~~,~~‘ >qw A.m< “.“+.L “**, ““,,‘“,,,&,* / *.‘ .i. II_ _.~.,” -,“+ x  ..,. .* *, *.I , > 
wtll notify  the F ield Inspectorate and work.,y.!th !,hem t~,s,@e&~le the,qde$@  fac jlity  
itxpection.‘ F iri$$ S~,~~.id_?ot-~~,.~‘~:if_aCP un”les s  they kno’w th5t the fac ility  is  ready ,“_* ,( ,*-~+~a.> <,/ +cP,zAr~“b*x  
for a prior approval inspection (“PA,“) on the day the CP is  submitted. [Note: CPs that 
name facilities afwhich the;i\g~rrcys~~Se;i7~~iit/~find~~nsatisfactory~ CAMP coniplidnce at the _.,r..* ii.“-a).“.. 
facility named should, if r iot approved, be rejected a-iid, if“&p@dired, have their approval 
revoked or su.spended u‘iitil the facility attains satisfg<tc?y.C’Gmp cdmyjliance’~status.1” 

1, :- ,. I.. I’ j-‘-  ,,_ . ” 

.1. ,. _ , . ,; _a” _)_ ._~ 8 I j_, ‘“~-~” ./ (  ‘/ _ _ ._ 



. 

,_ .,._, : ^( > r-%r%j>, 

, * _ :*__ .‘, ,_ _. 
. ,_ "‘ 

[Note: The  original comments are quoted in a  c0n~dense.d font (PC&X&L), the quotes 
direct/y frbm the draft guid&& $e”qtioted in a  $lifed f~~~~~~~d~~~)‘.~~~ iK@ii$fal, this 
reviewer’s text a.ncj commer$s arejn 8  publishers fpnt (News Got,hic MT) to make it easier 
for the readeye & ‘~~~~~e”-,i~~~~~~~‘;speaker” in the varjqusCtejit pa‘ssages’that follow. 
When  addressing com-~~~~~‘~~d^e’T;;..a @bu!ar,jor,g*& this’,reviewer~wil!,,(tp the extent 
required) preserve the commenter‘s fq[,r?‘@  and, in general, appropriateiy place the 
reviewer’s remarks after~jl,?,q.se .a! the ,~ornrn+?r&?~.] 

“. I 

This comrpe,nter”begin by stating, ‘7% e comments beingprovided to Docket: “03,D-@6 1”. are 
” Draft Guidance for Industry on Coml!&abil%y ‘Protocols .Y-L based on a second reading and review of (*, ̂  .~ L*-C -yl”-~l~,“~~~, .-. 

Chemistry~~Manufacturing, and Controls Information [\\CbSO29~~EkGU~~~427dft.doc-O?/13(~3]” that attempts 
to add elements that connect various issues in thedraft provided by the Agency;to the CGMP’regulations upon 1 .“I <‘I. ..“I_~.~“~*,c.;,~.“..,yI1. *” ‘.il,.. __,x _*_4,. .,( 
which they are supposed to be based. . . . 

These comments are&& submitted with the hope that they will encourage the United States Food and 
Drug Administration (FDA) to re$r.ire thatany submission first be scient$callysound and appropriate, and  second 

fulb comply with d of ‘the’ applicableXXMl’ I . 
:;;lIXi;;;jmi~~u~~~~~~~~;~et fo”& in 23 cFR: ,?I1 :’ 

In addition, any guidance documeut should fully comply with all applicable regulations because, in 1988 
in Berkowitz v. US, the United Stat& Supremk Court held that anFDA administrator-has no l,a~~“~,~e.,~~~-respect 
to any clearly written statute or regulation. 

To facilitate di.ffere,ntia&‘&etween the proposed alternative a&he FDA’s D.raf<the’changes will be in ,“. \ _  _ -, > 1 , *c*_..~s I ““,, .*..,/ “” j. *,.‘.. *“rnr^c*. 
Lydian or highlightedsLyd&“ti’font‘ and the’i!DA draft,will be in +e ]S’erpetua font. W ith the preceding in ^ 

mind, let us proceed to review’the’&o$sed draft.” 
i 

,. 

What is a Comparability Protocol? 

of the product. A comparability protocol 

performed, including thk analytical prockdures &at will be  
escribes the changes ‘ihat are covered 

used, and  the CGMP-co&pliant acceptance criteria that+must 
under the protocol and specifies the tests 

be  achieved to demonq$rate that specified CMC changes do  Got 
and studies that will be performed, 
including the anq!ytical procedures that will 
be used, and acceptance criteria that wil! be 
achieved to demonstr$e that specified 

required prior to effecting a  change.  



This guidance, once finalized, is not intended 

postapproval CMC changes: We recommend 

changes. The following guidances provide 

changes, and (3) the recommended reporting 

cases where the recqnmqy@io!-q in thjs guidance 
conflict with those ,in ,a p&or guidance, this 

rsede the prior guidance ” 

specify a priori the tests, studies 
nalytical procedures, and acceptance criteri; 

propriate for demonstrating that the CMC 
ange or changes will not adversely affect thl 

t 

t 

3 

f 

, 
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comparability protocol. Attributes can 
(The use of the wqr$“‘@bN~t~V~ should be restricted incluck, but are not liniited to, @I@ fb[[$$g: .,‘L1”_ “A I‘ II .“.,1,,‘~*~,4”~* .,s,t.c$++rbrn, 
those “characteris.tics” that “may are inspected by sumpling 
and examination or, class$cation to be consistent .with &e 
recognized American scie@c inspection standard ANSI,2 
1.4. Similarly, characteristics, that are sampled and tested for 
a level should be cqlled ‘tfactors” to be consi@@ w$h &$I 

The first two changes should be made to improve 

the commenter - 

validated or qualified (i.e., for nonroutine test 
effect, if any, of the change on the approved product. such as characterizatiqn stydjes) to detect thl 

effect of the change on the approved product 

scientifically sound and appropriate analytical 
procedures sh,ould have been established kd validated -or 

.,_ “,, - ” .- I _,,* ” -,. ,. _/ . - 
.d”. ̂,( ,z,- -_/ .<i I _^*L\,, 4.., i;. -. L_ /I I. / .” i’.r, - >’ ” 

149 j^'" ,, _' 
: .~_ C,, _, ;. .::' I .‘ ." : __ _ - ,' .I "..,^. ", .., _,. ".. ." _ .I - , , i 

.", ,. . ." 
*) _ -__ -‘ ."/_,. ,.,, .- ___ " _, " ,* .‘ x "._ .I_ ̂  .., *_ 



, 

” “., ,_l. ,..” “>,. ..a 1.1-11 ._“,. c. ., *.,-/sM (e_) .~.“‘” ._ A+^ 1,1 ;~ ,,f”? r’“.:” .,;, < .,,._ _ I. ,(I j 
‘/, 
L 

Furthermore, an applicant who is using an 

with the change. (Section 506A(b) of the act)) 

506A(b) of theact.) _ , ..__ 

it a prior approval supplement thal 
des the supporting data to justify why the 

nge will not adversely affect the identity 
gth, quality, purity, and potency of the 
fit drug product as these factors relate tc 

safety and effectiveness of the product. 

0 r effectiveness . . . 

mend you review the tests, studies 
procedUr&, and kceptance criteri; 

ey remain current an m  your approved comparability protocol tr 
ensure they remain current $nd consistent tiitl 

approved,application, and cu-y-nt FDA policy. (A.._ ,” _.,_, ,, _, ), 

,‘~i 
‘, 150 ‘. _ 



.j 0  I  ” 

abil i ty protoco!  cap  descr ibe  a  
c h a n g e  or  mul t ip le  chkges.  E a c h  

F Q I 
I nc lude  the  scienti f ical ly s o u n d  

part iculai  bat tery of tests. a n d  studies. 
example ,  the. use  of nonrou t ine  studies (e.g. 
character izat ion)  can  b e  war ran ted  in  ca ie  
w h e r e  in-process o r  re lease  speci f icat ions a n  
not  sufficiently d iscr iminatory to eva lua te  the 

---__-_I_- ,  
This rev iewer  ~ e $ n ,& i f$~ .& r q A & i n g  thetext%  
the f irst-sentence. layout  to improve  accuracy a n d  
readabi l i ty  as  fol lows; 
“A  list shou ld  &e . j r&c !e$~~of  the s$xxik:  

+  ba tch- represen ta t i ve  samp l i ng  p l ans  (e.g.,  A N S I  Z 
1.4,  A N S I  Z 1 .9  o r  IS 0  3 9 5 1 ,  i i i -hot is& ’ ’ 

+  analy t ica l  p r o c e d u r e s  (e.g.,  content ,  re lease ,  
impuri ty ,  a p p e a r a n c e ) ,  

