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PhRMA Comments on 
Docket No . 20d5D-0286 

" Avoiding vague terminology and phrases such as "most drugs" or "tliost phase 1 studies" and 

instead including examples of exceptions . Details of these concerns are listed in the section on 

line specific comments . 
. Aligning the CGIvIP expectations outlined in this draft guidance with other FDA draft guidances 

as they are finalized, notably Analytical Procedures and Methods Validation 
Chernistfy, 

, Marau,facturing, and Controls Dactnnefztation (August 2000) and Quality Systenis Approach to 

Pharmaceutical Current Good Manufacturing Practice Regulations (September 2004), which 

already include some recommendations with respect to clinical phase expectations . 

. Harmonizing this draft guidance with existing international gr.iidances such as ICH Q7A 

applying to Investigational substances and ICH Q99 FC Annex 13, and EV1Fr1 

CHIvIPIQWP/185401/2004 . Without additional harmonization, organizations that execute 

multinational clinical investigations may receive little increased flexibility suggested by this 

phase 1 CGMP draft guidance . 

Finally, few manufacturing facilities for imvestigatialzal products restrict production to 
phase 1 materials 

alone . Often the material used to initiate phase I studies is used in phase 2 evaluations. With this 

guidance and the withdrawal of Parts 210 and 211 being applicable to phase 1 material only, 
this 

requires production of additional material under different and mare stringent C'GMP standards (e.g . 

phase 2), and thus could be an unnecessary economic burden and result in delays in drug 
development . 

Thus from a practical viewpoint, this draft guidance appears to provide value to a limited subset 
of 

manufacturers only, with perhaps most of the relief going to academic organizations such as NCI 
or 

ME. Consequently, we encourage the Agency to develop guidance for CGIv1P for later phases of 

clinical development as a priority, 

Line Specific Comments 

Pa e Section Li~e ~ Recommendation 
--.-_A~-_ -

---~ 
17 ' ''~l~e guidance should clearly state that it is directed to 

Introduction ~ "man~~facturers of iilvestigaiian2~I drugs" . As currently 

I drafted, it is not . 

1 I . 22 In line with our general comment regarding expansion of the 

'' Introduction Qiialiry Control concept, we recommend rewording from " . . . 

applying quality control (~5t;} principles" to " . . .applying 

quali?.y system principles as outlined below . . ." . Please refer to 

the comments in line 162 to 111 1 for further explanation . 

I . 31 What is gneant by "tilost iii.vestigaiional drtigs"? Does the 

Introduction I agency have any specific exceptions in mind? If so, these 

need to be specified . If not, then the word "mast" should be 

deleted . 

2 IL -6-8, ^~ Currcntly, fooinate 4 an the bottomcst page 2 hints to the 

Background possibility of additional FDA guidance in the future regardin~ 

phase 2 and 3 CGMP expectations, We suggest that this 

statement should be moved up p into the body of the text (ab a 
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Pa e Section Li ne(~Reco~n~n~n~~ tion 
lemental last sentence in line 68) toclearly specify the supp 

Agency isplanning toissue additional guidance and/or 
' i s regulations on this topic (which further supports theAgency 

Ps) . expectations for theapplicati on ofphase dependent CGM 

The new sentence could be re-phrased to read : "Toreinforce 

the Agency's expectations for the incremental application of l, 
` CGiVIPs during clinical development., we are planning on 
j developing additional guidance and/or regulations to define the 

CGMP requirements when producing inarestigational drugs for ~ 

phase 2 and phase 3 clinical studies", 

II . 75 Please explain what is meant by "certain exploratory 

Back~rourtd 
I products" . Again, if the Agency has specific exceptions in 

" should i mind, these should be specified, or the word "certain 
be deleted . 

3 ' 11 . i 80- 8 1 "Fhass:.° 2 and 3 production will continue to be subject to those 

B 

c rou 

ackgroundd portions of 210 and 211 that are applicable ." More clarity is 

~ needed on the intention of this sentence . Without additional 

~ clarification, it could be interpreted that phase 2 and 3 CGMP 

expectations are not dramatically different from commercial 

CGMP expectations . This statement does not align with the 

incremental CGMP approach mentioned earlier in this section . 

We request that the Agency be more; specific can the sections of 

210 and 211 which are applicable and those which are not. 

