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Dear Sir/Madam:

The Pharmaceutical Research and Manufacmrers of Amenca (PhRMA)frepresents the country S
leading pharmaceutical research and biotechnology compames vhich are devoted to inventing
medicines that allow patients to live longer, healthier, and mor  lives. PhRMA
‘companies are leading the way in the search for new cures. Ph bers alone invested an
estimated $39.4 billion in 2005 in dzscovermg and develepm edicmes Industry-wxde
research and mvestment reached a record $51 3 bﬂhon in 20, 5.

We apprecxate the opportumty to. pmwde comments on thc sub
you in advance for your cons1derat10n of: them as you fmahze

Sincerely,

Al &

Alice E. Till, .Ph.D;

CC M. Caphart
- C. Joneckis

5005D- ov&;@ C,Q,

' Pharmaceutzcal Research and Manufacturers of Amerzca

1100 Fifteenth Street, NW, Washmgmn DC ep + Tel: 202 835-3564- FAX 202~835 3597 . E- Maxl
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PhRMA’s Comments on FI)A { "Gmdance for Industry on Investlgatlonal New
Drugs: Approachesfizt Com;alymg with CcGMP Durmg Phaso 1

General Comments

PhRMA strongly supports the developmont of this FDA guldeime," s we beli ‘e;thero is currently a
general consensus within Industry that there uld be an moremen 2 app/watzon of CGMP ‘
expectatlons throughout chmcal development; i

gmdance on this toplc there isa h1gh probablj ;
1nterpreted that there is no dlfferentlatnon betwaen the commerc CGMP’ _pectatxons (specxﬁed in
: C qu 'rements It wﬂl cause an undue burden on

manufacturmg expenence (e g reqm ; e:process and method vahdatlon in phase 2 when the
commercial, synthetlc/ formulation process and analytlcal methods have not been ﬁnahzed)

\gardloss of the phase of chmcal
> prin __ples of CGMP must apply,

Patient safety remains the central focus for sponsors of chmcal ,studa
development. We believe that throughout dmg development th, ;
namely:
° Avoxdance of cross contammatlon with other products
° Prevcntxon of microbial contannnatlon, and '

e Assuring authent1c1ty and approprlate punty of mvesngatlonal materials

In addltxon to prov1d1ng guidance on theilncremental CGMP requtrements as the clmlcal phase
progresses, we recommend that add1 ional clanﬁcatzon shouid be added to the dtaft phase 1 CGMP

guidance on these specific areas (de ils of thosa concems va'r/é hsted in the relevant secﬁon(s) on the line
specific comments): i o , ,

o Consistently dcﬁnmg and applymg to whom the gmdance is addresv id The current draft offers a
variety of addressees, e.g., “persons... producmg investiga "onal s’ sponsors, contractors,
‘commercial manufacturers. We underSta d that the. guidance i ‘xrected to “manufacturers of

mvestiganonal drugs”, and thlS include: 11 those that ‘manufa ,mre su,ch dmgs for sponsors

wanting to perfonn clinical stu es un T an. IND i

,sed thmughout the guidance
idance frequently refers to the
dances as sampling, testmg and

(e. g Quahty Unit / Quahty Con%:rol - Qui [ ; rance,
term “Quality Control or QC” whwh is. oﬂ:on deﬁned ino
1nspectlon This concept needs to be expandex -assurance and quality systems
in line with current thinking in the development and of ICHQ10and Q7A

e Clearly specifying in the guldance what is niot requn:ed for phase. 1 CGMPs (e.g. during phase 1
formal specifications not reqmred andz analytwal methods do not need to be fully validated to the
extent required by ICH QZ A/B). ,
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¢ Avoiding vague terrmnology and phrasea such as “most drugs” ot “most phase 1 studies” and
" instead including examples of exceptlons Detaﬂs of these concerns. are hsted in the secnon on
line specific comments.
. Ahgnmg the CGMP expectatlons outlmed in thlS draft gu 1dzmee Wath"omer FDA draft guidances
~ as they are finalized, notably Analy jcal Procedures and Me dation Chemzsti:y,
Manufacturing, and Controls Dcwumentatzon (August 200 A
Pharmaceutical Current Good Man facturing Practice Re,
 already include some recommendatloﬁs with respect to ¢
e Harmonizing this draft guldance with existmg mtematxona
applying to Investigational substances d ICH Q9, EC An
- CHMP/QWP/1 85401/2004. Wlthout a dmonal harmon:
multinational clinical mvestlgauons may recewe httle increx
phase 1 CGMP draft guxdance e : it

_,ceé such' as ICH Q7A
and EMEA

Finally, few manufacturing facilities ion. 1 products restrict preductmn to phase 1 matenals :
alone. Often the material used to initiate p cs is used in phase 2 cvaluatlons Wlth thls g
gmdance and the withdrawal of Parts 210 a “being apphc able
requires production of additional material under dlfferent and mofe stnnge
phase 2), and thus could be an unnecessary: economic: burden and:
Thus from a practical viewpoint, this draft gu:dance appears top
manufacturers only, with perhaps most of the relief going to aca
NIH. Consequently, we encourage the Agency Idevelop gmdan e f
clinical development as a pnonty ‘ i

,MP standards (e.g.