+  studies (e.g., character izat ion,  ‘stability, r emova l  of 
impur i t ies,  labbratory-scale  advent i t ious agent  remova l  o r  



the proposed change, vary depending on the extent of the proposed 

and representative, and statistically justified. 
samples of pre-change material can be used for comparison, 
provided s+id,, +xgples are batch kepresen’t-ative and 
there is no significant change in material on storage (e.g., 
level of degradants increasing over time). A plan \n;d;td 
specify whether retained samples are going to be used, and 

plan would specify whether retained sample 

the maximum age of the retained samples, and include 
are going to be used and the max[.mum age oi 

information to establish” that ,$e~ samples ‘are batch 
the retained samples, and include informatior 

representative and otherwise, support the appropriateness 
to support the appropriateness of the use 01 

of the use of retained,samples. In general, the results from 
retained samples. In general; the resuhs from 

the evaluation, oft a population representative number 0-f 
postchange material should faTI _ within the 

post-change material samples should fall within tbe~ no-al 
normal batch-to-batch variation observed for 

batch-to-batch ,varjation I observed ~,for ia” population 

and postchange product. Tht 

tested gust be 3 sq~e&iq$y sound, statistically 
specified. The plan for evaluating stabilit: 

justifiable number. In., some cases, no stability stud& 
could vary depending on the extent of thl 

may be warranted or a commitment to report results from 
proposed, change, type of product, am 

stability studies in an AR: can be $&ent. 
available manufacturing information. Insoml 

studies are planned, we recommend that this be stated 
cases, no stability studies may be warranted o 
a commitment to. report results from stabilitl 

.._ ._._l studies in an AR can be .sufficient. If nc 
stability studies are planned, we recommenr 
that this be &.tated~Ci&Af. ’ ’ 



nalytical procedures with a demonstrated.epability‘t intermediate material. Analytical procedum 
etect nt?w impurities or other chadges in a produ 

hat can result from the change: sd&ddbe chosen. 
uld be chosen capable of detecting necl 
urities or other changes in a product thaf 

ce the current approved analytical procedures ar result from the change. 
pproved product and process, modified o analytica -I ‘.“_ I*ss.“, /, 
ay be warranted. For example, revised- 

the current approved 

procedures may .bc rcquircd 
ures are optimized for the approvec 

analytical modified or ne\n 

sed or new analytical procedures can bc 
d for to” monitor the removal of a- necl 

ss impurity generated by a nevI 
facturing process. In this situation 

mission of resultsfor pre- and postchangt 
ducts using both the old and new analytica 
cedures may be warranted. Studie 

med to assess the feasibiljty of the 
ed change can often be helpful ir 

ng whether the current approvec 
I procedures will be appropriate fo 

be provided tihenever a postapproval CMC chang the” effect of the change on the es1 i^ ,-a, 
implemented using the approved comparability protocol, uct (see V.A.5). Validation of nev 

.._l.., I. j,I _ . ..___ \_ 
reported to FDA. ’ _I’ ‘” dified analytical procedures or revalidatiot 

existing. analytical procedures shou!d bl 
This revieyq ,yould again recommend that erformed, as appro@ate. The protocol woulc 
sentence beginning with “Validation of new mod ecify that any new or revised analytica 

ocedures and the appropriate‘validation. o 
alidation ‘information ti@ujd~~be provided 

analytical procedures or- the on-going validat a postapproval CMC chang 
or verification of existing analytical procedures shoul’ 



/  /  . , * . :  
“ . I ”  1 .  , .  i _  , ,  

p tg l y ti c a l  p ro c e d u re s  a re  

re s u l ts  fro m  v a l i d a ti o n  o r q u a l i fi c a ti o n  s tu d i e s  

re c o m m e n d  th a t a  c o m p a ra b i l i ty  p ro to c o l  s p e c i fi c  
a n a l y ti c a l  p ro c e d u re  c h a n g e s  s h o u l d  b e  s u b m i tte d  (s e @ v .C ) a re  i n te n d e d  to  b e  i m p l e m e n te d  i n d e p e n d e n t 0 1  

l & w e v & 4  W h e n  th e s e  a n a l y ti c a l  p ro c e d u re s  a re  s p e c i fi e d  
a n d  p ro i i d e d  a s  p a rt o f a  c o m p a ra b i l i ty  p ro to c o l  a n d  

i n  
a  

p o s ta p p ro v a l  C M C  c t-k x i g e  i m l j l e m e n te d  u s i n g  th e  
a p p ro v e d  c o m p a ra b i l i ty  p ro to c o l  i s  re p b rte d  to  
F D A , th e  s p o n s o r s h b ti l d  p rb \i i d e  f’h 6  fi ;l l o % i t? ~ i n  

a p p ro v e d  a p p l i c a ti o n . 

c r i t e r i a  s h o u l d  b e  i d e n ti fi e d . 

,_ ._  \ _ ;” ,: .._  ,_  _  , ‘_  : ”  . . ^ / .,. 
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r a revision 0 

When the recomme?ded% reporting category for the 
specification change is higher (e.g., PAS) than the reporting 
category for changes made under the comparab’ility protocol 
(e.g., CBE-30), the change should be reported as 
recommended for +.c specifica tion change. 

If the recomtnended reporting 

the specificatioxi can be u@d&d and provided to the FDA 
category for the specification change is the 

when the post-approval CMC &xi&, using an approved 
same or lower than the designated reporting 

comparability fiiotok51, is implemented ‘and 
category for changes made under the 

subsequently reported to FDA. _( - . 

This reviewer agrees with the commenter’sch~& 
and with the placing of each sentence in-its 0-n 

/ .  
” r .  .  -_, .  ,  .  I  (.i , ,  ‘, 

” . . I ._ I ,  ,-/(;, , .  I , \ .  . i. , I ,  I  L ,  :  1 .  
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A  , ,  ^ ,  

D a ta ‘ to B e  Bepo r ted  - t inder o r  * b $ & % $ d  
ith the Comparab i l i ty  Pro toco l  

iance  \Niih 2 1 ’ :’ “CFR,‘ :211~.  i 6 5  1, a;nd;  w  a m o u n t of da ta  (e.g., 3 -months-acce lera ted  
able ,  2 1  C F R  2 1  i .167, l ong - te rm o r  acce le  stability da ta)  that wil l  b e  submi t ted at the tim e  

ity da ta )  a n d  the  a m o u n t  “of, d a t a  (e.g.,  a  pos tapprova l  C h K  c h a n g e  imp lemen ted  
us ing  the a p p r o v e d  comparabi l i ty  protocol  is d. S F  ,v,*. 
repor ted  to F D A  and ,  w h e n  appropr ia te ,  
gene ra ted  pr ior  to your  distr ibut ing the 
product  m a d e  with the c h a n g e  (e.g., w h e n  

attr ibute, factors 
p r o p o s e d  repor t ing  category  is a  CBE-30 ,  C B E -  

If avai lable,  you  can  inc lude any  da ta  f rom 
studies pe r fo rmed  to assess the feasibil i ty of the 

with the p r o p o s e d  

If ava i lab le ,  y o u  m a y  inc lude  a n y  process-representa t ive feasible,  as  wel l  as  pre l iminary  in format ion o r  

da ta - f rom s tud ies  p e r f o r m e d  to assess  the  f e ~ @ h ty o f & e  the effect of the c h a n g e  o n  the product .  
p r o p o s e d  c h a n g e  wi th  the  p r o p o s e d  comparab i l i t y  pro toco l .  Deve lopmen to r  feasibil i ty s tudies can  p rov&  
Data  o b t a i n e d  f rom a  ~c&nt$ca l f i  s o u n d  a n d  ~ & > p r i a &  sm;Il- insight  into the re levance  a n d  a d e q u a c y  of the 
sca le  p rocess  o r  o the r  s~i ,~nt i jb l ly  sound  a n d  appropr ia te  cho ice”of the bat tery of tests you  havt  
studies,  i nco rpo ra t i ng  the  p r o p o s e d  c h a n g e ,  m a y  b e ‘used .as  ident i f ied to assess the product .  
pre l im inary  e v i d e n c e  that  the  c h a n g e  is feasib le ,  as  wel l’ as  
p rov ide  p re l im inary  in fo rmat ion  o n  the  effect of  t he  c h a n g e  

y o u  h a v e  ident i f ied to assess  the  p roduc t .  