3 III . 86-, Please clarify if the Agency is intending this phase 1 CGMP 

Scope guidance to apply only to _he phase I CGMP expectations for 

drug products or to both drug substances and drug products . 

3 Ill . 100-101 Please Clarify the Agency's expectations for Combination 

Scope e s ) . Products (,d;~u~/dEVic 

3 -Ill . 102 ~ Invasgigational materials may be produced in sufficient 

Scope quantity to allow use in phase 2 or even phase 3 (e .g ., highly 

potent drug substances) . Restricting the use of inve.stigational 

ir.aterials produced under the degree ofCGMP outlined in this 
guidance only to phase 1 clinical studies would increase costs 

and extend development times . Consequently, we recommend 

clarifying this bullet with a`Investigatiional new drugs 
manufactured for phase 2 and 3 studies (but the Agency may 

i consider exceptions in justifiable cases such as highly patent 
compounds)" . 
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Pa e Sectio n Line s Recommendation 
135-I3b What is meant by "most drugs"'? If the Agency has specific ~ 

4 IV . 
Statutory and exceptions in mind, these should be stated, ~r the word "most" i 

I Regulatory shauid ~e deleted . 

Requirements 
I rsg_I59 V~hat Ys meant by "most phase 1 studies"? If the Agency has 

f Recommendations ! i, exceptions in mind, these should be stated, or the 
; for Complying ~ word "mOSt'9 should be deleted, 

with the Statute 
5 V . 16'?-171 P1~.RI~~A supports the Agency's intent with this section, but we 

Recommendations believu some clarification would be helpful, especially for ; 

for Complying those institutions that may be less fanlffiar with the overall 

with the Statute princiiples of CGIVIF' . In addition we believe closer alignment I 

to the requirements in ICI3 Guideline Q7A and other non-US ' 

agencies would be beneficial for the multinational companies . 

! Theret'ate we offer the following alternative for consideration , 

! by the Agency : 
I 
~ "Dut-ing product development, the quality and safety of the 
~ investigational drug products are maintained, in part, by 

having appropriate quality oversight and testing procedures in 

effect, This can be aebieved by establishing an effective 
uality System . Such a system will also facilitate the ] .ction .0 u, d P I 

of equivalent or comparable investigaiional product 

for further clinical study as needed, and will allow the 
effective management of the changes that are expected during 

~ development . 

l More specifically, a Quality Svstern will include : 

. Written procedures that are well defined 
a A system for risk management 
+ Equipment that is controlled appropriately for the 

intended use 
A system for appropriate sampling, inspecting, arid 

testing components, intermediates, bulk, and packaged 
product 
A system far approval or rejection of each batch of 
material 
Accurate and consistently reported data, and 
maintenance of records 
Maintenance of the integrity of clinical study 

i materials" 

I, 205 ~ The draft guidance recommends "A lorsnal evaluation of the 

Recommendations i production environznent to identif~L2()tential hazards" . More 
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Pa e Section 
for Complying 

Line s Recom 
recommendation . en ation. clarity is needed on the intention of this recommendation . 

with the Statute 

i 

While most manufacturers perfortri this evaluation, it is not 

necessarily recorded in a slingle written document, particularly 

l 

at phase 1 . The recommendation appears to increase the 
atory burden by specifically setting this expectation . regul 

This bullet point should be revised to read : "The production 
environment should minimize potential hazards that could 

1v e 

impact product quality and safety". impact 

- - - 

it 

" 

a 

endation : endation : a ti o e h f 6 V 11-214 211-214 2 am m e recomm recomm t More clarity is needed on the intention o More 
Recommendations ii dations 

men 
i 

t 
"Producers should establish production controls based on a : 

n for Complying 
)in g 

risk assessment for the product and manufacturing process and risk tu 
with the Statutee 

folle 
follow good scientific and quality control principles when 

" 

un p 

implementing specific practices and procedures for CGMP. 
~ 

I 

Does the Agency intend to recommend the creation of a formal L risk assessment document for each product and manufacturing 
process'? We do not feel this is necessary for investigational 

~ products and suggest deleting "establish production controls I 
based on a risk assessment for the product and manufacturing 
process and follow goad scientific and quality control ~ 

principles when implementing specific practices and 

procedures for CGIVIP" . Instead we recommend replacing this 

line with "Producers should follow good scientific and quality. 

assur=ance principles when implementing specific practices and 

procedures for CGMP". 