, ;lays in drug development.
e to a limited subset of
TgANi: ons such as NCI or.

r CGMP for later phases of

Line Specific Comments

Page | Seetion ‘ LR e
1 L , ‘ | The g hould cleaﬂy state that it is dlrected to
Introduction R Es f 1 facturers o’f mvestlgatxonal drugs As currently
1 L ‘ 22 ; fIn, hne thh our generalicommént’ regardmg expansion of the
| Introduction ok Sioe s Quahty Contrql‘céx;cep commé nd rewordmg ffom
1 L | v = ; 31 - a"What'fls meant by : 'atmnal drugs"? Does the
| Introduction | agency have any: spe ific stions in mind? If so, these
- | need to be speclﬁad - not,,gtv en the word “most” should be
: deleted P :
12 | IL 168 I Cu footnote 4 on the bottom of page 2 hmts to the
Background | | possibili y of additional FDA guidance in the future regarding
_;:'}pha 2 and 3 CGMP expectations. We suggest that this |
; i‘k‘statement should be moved ug mto the body of the text (as.a |
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Page | ‘Section Lh T
’ ntal last sentence in Ime 68) to clearly specify the
¥ ;vAgen y is pianmng to issue additional guidance and/or
s regulatmns on this topic (whi rther supports the Agency’s
‘ expectauons for the apphcatla phase dependent CGMPs)
h sed to read: “To reinforce |
ncremental apphcatlon of
y entf' we are plannmg on |
d/or regulations to define the
gmvesnganonal drugs for
2 1L 75 ”?P}ea‘ xplam what is ‘meant by : “certam exploratory
' Background S Lpr Again, if the Agency ‘has speclﬁc excepuons |-
;se;;shéuld be speclﬁed or the word “certain” should |
3 I , 80-81 | “Phase 2 and 3 productxen wﬂl (mtmue to be subject to those
‘ Background | portions ¢ of 210 and 21 ' ppl'*able » More clarity is |
: fneeded on. the mtennon entence. Without additional
ed that phase 2 and 3 CGMP
y different from commercial
ient does not. ahgn with the
h mentioned earlier in this section.
e more specific on the sections of |
nd those winch are not.
3 | 186 'L‘.Ple' ‘lanfy it the Agency is mten"” ng thls phase 1 ‘CGMP
Scope e to a ply only to the phase MP expectations for
, g dru products or to both drug : substances and drug p:roducts
300 (mL : ‘10()%‘101 'Please clanfy the »‘Agencys expectatmns for Combmatlon ;
| Scope ~ V Products (dmg/dev, >5) ,
3 (HOL 102 Investigatlonal materials : ‘educedm sufﬁment
| 'Scope S quanmyvto allow use in even phase 3 (e g hlghly
i consxd exceptwns in Justlﬁable cases such as hlghly potent
A campounds)” : :
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Page | Section ool e L
4 . | What is meant by ° most drug 7 If the’ Agency has spemﬁcf
Statutory and S “fexceptxons in mmd, these shouldi 'ef_stated or the word “most”
Regulatory *f,;should be deleted e
Requirements ; i > S
45 |[v. 1 158-159 *What 13 meant by “most studles”‘? B3 the Agency has |
| Recommendations | ‘g.,spemﬁ{: excepnons in mind, these. shouid be stated, or the
for Complying ; | word “most should be deleted.
|withtheStatute | -~} = o oy
5 {v. [ 162-171 j’g[ RM, ent with this section, but we
- | Recommendations | ' helpful, especially for
| for Complying | amiliar with the overall
with the Statute
i ?“Durmg product development, 'theiquahty and safety of the
| inve: ’ am”med, in part, by -
testing procedures in
stablishing an effective
1 , 1 also facilitate the
- | production of equwalen able investigational product
| for further clinical study eeded and will allow the
: effectwe management of .the changes that are expeoted during
i development i
o ;More speclﬁcally, a Quahty System wﬂl mclude
. Wmtten procedures that are well deﬁned
e Asystem for risk management S
e Equipment t that“xs contmlled appmpnately for the
- intendeduse '
. A system for appmpnate samplmg, mspectmg, and
- festing componen terr ;edlates, bulk, and packaged
) pm&uct :
e Asystem for appr ai or rejectmn of each batch of
L matenal
‘o Accurate and ‘1st'emlyﬁ;reported data, and
~ maintenance SR
e Maintenance of_ the integrity of clini
i matenals e S
6 V. 1205 | The "aﬂ mdance recommends “A formal evaluanon of the |
Recommendations | ) More