Whi le  this rev iev&~z&&s  with what  is k&i :d% s 
rev iewer  thinks that the text layout  stir1 n e e d s  s o m e  

_  _.,. .” ‘_  ,“, _ ‘ .‘j(,” ““, L., ,_,/ ._/ .i ̂  j _  : - j-x ,, x ._~  . ‘. S ,” _, I * . , . ._ - I . _ )_  : 
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Propbsed Text. FDA Draft Text 

. Equivalence Not ,,QemonStr5ted Using tlie .,./II-I (.1 .- ,_, _ ,ll,,‘ y, 
Lpproved Comparability Protocol 

: is anticipated that some changes in the manufact@ng 
srocess will res,ult ,ip a postchange drug product that: a) 
annot be demonstr$ed~. to be equivalent to the prechan& 
.Ng product withopt more exten+ physicochemical, 
liological, pharmacology, PK‘/PD, efficacy, or safety testihg 
,r b) does not meet the prespe‘ci&d &&p&&e ciite%i6 t.6~ 

n-otocol. You should j,&u$ A$fhe protocol the explctil 
teps you will take should ei&er.tii~cu~.$$~$ c++:, \ __, 
-----7 ,_ ,‘ _..,; -. TGXi..,a- 
rhis reviewer again recommends replacing the 
1hras.e ‘I... to be equivalent to , . .” with the phrase “. . . tc 
Ie comparable . ..‘I because “comparable” is the _“,‘ . . . . . ..a.‘ ..“.,XI. . i , ^” _ I, 

\com parability protocol should normajjy include incoming . _ 
naterial and/or in-process material inspection plans that properly 
:ompare the physical characteristics (e.g., polymorph for&s, 
,artide size’ &t$+ibt;, &GiS;“;Bbw~*&nity) of materials that 
nake up the product produced using the old and new processes 
when these characteri,&s are relevant. to the safety and the .)_,_ ,~h_ .x.l, . ““__ ̂ _. 
miformitv of: a\ the active or actives, b’) the i-elkase of the active , 
n- actives, or c) a;y other key qu%y fact& in the product that car 
Jfect its efficacy of the product when taken by the consumer. 

rhough the commenter’s text, i$‘.ah”i&&-ovg&e%, 
:his reviewer would proposethis alternative: 
‘A drug substance comparability protocol would 
normally include a plan to properly compare the 
3hysical characteriSt,ics (e.g., ‘for solids, 
zolymorphs, ,particlesi ze distribution, bulk and . / , 
tapped density, flow, permea6il~~~;‘-“intrinSic 
volubility; for liqu~~~~‘~iscojifj/,“‘iefractive- index, 
solor, density) of the product produced. using the 
3ld and new processes when these characfgr,iit@ 
are relevant to the .safety and/or efficacy of tlje 
product. 
Similarly, a drug produCt protocol woul,d norrt$lly 
include a plan to properly compare the physical 
characteristics (e.g., for solids,“har%-6&;~friabil~ty; 
for semisolids, color, density; for suppositories, 
softening temperature, density; for suspensions, 
settling time, color, density; for liquids, viscosity, 
refractive index, color, d&sify, ~%-t~%&&%~ for 
solid aerosols, particle size distribution, dose 
dispersion pattern; and for liquid aerosols, droplel 
size distributiqp, dose dispersion pattern) of fhe 
p.roduct produced using the old arid new proces5.e: 
when these characteristics are relevant to the .,~ 
safety and/or efficacy of tile product.” 

)__ .x “. ,, __ .?_.*,,, 1 f .,, “<~/. i. c > I* .&~,,” L 

7. Equivalence Not Demor&&r&&‘ihe 
Approved Comparability PrdiOcol 

It is anticipated that some changes in the 
manufacturing process will result’ in ‘a 
postchange product that cannot be 
demonstrate‘il 6 1, be eq&\;al&t to the 
prechange product without mo!e extensi)/e 
physicoch@mical, biological, pharmacology, 
PK/PD, efficacy, or safety testing or in a 

‘product that does npt meet the prespecified 
acceptance criteria in the protocol. You should 
identify in the protocol t tie steps you will take 
in such circum$apces. 1 

1 I. Comparison o@hysiczil Characteristics 
comparability protocol would not-m+& 
ude a plan to compare the physical 
racteristics (e.g., polymorph forms, partick 
distribution) of the product produced using 

old and new processes when thgse 
racteristics are relevant Jo the safety 
/or efficacy of the product. 
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Proposed Text 

1 comparability protocol should include a scientifically 
;ound and appropriate inspection plan to determine the 
mpurity profile. of the product produced using the new i ,1 i..- 
mocess . 

The studies would assess product-related ,i-mpurities ant 
arocess-related impurities, including, if applicable in-pro&r ._^ 
eeagents and catalysts. 

We recommeucl that atten,tionbe given to demonstrating thy 
absence of any new impurities or contaminants, or that the) 
are removed or inactivated by downstream processing. 

Any changes in the impurity profile would meet tht 
predefined criteria (see section \i.A.4):” ’ - 

The predefined criteria should indicate. wher 
qualifica.ti0.n studies” will* be ~on&@z! t9 ~yd&~~,~~~~! 
increased level of an existing impurity or a new impuritl 
(or an applicant could reference a relevantFPA guidance tha 
recommends qualification levels. 

>’ 

Appropriate safety studies should he.conducted) un,l.c~: a) thl 
structure of any new impurity is unequivocally established, b 
an authentic standard for-the impurity is available, C) its a& 
and chronic toxicity and mechanism of action in m”ammalial 
species including man is well defined, and d) the interactioi 
with the active. and other&purities is known to be non 
synergistic. 

:f during implementation of a change under an approve6 
comparability protocol, the valid data from the testing of’& 
appropriate process-rcprcscntative samples indicate that non 
:linical or clinical. qualification studies ““Y’ for imp%ities %+ 
warranted, the change cannot be implemented under th< 
approved comparability protocol (see 1II.C and V.A.7). 

This reviewer agrees with‘the commenter’s change: 
but sees that it .wylqi. be better if-each senje@ 

Intermediates~and/or In-process Materials 

We recommend you identify andiustify theimplementation o 
any and all: a) new controls or b) deviations from approve< 
controls. We recommend, a statement .~e,~ncluaed,,~a~,~l~, o 
the controls, including those that have. been validat.~d~, tc 
inactivate and remove impurities or contaminants, will bl 
WW&&+& val ideated for the new production process 
un&s an appropriate body of sound scientific evid,e,ncc 
clearly establishes that each of said controls are currentl: 
operating in the “is valid” state. 

I ,_ _,,l. _ .) . ..I” .,,. <_..,. <._ ,* “~‘i ” “.a . I ,.>*-,,. (.lia”,~“._ ,‘upC 
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FDA Draft Text 

I. Comparison 0flUmpurity Profiles 

4 comparability protocol .would include 2 
)lan to determine the impurity profile of the 
lroduct produced using the new process. The 
studies would assess pioductrelated impuritie! 
lnd process-related jmpurities, including, i 
applicable in-process reagents and catalysts 
P/e recommend that attention- be given tc j,,, _ ~ 
demonstrat[ng the absence of any nev 
Impurities or contaminants, or that they an 
removed or inactivated by downstrean 
processing. Any changes in the impurity 
profile would meet the predefined criteri; 
[see section V.A.4). The predefined criteri: 
would indicate ~+en, qualification studie 
will be warranted to evaluate an increasec /,‘. * ,.. . _ ,_) ll., /, WI, 
level of an existing impurity or a nev 
impurity (or an applicant could reference ; 
relevant FDA guidance that recommend 
qualification levels). 

If during implementation of a change under al 
approved co‘inC;arability @%tocol, the dat; 
indicate that nonclinical or cljnica! qualikatiol 
studies for impurities are warranted, ih 
:hange would _ not be _i appropriate fol 
mplementation under the approve< 
:omparability protocol (see 1lI.C and V.A.7) 

; ,  _, 

4. Effect on Process C&ntr& and Controls.o 
Intermediates and/or In-process Materials 

We recommend you identify and justify 
implementation of new controjsh~or variation 
from approved controls. We recommend ; 
statement be included. that controls, includinl 
those that have been. val,ida&d tojnactjvat 
and remove impurities or comaminants, will b 
revalidated for the new production process, i 
appropriate. 