6 V. A. 22~ Tn~: same comments regarding redefining the term "QC" apply 

Persannel here as well especially to those job fwactioris which require a 
t 

oro 

horough knowledge of quality principles and systems. We 
recoY-nmend replacing "QC� with "Quality''' . 

6-7 V. B . 224-251 I'hFLMA is in full agreement with the Agency with respect to 

I Quality Control assuring the quality of invesi:igational products . However, we 

Function believe that some clarification and differentiation, consistent 

with ICH Q7A which applies to invesCigational materials, 

between overall quality oversight, Quality Control (sampling, 

inspection and testing), and product. release would be helpful, 

especially fox institutions that have less experience with 

commercial production. We believe we can strengthen the 

Age,ricy's intent by bringing the discussion on the 

responsibility for quality to the front of the section . FhRMA 

therefore offers the following alternative wording for Section 

V. B . for the Agency's consideration : 
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FP---a:--e Section Line-0-J-1 Recommendation 
Quality 

i 
I Quality is the responsibility of all persc?rmei involved in the 
manufacturing, packaging, and testing of anvestigational 
products . Nevertheless, we recommend that final 
responsibility for quality oversight and approval or rejection of I 
each batch of product for use in clinical trials should be 

i assigned to a designated individual or function . In keeping 
with the basic principles of CGMP, this individual or function ! 
must be, independent frarn production . An exception may be 
made where this separation may not be practical, in which case 
accountability for release and quality oversight must be clearly 

' defined ; and additional, periodic review of production records 
should be carried out by an independent, appropriately 
qualifiled individual . 

. We recommend that every producer establish a written Quality 
' System . Far example, a sound Quality >9ystem should provide 
for the following functions : 

Establishing, reviewing, and approving acceptance 
criteria, that are appropriate uritr¬ regards to patient 
safety and extent of knowledge about the product, for 
the various components used in production of a product i 
(starting materials, primary packaging materials, , 
labeling), intermediates and for the bulk and packaged ;, 
product ; 

+ Establishing, reviewing, and approving production 
procedures and test procedures 
Responsibility for sampling, inspection, and testing of i 
components, intennediates, and product . These 
activities arc; frequently defined as "Quality Control" . 
Responsibility for releasing or rejecting each clinical i 
trial batch based upon a cumulative review of 
completed production records, test results, compliance 
with acceptance criteria, and other relevant information 

6 Responsibility for appropriate inVestigation as well as 
ensuring any necessary corrective action, in the event ! 
that unexpected results or errors occur during 
production, testing, or in response to complaints . 

In order to avoid potential contamination of investigational 
product with laboratory reagents, we recommend that testing 
activities be separated from production activities . Ideally this 

r can be achieved by use of separate rooms, but in some cases, 
for example with highly potent or radio-labeled materials, this + 
ma lid accomplish~d rough art appropriate physical meails i 
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v --- - Pa e Section s Line ^ Recomenendation " f of segregation within the room. 
I 

idance f thi 
7 I) . V 273 s gu The description of component in various parts o . 

Control of and 'relative to the requirements of section V. i) . does not align 

with the definition of component in the Glossary (e.g . line 229 Components 
and linF~ 572) . , 

I? . V 279-282 Recording of components may precede the assignment of an i 

I 
. 

Control of investkgaticnal product batch number or be used in more than , 

Components one investigational product . The batch number would be ~ 

cross-referenced at a later date, We suggest that the warding 
be cba-aged to : 

I . ~ u . n j "Records concerc~ing an investibatianal product must contain 

or cross-reference relevant information on all components used ~ 
during its manufacture . information about components would, 

~ ' s name, include receipt date, quantity of the shipment, supplier 

component lot number, storage conditions and corresponding 

~ expiration or retest date." 

D. 294-296T D, 8 V I ig for the incomplete Ilff ttakke_~ Iiiei-ally, -the sentence "teSt4p 
. 

Control of Control ' Con attribute of the component is recommended" implies that all Comp 
Components possible attributes may need to be tested, either by vendor or 

internally, It is suggested that that the end of the sentence, 
should include " . . .unless that attribute is deemed and 
doCLImented as scientifically irrelevant to the phase I nature of 

the r6imulation and/or investigation.- 

- - - - 8 DD. V 
V 

9( -298 on API receive from ed m be perfor det~~~tesfi~ngshoul dngshould 
from . 