W:enwronmem to 1dent1fy Eotentxal ‘hazards”.
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| commercial production We be
o Agency’s intent by
‘ respms:bxhty for qui

‘Page | Section . m SR : o K
| for Complying - is needed cm 'the mtentmn of thls reccsmmendatlon
with the Statute ‘ ' -,perf 1 this evaluation, it is not
‘ e written. document pamcula;rlyf
|at ' : ) appears to increase the.
\ fregulatcry burden by spec a’dy semng thls expectation.
Th1s bullct pomt shﬁuld, ?"revxsed to read “The pmductxon
,envuonment should - tentml hazards that could |
,»nnpact pmduct quahty, 4
6 V. - |211214 f' More clarity is needed z;the mtentwn of the recommendation:
| Recommendations | | “Producers should establish production controls based on a
for Complying | risk assessment for the product and mal ufacturmg process and
with the Statute 1 ood scientific and quality control principles when: :
| implementing specific practices and procedures for CGMP.”
- | Does the Agcncy mtend 1o recommend the creation of a formal
nsk. assessment docum nt for each pmduct and manufacturing
0 \ thi ecessary for mvesttganonal
| pring when
- prooedures for CGM
| tine with “Producers sh‘
i procedures for CGMP”.- T
6 V. A. 1220 ,Tha same camments regardmg redeﬁnmg the term “QC” apply ~
Personnel s 5 as well especially to those job functions which raqlnre a
igh knowledge of quality principles and systems We |
, recemmend replamng “QC” thh “Quahty”
6-7 | V.B.. | 224-251 1 {PhRMA is m full agree ontw the Agency w1th respectto :
Quality Control GRE | : : ‘nai‘ mducts However we |
Function differ

ing the dlscusswn on the
to the front of the section. PARMA

& 3 .'thequr»e offers the following alternative wordmg for Section

; fat the Agency s consideration:
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P ge Secﬁon

'ﬁsgnncl, invloflved;in,«the »

cn,; An exceptlon may be ,
be actxcal in wh1ch case |

’ Estabhshmg, revie
e 57.:cr1tena, that

approvmg acceptance
1th;rcgards to patient

: ‘ roduct, for
F fa product |

o ,f(stamng matcna
- labeling), intermec

 product

e [Esta’bhshmg, remewmg, and approvmg productlon
e fésprocedures an mtest procedures ;.

ectmg each chmcal
;revxew of

i may bc,accomphshed throug_l_x an qgm‘gpnate Msxcal means
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Page | Section Sty
' on within the room.”

7 |V.D. , 23 |1 uspaxts of this guidance |
Control of L ction V. D. does not align |
‘Components he Giossary (e.g. hne 229

7 k j__V D. / pr ;ede; the aséf.ghment of an

' Control of or be used in more than

| Components e ,batch number would be |
L We suggest that the wordmg :
U “Rmm:ds“comemmg an mvesttgatmnal product must contami, '

1o ;cejrelevant mformatxon onkall components used,

‘ty of th shi;iment suppher sname,k

orage wndmcns and correspondmgk

8 V.D. i 294-296 "
~Control of
Components

attnbute is deemed and
ant to the phase 1 nature of

8 V.D. 296'*298 Td testir should Be. performed on API recmved from |
Control of PR A s ‘the ompany, ‘however, 1dentxty testmg shuuld not be

| Components 5 req_‘,\,edffar mtracompany shtpments ,
| Suggested rowording:
o “For each batch of the drug : bstame ;:(or API), we stxongly
recommend perfo rm / ty identity testing when |
regardless of whether
v:ded For intra company‘
ontrols are used (e.g. umque
rmatory 1dent1ty testmg 1s not |
ent is intact.” '
g8 | V. E , ,3.0'5,—3';(‘_)\9 Thls sectmn addresses productxon, not labora‘aory testmg
Productionand | :
Documentation This. ,em:ence should be revised to read “A reccrd of |
o