A comparability protocol for changing an tialytical procedure 
provide t&G plan for vali’datkk’of &‘&&ged kafykal p 

indicate whether th_e protocol will be used: a) to m 
ting analytical procedure (i.e., retaining the same prin 
o change &%nk6<~G%@r$l “irocedurk ti, another (k .g 

tion to HPLC&IY). 

comparability protocol must be designed to demonktrate 
roposed changes in the analytical @&&u& aj iinprcke d 

0 not significantly affect the &itCai cha;act&sti& (eZ&, &Gii 

A comparability protocol for changing an 
analytical procedure would protide the plan for 
validation of the changed analytical procedure 
and indicate whether the protocol will be used 
to modify the existing andlytical procedure 
(i.e., retaining the same principle), or to change 
from one analytical procedure to another (kg., 
normal to revel’se. phase HPLC). The 
comparability protocol would be’designed tc 
demonstrate that the proposed changes in the 
analytical procedures improve or do noi 
significantly change characteristics used. ir 

ation plan should h+~e$i,enti@JJy sound and oppropriote 
ified acceptance criteria for &ikvant’;aiidkidn‘pa~atie~er~ ethods validation include. a? asseqskFe@. Q 

, range, accuracy, specificity, d&ecti&i limit, an e suitability of the analytical procedure. P 
I .,. alidation plan would liavk ‘ pr&pecifi& 

proposed acceptance criteria for these parameters should ensur cceptance criteria for relevant validatior 
hat the afialytical procedure is s&e&ifically ;&%a and arameters such”as precision, range, accuracy 

ts intended use. , ficity, detection litit;, and quantitatior 
validation plan should assess whether a revised procedure The proposed acceptance criteria for 

e susceptible than the original Ijrocedure to matrix effect parameters would -ensure that. the 
ss buffers/media, product-related d&+%$t$, dr b 
onents present in the material being tested. 

lytical ptkedure is appropriate for itl 
nded use. The validatiori’$& ‘would asses 

her a revised procedure is more susceptible 
the original procedure to matrix effects b! 

buffers/media, p+oduct-relkec 
The need, and plan, for using population-representative produ 
testing to compare the two procedures could va-7 depending’& 

taminants, or other cqmponents present it 

extent of the proposed char@, type of product, and type of 
e dosage form. A plan would identify an! 

\. . “X. 
(e.g., chemical, biological). 

atistical andljlses that ‘tii,l[:be performed ant 
hether 

When used for release or process control, use of the new revise 
product testing to‘ compare the twc 

analytical procedure should not result in deletion of a tes 
rocedures is intended. The’ ne&& @d plan fo ,* .“. 

relaxation of acceptance criteria that are ,desc&$ inthe appr 
application.” “‘“[Note: Th e acceptance criteria in thi appr 
application must meet the minimums established ins t&e applic 
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Proposed Text 

Analytical Technology (PAT) Be 
Comparability Prot’oc,ol? 

& ,a 

;DA anticipates that implementation of or changes in PA? 
:ould be addressed in a comparability protoco!. S&rl) 
dialogue with FDA is kic$tii+~ed. The 6fiA intends “tc 
)ublish t guidance on PAT in~,&e fuftire. @ow,ver, if the 
?AT intends to change from the quantitative testing of ar 
appropriate population-representative sample set to ar 
approach that uses training sets and the classification of I& 
appropriate set of samples, Jh$n: 
1. Appropriately rigorous controls will be required for, and mu% 

be impiemekted for, all ^cbmponents used in the manufactcrl 
of the product. 

r “. 

2. The trainirig Sets tised to train the c.lassifier, w$l need J( 
appropriately span all of-the +ible &mponenE combinations in 
sets that are deli&&ely ~&@red to dG& all of the fa$r 
(e.g., assay, release, rate of release, impurity) that the classifie 
is designed to assess. [Note: The number of training samples in cad 
training required set shou1.d be several t&nest&e number of pb;p&t& 
representative samples reqiured for the evaluation of the product.] 

3. The typical appropriate number of representative samples &a 
need to be classified from a typical batch of product should-b 
based on the attribute nu~$el: cequirements established in’ AI$ 
Z 1.4 because classificitjon is an amibpte ass,F:?Fe$.*, _.I 

In general, this reviewer supports the text gdcjed Q 
‘:he commenter. ,_ i . . ., ,_ 
dowever, this reviewer suggests the fbllo&i& 
Jerbiage modificat‘ions: 
1. I -‘. “rr Change the phrase ..:;fthk PAT intends . . .“ @ ‘: ,.., 

to the extent that.the-PAT-intends . ..” 
2. Change the phrase ” 

_,. ^_).1 ^ _ x ,-_ 
. . .will be required for, and mus:,bc 

implemented for,” to I’... should be required for 
and should be implemented for,” 

3. Change the phrase ‘I.. , classifier will need tc 
appropriately . . . ” tb I‘... c!@jier $o& 
appropriately...” 

The preceding changes should be .ma@ to.~<i$igr 
their verbiage with that appropriate in an Agent! 

FDA Draft Text 

L. Can ‘IDmplementation~ mf. or ,$hanges i in 
‘recess Analytical Technblogy (PAT) Be 
addressed in a Comparatiility Protocol? 

DA anticipates that implementati~on of 01 
hanges in PAT could beg ad&es@ & 3 
omparability protocol. Early dialogue witk 
‘DA is encouraged. The. FDA’ @tends tc 
ublish a guidance on PAT in the future. 



A master file can be cross-referenced in a .,_,. ,I/_ 1 ,, .“,l_i_, i i” 
protocol that provides comparability protocol that provides for CMC 

changes (e.g., new manufacturer of drug 
substance, container resin). ’ The protocol 

authorizing the FDA to review the when would include a commitment to provide a letter 
postapproval CMC change implemented using the app authorizing the FDA to ,review the, master fi!e 
comparability protocol is reported to FDA. The cornpar a postapproval CMC change 

implemented using the approved comparability 
protocol is reported to FDA. The 
comparability protocol would alsoindicate the 
type of information (e.g., manufacturing and 
ortnulation information for a plastic resin) that 

will be referenced in the master fil,e and the 
information that you will provide such as the 
studies you will perform to demonstrate the 
suitability’ of _ the n& material (e.g., 
conformance to approved specification, 
compatibility studies, stability studies). 

- 



[Note: The original comments are quoted in a Condensed $I?! (Perpetua), the quotes 
directly from the draft guidance are quoied in a ~~3ii;ea’i?b~~(li‘;j~~n) $tid, iti@rieral, this 
reviewer’s text and,cQmments are in F publishers font (News Gothic MT)b’mak.e’it easier 
for the redder to differ~r?&&~&~~~ ;‘speaker” ‘in Zhe”vbi’b& t‘ext passdge‘s that follow. 
When addressing commeiis“t&ade in 3 ta@.j,ar, f~$t-$$, this‘ Jev!ewer will (to the extey2: 
required) preserve the.commei?terS’ form@ and, in ge%&I, appropriately pface the’ 
reviewer’s remarks after t&se ~qf $%?.commeriters.] 1.. $a~ jr, .- :L,” /,,t._( 

,,I _,I : i”‘,“<‘f”.,‘~‘” :.‘.” _,,_ ‘.., I”, .;, ‘.) ‘i, .j,,= -iL. :,t*. /I 
These cbr&en&~b&gin by &&ilg;‘;“Merck & Co., Inc, is a leading worldwide,‘hu~man 

I. 1. 

health product company. Through a comb&%ion’of~the~ best’scien~e‘ and state-of-the-art medicine, Merck’s 
Research and Development (R & D) p i p 1 e ine has produced many of the most important pharmaceutical products 
on the market, today. FDA, hereafter referred to as 7%~ Agency, is encouraging industry ‘to use comparability 
protocols to speed up post-approval changes in lieu of gaining prior approval for these changes. In this new Draj 
Guidance for fndustry”~ Co,ar~~l;tj;-~~~t~~*~~ “-‘CheG&~,~ Si&zzaaCturizi~, ‘%J CO&& cdnii) fn3;;rf;lai&; hereafter 
referred as The Dra$ Guid&ici. ‘r ‘T&i ;1$&j provides recommendations ‘on pi”eparii-Yg~and‘ using comparability 
protocols that can be, submitted in NDAs andsubseguent supplements. Comparability protocols. can be submitted 
for changes to the manufacturing process, analytical procedures, manufacturing equipment, manufacturing 
facilities, container closure systems and process analytical technology (PAT). Because of Merck’s vast experience 
in this area, we are well qualified and very interested in The“DrXft Guidance and, provide the following 
comments. ” 

I 
_.(_ , 

“GENERA& COMMENT > .‘ I /c .a ,:. __ r _/ _: 

Merck & Co., Inc. strongly supports the development of Thk L%aj’Guid&ie and applauds The Agency for-its 
efforts. We believe..that efficient,.use, of so,nparability protocols should provide regulatory relief by expediting 
the review and approval of post-approval changes. This will ultimately bring quality medicines to Patients in a 

,, _) 
timely manner. ” 

, II i, ,.*_wc I*. , ._1* ( .%. ~ ,,,,_ .;~ ,., ,,.~. .,,; . ,*< I_ _ 

Line 97-99 A coxqkrabi~i~y protocol is a w&l-defined, d&aile& v&$& plabfor akessing ihe &$eci bf 
specijk CM C changes in the ide’ntity, strength, qtial$, p^ul;I$~Z‘d potdn&bfa s@&$C‘di%g @ductas 
thesefactors relate to the safety’and eflectiveneb ofihe-@duct: ’ 

,_ 
_‘ _I _.. 