C 
trol of 

ontrol of . outside the company, however, identity testing should not bbe 

Components required for intracorripany shipments . 

Suggpsted rewording : 

~ "For each batch of the drug substance for API), we strongly 
recommend performing co-nfirmatozy identity testing when 
API is purchased from a supplier, regardless of whether ~ 

documentation has been provided . For intra company 

shipments where appropriate controls are used (e .g . unique ~ 

tainper evident seals), carifirmatary identity testing is not I 

requitred if the integrity of tho shipment is intact." 

- ---- 
I 

g ~,~ . E, 305-309 praductic~n, not labaratory testing . This section addi~esses 

Production and 
Documentation I This sentence should be revised to read : "A record o f 

~ production data that details the components, equipment and 
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------------------------- ------------------------- 
Section Line s Recommendation 

~ 

procedures ased ." 

- 
- 8- V. F . 

--- 
322-325 ' 

- -_. 
The term "reproducible" has a specific connotation in ICU 

Laboratory Q2A/B for commercial testing and we recommend that this 

Controls term be replaced, Also, in order to capture the intent of the 
~ language in line 305, we suggest rephrasing the paragraph 
starting at line 322 to read : 

"We recommend that testing should be performed under 
controlled conditions and follow written procedures describing 
the testing methodology and documentation of equipment used 
and results obtained . Analytical tests that provide information 

i to support batch release (e .g . testing of components, i11-process i 
~ material, packaging, drug product) should be scientifically 
~ sound (e.g ., specific, sensitive, and accurate) and suitable for I 
I the specified purpose ." ; 

1 

9 V. F. 339-341 What are the Agency's expectations for retaining API and 
Laboratory ~ excipiwnt samples? For additional clab-ification, the following ~ 

Controls sentence should be revised : "When feasible, we recommend ~ 
~ ~ that the sample consist of twice; the quantity necessary to 

conduct release testing (excluding any testing for pyragenicity 
and sterility)." 

, The revised sentence should read : "We recommend that the 
sample; consist of a quantity adequate to perform additional 
testing, or investigation if required later (e.g . two times the , 

' i quantity required far release testing) . It is not always possible 
l to allocate twice the ainoune of sample--, just for retain samples ., 
particalarly for products that arc: highly individualized (e.g . 
anti-idiotype antibody to a individual specific B cell 
1dIoty)8)." 

9 V. F . ~41-343 The l.isties of r~airat~irain samples ur~til 2 years aftE~ _ 
~ Laboratory close of the IND are difficult . In addition, this practice does 

Controls not add value as the samples at the end of that period do not 
~ represent what was used in the study and any questions about 
the material would have already surfaced . In addition we find 
the value of staring the sample more than a year after the study 
close adds no value of the same reason . The close of the 1I~'JD 
would also always occur at the earliest at the same time as the ,s 
study is terminated and reference 2o the close of the IND is 

~ therefore unnecessary . f 

~ We saggest the following modification : 
i 
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Pa e Section Line s 
' 
Recommendation 

stored and ~ t l i " y a e We recommend that the samples be appropr 
retained for at least 1 year following study termination ." 

9 V. F . 

7 

347 

7 

The stability study should be designed appropriately to support 

Laboratory , the expected storage of the product . ! 

Controls 
The revised sentence could read : "~~'e recommend that ~ 

initiate an appropriate stability study using, ' ors spc~ns 
" ~~pr~sentative samples of investigatianat new drugs . . . 

--i 
e and " i i " g I v 374 s vagu ons All quality control funct Th~ btillet paint . , 

Recordkeeping Recordkeeping redundant to lines 369-370 . We recommend deletion o t is 
bullet, 

11 V I B . 

I - 

B . -427 426-427 sentence to For clarification, we recommend modifying the sentence to 

M 
I i_P 

ulti-Product 
u I 

read : 
F 

Ilities 

acilities 
"Examples of appropriate controls include procedures for 

cleari9ig the roam of previous product materials, product 

segregation, component segregation, and use of unique 

~ identifiers" . 

1 ~ VI . B . 42'~-429 "Asscssed" may imply testing, which may not be necessary . 

Multi-Product We suggest the faliowin~ instead : 

Facilities 
"We recommend the implemented controls be reviewed 
periodically to evaluate their effectiveness ." 

