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' 'Overall Assessment of FDA Gmda" e :n CGs Dnrmg Phase 1 ()raft) Gmdance' r

Schering-Plough fully supports FDA : evelopment and issuance of thls gu1dance We strongly
agree that CGMPs should be apphed to mvestlgatlonal drug products in clinical development
with the understandmg that controls will vary dependmg on thi of product and process
knowledge and experience gamed as the product progresses thro e}opment from Phase 1
to 3 and ultlmately to commercialization. ‘General commen: uidance and overall

; apphcatmn of CGMPs throughout development are hsted beIo S e ]

sue add1t1onal gun:lance on .
ut this, there may be an
~and 3 of clinical development
ndustry thereby increasing
> may be an incorrect
_ter‘, phases of chmcal'

° It is cnucal that in parallel to fi ahzmg this gmdanc
~ their expectations of CGMPs. for Phase 2 and Phas
unnecessary application of commerc:lal CGMPs to Phas
~causing increased regulatory ‘
e 'development time and ove
interpretation and apph
development thus leading to
CGMPs in Phase 2and 3.

e We encourage FDA to encourage other reglons (e 2. ;:»European Umou) on a smnlar
: phased approach to. apphcauon of CGMPS during clinical d elopment ‘Harmonization
~ of this draft gmdance with ether exzstmg internat ces such as EC Annex 13,
and EMEA CHMP/QWP/185401/2004 would allow ons the ablhty to take full
~ advantage of the ﬂex1b1hty suggested by this Phaﬁ
trials. - :

We I ecﬁmmend that the -
1 production and disposition

o As pauent safety is a crmcal focus m chmcal de relo
- guidance be revised to assure that separate persounel per
of the investigational drug product regardless of size oft 1

e The scope of Phase 1 stud1es should be. more clear]y descnbed The gu1dance shou}dv
avoid vague termmology andwphrases such as “most- drugs” or most studies” and instead
should include examples of ex puons ‘We also recommend the Agency consxder
expanding the scope of this Phase | guidance to include Phase 1 st

- for exploratory pharmac PK) ' assessment (e P}
- formulation) even if the drug. product has
development. ; | o

ved nto 1ater phases “of chmcalk

b"ated to termmology of the
he guidance often uses the
esting, and inspection. The .

L Spec:1ﬁc areas of the guldance that requlre clanﬁcat" ]
Quality Unit vs. Quahty Control vs. Quality Assuren
term QC, which is defined in other gu1dances as sa

-role should be clarified to more. appropnate terminology
Assurance in line with current thinking in the devel
‘and ICH Q7A. Spe01ﬁc reconnnended rev1sxons are |

listed below. : o

application of ICH Q10
in :ythe detailed comments o

e The FDA should con51der commenung on how mspectors wﬂI be tramed on the concepts :
of this new guldance and expectauons around mspecuons to ensure cons1stent :
interpretation. T P s

1ce for multmatlonal clinical -

’ aszuahty Unit or Quahty |



FEDERAL REGISTER 71 (10), TUESDAY, JANUARY 17,2006 PR()POSEl) RULES

1 L Intr(idﬁction/ZQ | In lme thh our general comments regdrdmg clanﬁcauon of the Quahty Control concept we recommend rewordxng from
e : applymg Quahty Control (QC) prmc1ples” to “applymg GMP prmc1ples
2 ' L :BoclggroundﬁS Rt Please explain wha '1s meant by “certain exploratory products s Agam, 1f the Agency has spemﬁc exeeptlons in mmd these
i e ;should be spec:1ﬁed or the word “cenam” should be deleted ; : ,
'3 |HLScope/89

1. eope/?().?s and?

pe of this guldance."‘ However the Agex;

eqmrementsi 1 35 -

: Y ,
1 91 : con31der expandmg the scope of Phase 1 studies bemg conducted for further BK exploratory assessment even if the
| investigational drug product has moved into Phase 2 and Phase 3. xample would be ifa PK study was bemg conducted
| onanew formulauon from that bemg evaluated in later phases of devh lo pment L ; : : .
i Suggest the followm sentence be added “Pha';e 1 studies to be performed . mvest:gatlonal new drug products (e g ,new
iy fformula' ion requi g PK studles), eve if the i vestlga onal new drug has yrogressed into later stages (Phase 2) may be
Regulatory e - o s

‘Recommendations
| for Complying with
, the Statute/lSS 159

“The intent of the word “Most” in most Phase l studxes should be addressed‘ If the Agency has spemﬁc exceptlons m mmd

,they should be deﬁned

V; . S
Recommendations -
for Complying with

the Statute/170

Clanfy meaning of Eqmpment that is adequately controlled A proposed revision is as. follows “ Equipment that is
adequately controlled for its intended use.”

Page 20f7




_FEDERAL REGISTER 71 (10), TUESDAY, JANUARY 17, 2006 PROPOSED RULES

Vi :
,Recommendatlons
| for Complying with

the Statute/159-171

“B.. : Quahty Fra ,ework

, ;-It appears the guidance is mixing together the concepts of analytical procedures, quality system procedures and production
: j:pmcedures in this section. In addition, it may be more clear to focus and clarlfy the discussion around the Ageney s
:termmology related to quality framework rather than QC procedures “As stated, the Agency hi ghhghts that the

recommendations in the guidance will help prov;de an appropriate quality framework for a variety of investigational drugs

manufactured in various situations. = Describing this framework fully and early in the guidance will be. helpful especially for - |
institutions and smaller campames that may be less farmhar w1th the overaﬂ prmc1pies of CGMP The follcwmg secuon
¢ could be revised as such : : :

‘;Dunng drug produc deveiopment, the quahty and safety Of mves; /aﬁ;mal drug products are mmntamed, in pmh' havmg s
0 appropnate q rane 1

uaht

e‘_estabhshmem of standard proceckg‘es wﬁl ‘

o ;fauhtate the prod ction of fqalvalent or comparable mvest:gattonal érug product for further chmcal stud1es as needed The e

ertten procf' ‘uresr that are well deﬁned ¥ ‘
Role Gf the Quahty Umt or mdependent quahty personnel

s, intermediates, bulk and packaged drug |

k l‘, Subsequent secuon 5 € escmbe reqmrements fox these key elemems in mere detaﬁ Ry
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