Comment I : This statement appears to be incomplete. For’ad,ded ^clarity;‘wd recommend m{t ‘the sentence be 
modified as follows: , 

‘A comparability protocol is a well-defined, detailed, written plan for assessing the effect of specific CMC changes 
with potential to have an adverseimpact on the identity, strength, quality, purity, and potency of a specific drug 
product as these relate to the safety and effectiveness of the product.“’ 

I ,. ._^/ , 

~. 
This reviewer di,sagrees, the’pkpose’of ajcompa?abiiityp~~t;ibl’rs~~~id -be, ai ~. 

written, to assess the effekf: of th,e CMC changes”% the “theiden~ty:“~~~~~tfi, quality, purity, 
and potency of a specific &wg product as these factors relate to the”@ety and effectivenesi of the product.” 

Unt’il provenothervj~~e;sincea//~~~nges’maj;;affedttheproducf, all changes have 
the potential to adversely, neutrally, or constructively affect the product. 

Therefore, added tkxt logically cdntrib&$ nothing to the clarity of the text. A.ll $‘iye s;iggesfkd rev’iii”rj-;; ~~~liy’a‘ii~s”is$~~.su’pdifluous verbiage. 
‘ i“” _,,*/ ,.,~i&.A _& ,. *_ , (_ ,, \ 



However, the text d.oe”s need to be modified so’that’ it iscongruent with the ” ,‘i*- ‘_A “. ymuc g:;; *~&W,: .” ,&$? -” *s,;. ..;,\‘.,y+, , , *.‘;T _ i‘ * j-;y’sbefinition of pr~~~~t’~~~~~~~~~~~.~.“, ! 1 

To provide tlie needed congruence, this reviewer again suggests the fpllowing 
revision: i ” 

“A comparability protocol is a w&defined; detailed, wriftl?t$lk for ass&sitig the effect Oj: specific CMC 
changes in on the identity, ‘strength, quzility, puritv,‘and potency bf a specific &ug-product (in- 
process material, intermediate, drug substance or drugprod~uct) &~h&f&%s relate 
to the safety and effectiveness qf,the final product.” 

“Line 152-154 with. a co,mparability jrrotocol, the FDA can determine rf a speciJied change can be 
reported in a category lower than the categoryfor the same change, were the change to be’&&nentdd 
without an,approved comparab~l~typrotodol.” ‘j’ ’ ‘” ’ * 

‘_^‘., , ^ ,” ^.._ ;/ “_. ,_; 
’ _L - 

Comment 2 : The statement appears to be incompIete. We recommend ‘~&$f$ng the sentence as follows: .“. ‘ ,, . .” _;., 
‘With a comparability protocol, the FDA can determine if a specified change can be reported in’a’catkgory lower ’ 
than the category for the same change, if it were to be reported without an approved comparability protocol. ’ ” 

“; .. “.’ /* >‘.’ ;v; ,‘5’ $., .,?,,\ es;;’ g :“.i.i**’ “!, ,1, _\ j 
This reviewe.r would;,agree that the~co,~~rn~~~~;s’:~!tkrnativeis,c!epre~~~~an the, _~* 

-_-. 
,_ _ 

’ .’ Draft’s cited text. _‘,,. ‘. -A P‘” ,- <.. ,, /..~ , , ‘ ,_ ~_ ,. .;l ;__ _ ., , , , / ,/ , 
However, th/s rev&,$$ fir&‘ that. the c~~m~~~~~~s”‘~~dposal’ f& to- address ’ 

critical aspects of what should be in that comparab’ility prctocol. “. ~ _*,, .r 
Therefore, this reviewer would again recommend the Draft’s.text be.ch.anged to 

read: 
“Using the infor’matio.n and data sub~m~itted;~~‘~~e,mahuf~~tljier! the Agency will be 

able to dete.rmine, if the proposed changes submitted ,in ‘a Comparability Protocol 
will reduce, the reporting and/or review‘requi’r%ents vi:s&vis the same changes 
submitted via an Agency-acceptable filing that lacks a comparability’protocol.” 

: :. ,, ,_ ,“(’ j .,., );a $‘~>. __& *, ;” ‘I,, /‘.,, ,.:. j.c”;+ ‘<,,’ ‘; * ,““.2 ,‘~r”:“y’“..iY.* _ ,__/ >,. _, .: .,“:-- .._ ‘,” )^. / .- I 
“Line 20-24, Footnote 2 The general term, “product” as used in I%e Draft %uidaii’ce”means ‘drug 
substance, drug product, interm’ediate, or in-processmateriaf, as’appropriate. i 
and 
Line 217-221 Sp eci IC examples of changes that m’ay be d@cult to j&i$‘&&;a GiQGrabilityp’rotocol f 
can include: A change in the drug su’bstance or drug product ., 
specifications. ,. ‘A ,. : _, 
and 

1 “.d,, _., 

Line 420-422&s general, the drug substance and drug product specification would be identical to that in 
the approved application. .^ : -’ 

Comment 3: The definiion of ‘product’ in footnote 2 of The ura~~,c,i,~,,ck.mskes refere$gV to. m-process 
material. Line 2 17-2 2 1 Q-&cates that it may be difficult to justify a change in drug product’si;eufications under a 
comparability protocol. Line 420,:422:al so i,ndicatezs,that, in general, drugproduct s~ecific~ions should remain 
unchanged. We recommend that The Draft Guidance allo,w*for increaseafle~~~~~~yby removing in-process &, .:, ” /_ Ic1 *ir,.,*., “I)_<. 
material from the def&tion,of “product. ” In certain instances a change to an in-process control can be justified, 
provided that approved finished product specifications are met. When a process ch&ge is proposed, a 
comparability protocol may still be appropriate if &re’isa change in the in-process controls, as long as finished 
drug substance and/or drug .product specifications contmtIe j __l * ” 26‘ be, v+i$, ‘jar-3.mple,‘ a change to the 
manufacturing process for a tablet should be submitted under a~comparability~ p-a&i even if the in-process ,._ .‘F\ 
hardness range changes - provided that all &e&e s@xifications (including dissolution) are ‘met.” 

,- >. _. j _ a(“-“-‘* j ‘. : ., 4. ‘I, :, “:.’ i. I 
_^’ $ .- ! .“: i.3 - j.. :“.I.- ,_’ /I 

* :-; 



This rev,jewe,r~ di*s”agrees with the commenters: proposal’ because, for discontin”~oiis’,~~~~~~~~~~~~?,~~;’iri-ijiocess tiid’ceiia,, brdduced by some. step, is the 

product of that step in the process. Sl 
. . . ) 

However, a 6omparabrllty protocol is not appropriate for the product of every 
process step or,’ for that matter, every intermediate produced by th‘e process. 

To clarify the appropriate usage of the term “product” as it applies to this 
-guidance, this reviewer woul,d,iecom’~“~?~ing ttie following changes to Footnote 2: 
“2 The general term productas ,&&l ~IJ this &.&Ian?e means drug substance;‘drugproduh;iiitermediaie, or 

in-process material, as appropriate. 
, / -,,* :r,r,.hl “*lr._ ,X 2, is.,, __. XI jn ge,.ie’r& the use of the fgf$+ i$jf$~ct” -‘f&i a‘,j 

intermediate or an in~prij~ess’rnaferi;aI”shp.~ld”~ti,e iest’f~&dto:“,, ,. a. intermediates and” i~-process materia,s-~~“~{~~‘ij ‘;-&‘“ig$;gj fr&m-,t^f~‘;pr&& ” ’ 

and ii) mav be held for extended periods of time before being reintroduced into 
the process in a s.ubsequent process step, 1% 

b. intermediates i) purchased from or ii) supplied by a facility other than the 
facility used to manufacture the, final prod& produced” by ttie‘~roCess.” 

Further, this reviewer finds that the text after the commenters’ recommendation ,a,, ., ),A> , / ,*.rl_ d3*+..:*.4”aAq .ii.,r~i~~,~ri,“~‘.~~~,~~~~* $?$h &,:“.p&,&L.*p j‘ ,-i *__,, I .._ : 
to remove “in-process mat~eri$l” from th’e~defini~io.n,of “product” has lrttle. to do y!th 

_ A, j_ _ 
1 , _” .., * ,. ~ 

the issue raised and, at best, should be cornpl~t~~~“~.~~count~d. 

“Line 255-259 FFrthe+qre, an applicant who is using an cipproved com&rabilityprotocol to implement 
post-approval CMC changes mu& assess the e&et of the changes tin ‘ih> identit’y; &%g~h, pudli‘ty, > I 1. ..h.T*/.*a .,,I,L‘j,l,,l ‘II -‘““‘.q, i .4 , ,, ,. I ‘. .‘ 
purity, and potency of the i;~~~;riras~~esef;lctors relate to the safety or eflc&y ofthe @o&ct prior to 
distributing product mahe -w&A 

.- ,,_ .a-“.~r”-“. - ,* _ IX 
<he change. 