_‘ctlon data. that detaxls the con;ggnents equlpment and" :
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| Page | Section | Line( - : :
0 ° ER procedures used.” N
8 V.F. S '322-732‘5' 'The term “reproduclbleé ‘has a spec onnotatlon i ICH
'Laboratory | | Q2A/B for commercial testing an we recommend that this |
Controls | term be replaced Also, in order to capture the intent of the |
language in line 305, we sugg rephrasmg the paragraph
,gif“We recommend that; testi "hpuld be performed under ‘
contr lled conditions and low written procedures describing |
| the testing methodolog; atation of equipment used
“and results obtained. Analytlcal tests that provide information |
~ | to support batch release (e.g. testing of components, in-process | -
| ma L ‘packaging, drug product) should be scientifically |
50 pemﬁc, sensmve, and accurate) and sultable for
& the specxﬁedt purpose ~
9 V.E. w339+34,1,_ ;j«”"t-me the Agency’s xpectatwns for retammg API andf
| Laboratory » .
~Controls
G ;testmg or 1nvest1gat1o if requir
1 qu ity requlred for rclease testmg) It 1s not always posauble :
i cate twice the amount of samples just for retain samples, |
P rly for products that are hlghly individualized (e.g.
; }antl« otype antxbody to a 1ndw1dual speclﬁc B cell
9 |V.F. 341-343 he :‘"' amples until 2 years after the |
Laboratory ' L k,f;clos of the IND are addmon, this practice does
| Controls | not add value as the samples at th nd of that penod do not
' | represent what was used in the stu and any questions about
| the material would ha surfaced. In addition we find
the value of stonng the s ore than a year after the study
i close adds no valu‘evo the same reason. The close of the IND
| would i o -earliest at the same time as the
fstudy is. tenmnated and preference' to the close of the IND is
s ‘therefnre un.necessary : :
R \»Wa uggest the followmg modtﬁcatlon ,
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1O ¢ Sectmn

9 |V.F.
Laboratory
Controls =

: }:sponsars mmate aun‘i
= 'reprcs&ntanve sa.mpl'

d: “We recommend that |

stabﬂlty study using |

9 V..
Recordkeeping

11 | VL B.

Facilities

| Multi-Product

426-427 | F

s mclude ptocedures for |
roeluct matenals, product

1 |VLB.
| Multi-Product
| Facilities -

‘ 427’—'429

11 |vLC.
Biological and

‘| Products

Biotechnological

2 |[VLC.
| Biological and

. Products :

Blotechnologwal

| 498*"«99&»

ty ‘rewew is not a statutory.

product approvalj
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Page

Section

| assist the Agency in fu i mg lts rmsswn to protect the pubhc s

1is will ncfe safety of mvestigatmnal products and

U bealth.

13

VLD.
Sterile Products/ |

Aseptically

Processed

Products

3 1»81-}51‘9,

oo ‘;i,fienwmnmental cdﬁdl ons as ap| ‘
| manipalation, or be:tw : dlfferent, opcratzons durmg the same
e ' |

: 'The momtenng of c

ne "tmms is net mentloned ~

13

VL.D.

| Sterile Products/

Aseptically
Processed

531-532 P
= T; address the’ stenhzatxon of the mvestlgatmnal product

,ertmg the followmg clanﬁcatxon

13

VID :

Sterile Products/

Aseptically
Processed
Products

533 T g

o term “tost artxcle” is. frequenﬂy 'usad m;fGLP apphcatxons and

\drug substance or product dependmg on the’ i

3

VL. D.

| Sterile Products/
| Aseptically '

- | Processed
| Products

15

[ Glossary

555

"We propose mcorpnr ﬁng
i Glossary ‘

_ef;‘ff{)llik:)Wingk ‘additions to_the

:  - Deﬁne advmhﬁom agents
e leﬁne Qu_hty System

15

Glossary -

nmon of “Component does mt match the descnptmn
the body of the document in lines. 229-231. The
on needs to include packagmg commadltws and clarify

Th d’ek

,cludes API 1aw matenals An altemate to the term
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Page | : Seetwn

¢ “material”.

15

[ Glossary

s T T
= ; jjprovx d m lmes 3 93
| deﬁnmms ogeur only

s i ‘::edundam to the text

TS

Glossary -

1

"‘,jA comma is rmssm
1 “1abomtory ‘

16

| Glossary

1604-606

1 ".g study” is redundam 1o the text.
d we. recommend that these

16

’ Glossary

~ |sys ;
L jPhRMA «susuggested text for Sectmn V. B

more ' appropnate to deﬁne the term ‘Quahty \
an, “Quality Umt”, which has. been used m7,

17

References

1633

s ijTheV reference man o
- | References section.
| FDA gu1dance on Expl
E hst

389 is missing in the |
commend a adding reference 5 on
ND Studies to the References |