11 VI . C . 453 Th~ statement " . . .and clearance of substances" is unclear . We 

Biological and ~ recommend re-phrasing the sent,ercee to clarify the intent as 

Biotechnological ~ meaning clearance of substances that are toxic in nature . 

Products 
We suggest the following instead : 
" . . .and clearance of substances that are toxic in nature (e .g ., 

antibiotics, chemicals) be used in production and that 
adventitious agent testing be established as appropriate ." 

12 VI. C . 4g8-499 We recoinmend that FDA eliminate any recoinmendation for 

Biological and documented periodic review in this guidance . Current IND I 

Biotechnological regulations (2ICFR312,33) require annual reports be made to 

Products 
I 

the Agency, but a periodic quality review is not a statutory 
I ~ 

I requirement until con-imercial product approval 

(21 (.'1FR211 .1 80(e)) . While most commercial manufacturers ~ 

perform this type of evaluation as part of process development , 
requiring a separate report for analyst's of phase 1 production 

~ increases burden to the industry, , Fu zther, there is no evidence 
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- - - - Pa e Section e(s Recommendation 
ional pro,ucts A~and ga iivesti -fi ha 

Line 

that thistill in-crease -the s-a-fety o 
a 

~s 

Re' 

e Line 

in fulfilling its mission to protect the public enc A ffi i 

1 

ss 
y g e st ss aa 

7 

h 

C_ 

h 

" 

calth. 

13 VI . D. 

, 
I 

'h 518-519 The monitoring of environmental conditions is no, mentioned, 518-519 
1~3_ I-A Sterile Products/ 

I" 'l 

but would be important in order to conduct the investigations l 

Aseptically of sterility test failure in lines 551-553 . 

Processed 
~ Products We recommend the following amendment: 1 
j "Disinfecting the entire aseptic workstations and monitoring of I 
environmental conditions as appropriate (e .g . before aseptic ~ 

manipulation, or between different operations during the same ' 
day),°~ 

13 VI . D . 531-53 have a concern that the proposed guidance does not fully 

I Sterile Products/ i address the sterilization of the inv¬stigational product . We 

Aseptically , therefore recommend inserting the following clarification : 

Processed 
Products 

' 
~ "Documenting and following alit procedures intended to 

' maintain the sterility of the components, in-process materials, 
and final product (e .g . qualification o#` terminal ox alternative 

sterilization procedures, media run qualifications for aseptic 

filling.,, etc .) .'' 

13 VI . D . 533 Theterm "test article" should be replaced with a more 

Sterile Products/ descriptive term such as "API" or "'drug substance" to, 

Aseptically minimize confusion on the intention of this sentence (e.g . the 

Processed term "test article" is fiequently used in CaLP applications and , 

Products can imply a drug substance or product depending on the 

~ situation) . 

13 VI. D . 543 The same comments regarding redefining the term "QC" apply 
" Sterile Products! 

be 're 
. as well . We recommend replacing "QC" with "Quality 

Aseptically 
Processed 

15 
Products 
Glossary 553 We propose incorporating the following additions to the 

, Glossary : ' 

- Define adventitious agents 
i - Define Quality System 

15 Glossary 57?_-573 ~ The definition of "Component" does not match the description 

~ given in the body of the document in lines 229-23 i . 1 he 

derraitian needs to include packaging commodities and clarify 
if it includes API raw materials . An alternate to the term 
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1'a e Section Line s Recommendation _ 
i l" t " " . a . er ma in the definition could be "ingrec?ient 

15 Glossary 594-~g7 This definition for "Micros3ose studies" is redundant to the text j 
E provided in lines 393-396, and we recommend that t.hese 

definitions occur only once in the guidance . 

16 Glossary 601 A comma is missing between the word "labeling� and '~ 

~ "laboratory" . 

16 Glossary 604-GQ6 This definition for "Screening study" is redundant to the text ~ 
' provided in lines 38"?-391, and we recommend that these 

~ clefinnitians occur only once in the guidance . 

4 16 Glossary 1 It ma be more appropriate to define the term 'Quality 6 
~ Systern' rather than "Quality Unit", which has been used M 

PIiRIv°iA's suggested text for Section V.B . 

17 References 63~ ~ The reference mentioned i~ line 
'89 

is 
missing in 

the 

References section, We recommend adding reference 5 on 
FDA guidance on Explor~atoiv fI~'D Szuc~ies t~ the References 

' list . 