/, ,I .~ ., ix, 1-,w --l”,+:i 6, ‘~*.i”:;i...a.~-ia.- :. .*~&y.><~~,,~ ,,;p;&+ir _, ‘, ,, / ,: _,_ 1 _* ,_ 
.~, : ;’ I, -“<“:. ..: “̂  ,: ::,,““‘J-~‘- ii, “.*.T /Z’,. x ,!. I”“? r* ~‘~,.~‘,,J’<~ “B‘“,*i. ., ,)_/ Ly :, /?: ‘_( ̂ 

domnwnt 4: Fe .senf$qcq &l~~Jd~~ “c)ek~k<~q~Ssi~ apfears’to be unnecessary and does not provide additioni 

information on h a comparabiliti protdcol can be”&brktted F&her&kT’ it is r&Ad&t ;?;&I L.G$7199^.” * :- . _..I _-a .> ‘. ” ,/..., * 1_ * , .,.“. / ,> _^ ,: I- ‘. _; 
This reviewer d-i-&agrees. 
First, the two cited texts (Lines 97-99 and ,lJgef,,.z!55-?59) address different 

issues and, therefore, neither is redundant.,. -, ” 

Third, much of the text in “IV. 
,,(,.. “,_ __ j, x, 7 . It*) _.,:s..,“, ,.,, 4 ;* 3, , .,^ 

W?CEQ!~Es FOR CCi~PAREiBILiTY~P~~~:~~~~~ A. How Should a, ‘omparabijfiy’ Protocol Be SiibmijtedZ,; -(i‘i~~~~~~~~~~~-~~~~~~ provid,g 

“hn” informat”jin, (as vi/ith tlie cit,ed JgcJ~ [Lines 2’55-2591;‘ most ‘of the other 
information in the section is also “what” information), but the commentersdid not 
object to that text (Lines $&~f@j. 

Based on all of the preceding, this revtewer would,‘with some modification, 
again recommend retainin’g the cited text. 

. ” 

This reviewer,suggests the following modified text: _ ,-.~“,e “Further,more, an applicant hhd is using an appro”ed compH;~~~i~p&~oi ~~-~~8j~~e~~~.~~~~~~~~~~~,.~. 

CMC changes must assess the effect of the changes bn’the idkn~ity;6&$h, q;gilicf(i; tidliia i ng,’ but 
not limited to, the batch uniformity of the active or &tives and, active $&se Ior; for in-process materiais; ,a va,id surrbgare’fd.~,~~.~a”~~i~~~~jl”ii~ifp~~~~~~~diug- 

product materials and the:.drug products and, for drug substances, the key physical 
properties for interm,ed’iates and -the .“cornrrierci~l”,,dr~~~ substan&), purity, and a_/., “I , b. ..,. r’,ic” *Iv*- .)>,, ,“j,.b (jS.” j/,\ a*<: )‘.*, 
potency of the product as these factors r4ate @the &ety br efficacy of the product prior to d%%uting 
product made with $he change. (Section 506A(b) of the act.)” -. 1 



’ 
, .(. I ‘. 

“Line 276-278. Z~I Lcertafn’instancks, the tests andstud~es’spec$ed in an~approved ^. 6 ,_,b”‘ Ic’,y;“y  
comparability protocol can lead~to an unpredicted ‘0; ~~&nted’~&&i& (e.g., tkst r&&s do not meet 
predefined acceptance c r iteria). 

Comment S : Lines 276-278* &djcate,,4+.at,,.the applicant can elect not to implement the ‘change n an approved 
comparability protocol. Further guidance is  needed on how theapplicant can notify The Agency of its  intent not to 
proceed with the proposed change in an approved comparability protocol supplement. Should notif&ation to The .v.I< I \ .,- I(d .,.., *, /. ,/_,. #,x%.,~,,,... 
Agency be made through a wr itten correspondence, 

Intent to wi*;li;;y?.%w.%;~ exsu;. K+$+w~;i;*l;” 

,. ,I . : ,_ ‘ . -, .~ ,- .) _. I 
“Line 319 v. Content of a Comparability Protocol 

:.I ‘, ,, ,; , .:-, ._, _; .) .;. ,-, ..I i : _““_ _~ . 
Comment 6: Section” y  ,describ*es ,$elbazic, e&menis of a- comparability protocol. However, The Druft Gu idance 
does not indicate that the applicant should submit a timeline for~mplementation ofthe ‘change. The Agency 
should confirm that:once approved, the change descr ibed in a cpmparabihty protocol could be. implemented at 

the applicant’s  discretion (with no:,&& on,~m&j’. “ ’ -. 
I :,o, Il._ _,. I,,#_,a .,.i. .( : ,~ -., ,i ,~ ^  * 

W hile thisrey iewer agrees with the cq,@tie”nteis ’ &&rvation a’bout the lac k  of al time,ine, h e does not agree ttiat no ,imit shbuld:b;‘~-~~~~~~~.~~ .&g ilj;,~;~ev~~y~t‘ion’of 

an’approved comparability’ pt-otdcol. 
,,,j ._ 

” 
‘i ,. 

If firms  cannot project when, if ever; an a’p”proQed comparability p;otocol will be 
implemented, the Agency tiay ’end up wasting p’recieus  r&view ~imeon‘domijarability  
protocols that the sponsor:has nd’intent,ion.of $n$em’&ifing~“ ’ ‘i’ -‘% ” ‘A. “.” 

To guard agains t this  V&t& of Agency resources, thiS reviewer wbuld propose . . ,, each appro;ed comparaIjiii’fii~i3;bt‘ddol;‘li‘~B~~~~~~~~~~ “p~~au~t”,-stioiT,d tiace a defined 
,. 

expiration date. 
i. I_l’, / ,:I’ .j‘._” ,, 

To guard agains t implementation delay s  caused by unforkseeabieevknts,‘ti7e 
guidance shouJ,d provide an expiratioti’extensid’ti r$echar$m to ha,ndlg-suqh cqses,..~ 

“Line 345349 A list  should be%icluded of the specific  tests (e.g., release, in-process) and studies (e.g., I <, I_ :., 
characterization, stability, removal of impurities, laboratory-scale’ adventitious ajent removal or 
inactivation) you will perform to assess the e#xt of the chanfle on the “diqj su’bstance, drug product, 
and/or, if appropriate, the intermediate, in-process make&~, or comp%nent“(e~$., conta&r &sure 
system) directly a_ffected by the change.. -^  ’ ’ 

. . . .- I’. i>. ; 

,_ ,:, 
Comment 7: W e recommend.de&ing the phrase at the end of the sentence.“directly affected by the change,” 

s ince this is  redundant .with “effect of the change” in that same semence: ” 

This  reviewer agrees with the comqente[s’ .reqqmqdationeF 
However, to address all areas, this  reviewer would qqommepd $at$ng the 

material acceptance for u,se, batch acceptance and releask fdr”di$ibutiop, s tability , 
invest igation of unexpected outcomes) and stud& (e.g., charact&izaticGtab~Jity, removal of . ‘1., “,?.“” (%.. A,. h - A I 
impurities, Iab;oratbry:srale’~~%~~~~b‘~~~~gent removal or Ina&s’ti~n, dptimization, response- 
surface mapping, minim&ti capability))rd~~ili‘performtoassesstheeffect,qfthechangeonthe ,%* -,ii““‘,,-b ,‘,tb.(‘-  __, 
drug substance, &g jirbdtict;’ andI&; rf ‘$$k$ia@ : ~“the mtermed@e, ikpibceis in,it&ial, or 
component (e.g.,c ontainer c losure system)n.~” , L.‘. , I ..( .“,, a, ;. -“-.)I :;/ ,,,.. I/ ,.‘.’ . _a,. ..‘..*.,~) &., .j ,$.; “: :,_ J  -  -,‘.I .+:;.“$ ,, j ._ . :- ~ \ *>;‘ “)  : .,,i “t ;,1 1, ; *,e. : 

i., A _, j ‘ i,,l*j . ...: ,“. ..,j^ <,:_ _ i: ‘_ “,., L: ‘!’ I, 9 , .,;:,:;.I, -* .,‘ ;, “, ,, ; ,‘: ,.,, )^  x -’ .’ ,‘, _. . _ _ 1 “_ _,_ __ ’ .- l$ 



“Line. 35V,~~~~:~~~~,~~~~:~~~:~~rnples of prechange material can be usedfor comparison, provided there is no . . ̂ _,, .lii-., ‘ b ,_ 
signiJicant change In mate&al~onXira~e (‘e.&‘~&el ofde’ra;lants rncreasing~ove? time). 

‘- . ,, 
Comment 8: We recommend,ch$rging the word ‘degradants’ to ‘~~~~a~~ionprbclucts.“’ ,_ I ,, .‘( 

This reviewer does a agree with the”comme’nters’ ‘recommend.ation :because. .j,_j ..,L (_I ‘,“.., ,_ 
the example does not address other % ‘ritica!,‘var~~b’!ef~~~~~~~,~h~~, depending upon the 
nature of the.material, may change over time.~ 

,! “) 

To correct that .defjcjency, this reviewersuggests revising the text to read: 
“Retaingd samples of prechange material -can & used for:c~~~~~r’is~~“~~~~ided ther&‘is’no si@ificant 

.’ . : 
change in material on storage (z ” “i.e., a measurable 
change in any controlled physical [e.g., density, flow, segregatioh of components, morphic form, refractive .indegj &  ~ti~~icaC.i;ar~~~le,C~Tg:,l~~~i~fij~~, ‘in~i;-urify level, 

degree of oligomerizationj~which the sponsor has’ determined to have-an, adverse, 
impact on the rnateriaI~d:l::T~~~‘usage” inthe process).” 

“Line 367-368 A comparability “protocol should include a plan for the stability studies that will be 
performed to demonstrate the equivalence if pre- and post-change product. 

/ 
.,.. ,. ,_. ._ 

Comment 9: The staten;lent~~inc?icatesthat a comparability protocol should include a plan for s~bilitystudies‘to 1 
demonstrate the equivalence of prel and post-change material. ‘We recommendthat The Draft Guidance allow 
for increased flex.ib& by prefacing the statement’w&the $rase~‘if appro$atk,’ since some Proposed changes 
may not warrant the performance of stability studies. ” 

,< ,, . _,. ,-/ air:, -, ^ (‘” 

While this reviewe!: agrees with the comrnenters5,‘~s~~~ proposed changes may not 
war&it the performance of stability studies, “ 
“if appropriate” prefacing clause. 

this’reviewer does K+agree with the non-specific 
i _’ ,., 

Because historically seemingly minor process changes have led to unintended, 
stability losses in rnore,tha~~,o,~~.“~~~~~~~~,‘ttiis i%viewerwouId propose the following: 
“Unless the sponsor hasand submitsdocumented evidence that no combination of 1, j. -,^-.el” a ,Id,*, L-l- i,^ */LT. *: ,qY/_I_“.,+“, 1, rr,&..,i+>rd*m,.,*x y / ,_^ j ._ ~ _/*;/* ) _ 

the permissible ranges for the variable factors, in thee hanges proposed can , ,__ I ,,., 
adversely affect the stab l’ity of the product, a bo’mparability protbc6l should in.&.tde a plan 
for the stability studies that *ill :& perforrned’to’dernQns~~at~~eequivarence.df pie- irid post-change 
product.” _. ,. 

,,. ,) 8. I , , j_ , ~, .: .:( ., . .I ,. _  , 

“Line 385-387 Analytical procedures would be cl&en capahe’o~..hc;tect;ng’nkw im~‘urities or other 
changes in a product that can resultfrom the change. ,/ . 

” - “. $.I,_ 
Comment 10:‘ For .added ,cl”arity: we recommend that‘ the sentence ,be: mod$‘ed~a~ folk& ‘if apphcable, -.. .-,.r...:.,T..r.,‘ a 
analytical procedures should be” cx$abIe of detecting riewZm@&ies’or other changes in a product that can result 
from the change. ’ ” 

reasons. ! I ,I .,, ^ ,j _) .._ : _a, 1 I’ “,, 
,,.:. 

First, as written, the unmodified sentence j,snot&gical. ’ ’ “” 
Second, the proposed modifying”~@hrase “if ap”$licable” is semantically too ,_ , : J”. __ .,. ,I ‘. -’ 

subjective. 
To address both issues, this reviewer recomme”nd$ the:foljowng revision to 

improve the sentence: 
‘, :,. , , ,,i , -. : 

._, u .,. I ,. : .\ : ,. I,“_. * ,:. ‘-,A:,. . \. .I i, i‘ ,” ,i ,pl ,“.-“l--il-i_ f> “:“,qi~ ,,.~ .,~, / I._ x 



“The analytical procedures ch,osen should be:cafab’le of d&c&g kew’i$kes’.or $&r 1 “ariadle factor changes that may be cau‘sed by t~~;~~~~~~~:~.~~~Ij~.~.~d:,, -. 

When the sponsor “has d”ocumentec!,[evitfenc~: that!. for the changes in t.he 
process, there are no adverse changes In the variable properties of: a) the defined In- process materi~als or ‘~j~‘j--+--&-“g proaudt, inclu”ing.f,f.e .n-tufe ‘df ttie impurities 

present, that e\cid,ence.,e.st~;~,!~~~~~,,~,~~~lianc~ with the*preceding request. 
In all other cases, the- documented .ev,idence serves, to ,e,stab,jish the,, level of 

validity required in the Draft. 
0 ,,_ ” ” i d. (,,_._ ,, ‘, \ 

Therefore, no “exception” or “decision” modifier is needed. ,/I “.a “~., ““*ri “-1:: 2,. ?. ,,;._,, __, ;. i ,_ j 
8 ,, ,,,,.._ 3 1, / I.. 

“Line 392-393 In this sj+tion, sub&ion bf rkulti$rire- b’B poitchc&e products u&g both the old 
and new analytical procedures &i be’ vSarran&d. 

, 
Comment 11: This statememseems to indicate that an assessment should be made using’both the old and new ~ (,m.>.,.n .,_. -VI * “;.“..,* “?) >,““i I_, .vr : ““,i.“i(ll Sk,. .h~,, C.‘,.i\&,’ j\“*;J” <:,.” .5: ;;l,ti T‘*’ &‘T> * ” 
methods. We recommend-that The Draft Guidance allow for increased flexibility by deleting the references to __ ‘ -;/ _.. I.^ 1-.1 _” ” ; ,, .,*, ~ .,,;,* __,_ 1~ , I”,“_ ,h .~. ‘* “,.,^ 
the use of old and’ ww method& ‘Wk‘recommend nqdifying ‘the sentence as follows: ‘Tn this situation, __,,I_ ___ _ _ , ,,-. ,>., I ji, sa 
submission of results for pre- and postchange products using the analytical procedures suitable for the intended 

purpose (i.e., monitoring new process impurities) may be warranted:“’ 

This reviewer disagrees because the text clearly addresses a very real situation 
-the original (old) method used to test the pre-change”product does &resolve the 
“new” impurity or impurities‘(discovered in the post-change product’ using a new 
method that does rgsqlve said ,“~r‘i?ew”’ v ,_ I.$ .\“l, _,, _. ‘im‘burity -or ~impurities) from the other .‘_ ‘ t_c.e, “p +. 
components in the pre-change product). 

. In such cases, in addition~to comparing ttie resu’lts from testing ttie’pre-change 
samples tested using the “old” method to the r’eslr!ts:~~o~“th~‘p~s~-~~~~~~ meth-od 
using the “new” method, the sponsor should alsc test the pre-change product with the 
“new” method,and compare the results obtained to- a) those obtained when the pre- 
change product was.teste$v/th the:“ojd~~ method as well as b) those obtained when A. I *u j,l ..a%“““.<*~ “*l.“l,“l )-‘- .: / 
the post-change was tested” with the “ne.w”,rnethod,, 

When ‘the comparisons outlined are made, thereare ‘two significant adverse 
outcomes that.*may need to be addressed. , : ” ‘_ ^ 

The first‘significant adverse outcome would:befin:djng that the “new” impurity ’ 
is actually present in the pre-change product and thus not “new’,’ Y.,af.,ai,minj.mum, this _ 
may indicate a significant’deficiency in the sponsor’s existi;nganalytical‘methodol.ogy: . _.._.I ,__,*__ ^ 

The second” signifi;cant~‘adverse ‘outcome~.\~wou[d be’ findi,ng that there are 
significant relative level ,di’fferences in the “old” impurities between the prechange .(.I ,I “*-,“” %a ..l*.l,-*l __,, I. .) II r>.>. 
samples tested by the “old” method and the pre-change samples tested by the “new” . 
method. 

Given the preceding risks, this reviewer can;$Iee why the commenters ‘are 
seeking to change the Draft to elimintite.‘the,,guidances recom’mendation’ for suc,h _ : 
testing. 

However, the preceding possibilities are the reasons that the commenters’ 0 I ., . ,y,- 
proposed change should-@ be made. 

,;, ’ ‘, ,:: (. i, / *,- / : :; “,-.:,.:..“i”: y;.. y~:~,-,,,-;. ‘. 1,‘:‘ ;: .-,, ,. 

Instead, this reviewer would.recornmer)cl:~.~,e~fo!!~,~:?ng text: 
“For example, revised or new a.pAytical procedures can be, <aHed ,fqr@‘mq$tq the removal of a new 

process impurity getikkked bi;‘ti new m~anljfacturing pro&s. In 
*_. ,g,., i- Ij.. 2: _,,:“/_ 

_; th\s-i:tujtionl kG&G~~ of results for 
p- prechange and postchange products usin’g”b’bth”‘&&&d &i&Gw’anal~tica~pro~edu~es may be 

,’ _/ ‘;:..: :: ; I , , . , Iw “2 _ L,,i, , II , *,, i iI 1 i,,,“; _.” ,” _ x ‘, “.. ;_; _‘ 
_ 167 ’ _ ‘-’ _ 

i _, ,. 

. ,  . , . ,  
‘ ^ 



,.I_ , ^” ,,_ “,..,__ /G.,. 
warrgmted. At a,min!.muti, the following~cck$&r/$~< ~h~~~8~~66~m”‘~e, appropriately 
report&I, anh’iheii import detkrmitied: - 

I ._ : !‘, ~. I 

a. Results  frqrq the tes ting of the prechange &oduct $36 the prekha&$z method 
Q  the results  frok,.‘$G ,t&ing of the ~?&fiat@ ‘p”i% k % t with fhe pestchange 
method to prechange ,product 

b. Results .from,the te?Cng b;fth& ptk ’hakge pro$ucfiuith,tlnep;ostchange method 
to the resqli%  froq-ljhq, te$jng of: ihe @k~&$~~~~~~duc~ G itti ttik  :p’d%%liang<‘ 
method.” 

A report summariz ing the findings  oi the &$arisons mabe and~stating their . .” ..,, .*“,(i ; _, . . _;, _ 
import shbuld b,e is s .ued.“, 

I i a . , __’ ,., ,. .: . 
“Line 406-410 However, if these analytical procedures ,are spec$ed’in and providkd as part of a 
comparability protocol, any new br rfvised an+lytical pllocedures”c ir$, as czpbrojjriate,- results from 
~alid~tj~n qr qualljkation studiesfdr any m6difie.d prodeduie &&Id &e-$&&deh~&&~ “;i’po%-apprdil. .- l,..l cMc chanSe jmplemented us inj t&e approved ~,b;;l,~~~b;:Ct~~~o~~~~~~~‘i;~~drted to F’fiAi . ,- 

; ’ ,’ ,>-= _.._, 
Comment 12: For ac jd?d ~k+r ity, we recommend that the sentence be! ms,difiehasfollows: .{@.?,T$$, if analytical 
procedures (new 0~ rev ised) are specified in and provided as,part of a comparability protocol, thin the.results 
from validation or qualification of’tbe procedures should be” piovided when a postG&;obal- CMC change 

implemented us ing the approGed comparability protocol is  re$orted to l% iA.“’ ‘. ,.-. < l_‘ ” 

To improve reading-ease, this  reviewer suggests that the firs t sentence be ?j “,/ ( 
revised as follows : ’ 

“W hen: a) ttiese‘kalytical procedures at-6 specified in and provided 3s part of a comphability  protocol 
and b) a @o&$provtil (%ic  chk- ige irn$6riietit’ed’~‘s~ti~the apprbved compardbility 
protocol is  reported to FDA, fhe sponsor should provide the fdlldtiitig’ iii tli8 report: 
o Any new or revised analytical procedures and, 
0 The results  and data, if ‘any, from i%e’val’khti$i 6j ve:~ificatic)n’s tudies  for.,a,ny new or 

modified procedure” 
: /,‘, _ . . . I, _ 

“Line 506-511 W e reco~r&~~~ ~&~~,tt,~, effect-of ihk &&k on downst&<m processes be examined. 
Downstream processes such as pur@ation steps can be affected by‘higher prodktyfelds or sh ifts in 
impurity profiles when upstream processes are mo@ed. 

-II -<*=+%..r.“ii>~,, II.*x:_. SC,, “‘lLL.“< i” * .*ir ,_*,* ‘jy_, c ”i;*_,~ -“Y 
For example, adventi&Ci~ agent removal or / .“:* ._,,‘ _.j *_ .)_ ,l”_. 

inactivation &ay have to be reassessed for processes~~nv~l~~;;8”l;i‘;lt~rihls .or rea$G&‘derjvedfrom a 
biological source. A compara,bility protocol would discuss ,$&v i”‘“?&&$ iha& “fhk $%$‘~ai%$acturjng 
process is  adequately controlled.’ ^  ’ ‘I -, 

)  _,. 
.“, -’ ‘; 

Comment 13: The discussion on,~d;o~s,~e+,,processing appkars to co&&&t a basic prerriis~i$lBACPAC I 
which is  that impact of changes can be adequately assessed at the first su itably controlled int&Gd iate following 

x,, 
&e change. W e request that The Agency addrkses this appkent incbr&~eiicy.” ’ ’ ‘. 

I >  _I ,,, .“‘$. (j ‘.:,‘, :1 cr. ,(” -/ _ 
This  rev iewer.,agreesthat this ,,l$aft aid ‘kkPk6”~‘~-;6 & ‘In agreement heke. 

I 
,^1 ““y  I r*e,..\rr -*-l^..“:* % *‘*a .,.. A_ r 

However, this  reviewRr,wouIdreco--~-~;~“d that ~~“e,,~~vi~~~eis;proposed r .:+,, ““,‘ _ changes 
(in the introd.u”tprj/ tex t concerning conflicts b&keen a ‘~c%‘j?k it~’ guidk ice and a prior 
guidance) should be used,as the Agency’s  basis  for addressing “thisapparent&onsistency.” -I., Sl j, ,.c : .el.,>, _*_ , i , ‘ _ ,. j _, 



8 , 1 

I ‘ #Lo_ 

I Comment 14: The sentence appears tobe incomplete and we iecommend that it be rn?~;~~d~;sf?!l,ows: ‘W e, 
recommend a statement .bc included that controls, inc$@ing those that have been validated to mo,@or $e \ “,,,/ ;,x >.-w r”,l*_ e.. ” ,_-I. _,. ,,,wcl 
inactivation and removal qf~iqxu-ities or contaniinants, will be revalidated for the nek prodtiction process, if 
appropriate. ,)) 

~~~~ reviewer does ,nbt agree wiih ‘tag ‘Cbii;l~~n;t~r~,’ piopos‘~~ mod.if~cation, 

Ins tead, this  review& tidtild “recs~~rieriii~~n~i~~~th~ Draft to:. 
“W e recomm$nd q .stqtement l+ !tYc!$ed that kbntrols, F$$ng those that hay b$n validated, to, 
inactivate an~‘~emove:irnp;rit~~~.o~ ~biitalik in‘ts,“~~l $e +&t&~& VaiidSd fo! t.~~~:n~~lproduction 
process for both ‘drug substances,anq drtig’prbhucts to at leas t the extetif 
required by CGMP as ,set forth.jn~~e”~21CFP:.?,.1.~1~.~“; ~:, , j ., . _ _ 

“Line S!!&55S &i+Grabik~ $Sk& may be most useful if applicants are planning to change to 
equipment with a difiren t ope;a&$ pri&pal.” 

;_.,, ..,,_ “. __. 
-8 

Comment 15 : To cQ?recf a minor grammatical error, we recobmend th& tbk k&r& ‘~~inc~p~l~-‘o~~~~~g~~tb 
‘principle. ’ ” 

This  reviewer agrees with the commqn&[s recommendation,,A (, __ ,_ ,,_ ,, ,, _1 , -“. , I \_ I ̂ y  ,.___, “,_. .I ,_I ,,,, _./ _, 
” 

“, II “ 

:’ ,.” .  .  
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[Note: The original comments are quoted in a condensed font (PCI-~XALI~), the quotes 
directly$rom the draft guidance at-6 quoted in a stylized font’(Lydian) and, in general, this 
reviewer’s text and comrne-& are in a publishers f6nt @letis ‘Gothic MT) to make it easier 
for the reader.tp differentiate t66”‘speaker” in the various text passages that follow. 
When addressing corr%%~“s”~~&~6 a tabular foit?#, this reviewer wi!l (to th,e extent 
required) preserve the commeniers 6$?rjtit $d, in general, app?opQately place the 
reviewer’s remarks after thgse of the coymet-!ters.‘j 

. ,. _. . 
_ _,i: L.) <, “̂  

This cqmqenter’s c~qly comment is: :~ _’ , 1” 

rice that should be . . 
;._ . ,(^ (.‘, _. ,_ _ . . . . ._ I ./ . ,i * .” ‘. 

., : “, ^. 

_  _’ ,,_ . .“. _  _.. . 
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