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January 24, 2002

Dockets Management Branch
HFA-305

Food and Drug Administration
5630 Fishers Lane, rm. 1061
Rockville, MD 20852

Re: Docket No. 01D-0488
Draft Guidance for Industry on Food-Effect Bioavailability and Fed onequwalence Studies:
Study Design, Data Analysis, and Labeling; Availability

Dear Sir or Madam:

Reference is made to the Draft Guidance for Industry entitled, Food-Effect Bioavailability and Fed
Bioequivalence Studies: .Study. Design, Data Analysis, and Labeling; Availability. Submitted herewith,
are comments from Procter & Gamble Pharmaceuticals regarding the draft guidance. We appreciate the

opportunity to respond to the Agency’s request for comments.

Comments

A.  Section II: Backeground

1. It is unclear in part B whether BCS Class I drug substances are exempt from food
effect bioavailability (BA) and fed bioequivalence (BE) studies or whether the Agency
is simply stating that the BA of this class of drugs is less likely than other classes to be
affected by food and studies determining food effects are still required.

2. If the Agency intends to waive food effect studies for BCS class I drugs, the question
arises as to whether currently there are sufficient data available to support this decision
and whether the two additional FDA sponsored studies can definitively determine that
BCS Class I drug substances are “unlikely to be bioinequivalent” under fed conditions.

B.  Section III: Recommendations for Food-Effect BA and Fed BE Studies

1. It is unclear from the statement beginning in line 123 as to the direction being given by
the Agency for performing BE studies for immediate-release drug products. Although
line 123 states that BE studies for changes in dosage formulation between the clinical
trial product and the to-be-marketed product should be performed under fasting
conditions, the next sentence seems to imply that if BE is not established under fasting
conditions, the sponsor has the option to perform an additional study under fed
conditions. Clarification is needed as to the purpose of performing a second study
under fed conditions when the BE study performed under fasting conditions failed.
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Will a BE study under fed conditions be the basis for approving a new formulation
when a fasted BE study failed? The statement “it is important to determine food
effects”(lines 124-126 and 160-164) is vague and implies that understanding the affect
of food on the BA of to-be-marketed formulation is sufficient and that demonstrating
BE between the to-be-marketed form and the clinical studies drug is not necessary.

To accurately assess the BE of the to-be-marketed product and clinical supplies under
clinically appropriate conditions, the BE study should be performed under the dosage
and administration recommendations stated in the label, e.g., if labeled to be taken with
food, the BE study should be performed under fed conditions.

C.  Section V: Data Analysis and Labeling

1.

We agree that the data from the food-effect BA study should be factually reported in
the CLINICAL PHARMACOLOGY section of the labeling. However, the dosing and
administration recommendation in the DOSAGE AND ADMINISTRATION section of
the labeling should reflect the dosing conditions used in the pivotal trials in order to
best achieve similar safety and efficacy.

For better clarity and accuracy, it is recommended that the “are also similar” in line
307 be replaced with “do not demonstrate a clinically relevant difference”.

It is recommended that consistency with abbreviations be used, e.g., AUC in line 317
should be AUC,... (AUCy,).

Finally, we appreciate the clarification that is provided in line 118 as to whether or not sponsors can use
relevant principles in the November 1995 Guidance for Industry: SUPAC-IR to determine whether in
vivo BE studies are recommended for formulation changes prior to approval.

Thank you again for the opportunity to provide comments. If you have any questions, please feel free to

contact me.

Sincerely,

overe Fuedhatior

Lenore Faulhaber, Ph.D., M.B.A.
U. S. Regulatory Affairs Manager

Telephone: (513) 622-4356
Fax: (513) 622-5363



i
5

USA Airbill

EXpl‘SSV T&f?:ﬁ'zg B 3 E l'} q q 3 3 b 7 5 ?
1 From Tuis QWWZM ognle 5 .
et »:’?“’%j !ﬂmy FedEx Tracking Number 83249933757

Aa Express Package Service Packages up to 150 ips.
Dalivery ccmmnmem may be fater in some areas.
[ FedEx Priority Overnight FedEx Standard Overnight | FedEx First Overnight

Next business afternoon — Earfiest next business morfing

7 Next busingss moming
delivery to setectlocations

o
ik - ¢ /
e S y f“
Name % / o ol ff ¢ b - g FedEx FedEx Express Saver MEW FedEx Extra Hours
P ﬁ‘;f b(/ fﬂﬂf,‘ffﬁ }4 M ji Phone f{‘jg f’ ”“g Lf{ j Secondnusmess day D Third zusinesgdav 1_ wmrdmpﬂg&xxhne)cbusnsss
BE = FedEx Envelope rate not availatle, Minimum charge: One-pound rate aftemoon defivery for selectiocations.
FERCT i F ALY 4b Express Freight Service Packages over 150 1bs.
& Companv % %’”ﬁ {,3{: ¥ il %’ MM % Z“‘”‘K“ b g eig Dellvewcor’wmemmeygheiatennsomeareas.
g FedEx 1Day Freight* Fedfx 2Day Freight FedEx 3Day Frei
é .;-«;“:;;f {-«, oy L Nextbusmessa y & D Second husmesy; tay & [ ThirdhusinessXay qm
% Address ¥ 4 W HD “Califor
Di
h h 5 z * Dectared valus imit S500
& mason prckeding
[ ) State OH zp i EedEx Envelope™ i | FedEx Pak* | Other Pkg.
Includes FedEx Small Pak, FedEx !Tncéudedeedg sz gfg&
targe Pak, and FedEx Sturdy Pak ube, and customer:
2 Your Intemal Billing Reference g : "
g / i f; ““y }#’ 6 Spec:al Handlmg ———————  lnuhde FadBx addrens b Sention },  ——— e
SATURDAY Delivery HOLD Weekday HOLD Saturda
3T 7 7 Avaiabte only for FedEx Priorty [ atFedkx Location [ atfedix l..ocauvon
Hecxpaent’s !Y»" / 7 / 2/ . j,é J/ }l jf (f 27137 ) Overngi anl FadEx 2Day Kot evaiable for Avaiatle onty for
Name Nl f} ol y’{ Y Phone o select ZIP codes FadEx First Overnight Fedix Pty g{y‘eom(gm
Does this ship contain dang: goods? selectlocations
/ jﬁ' j A < D hon voerst b ohachad, — P
b3 ),3 o
Company ;: f Al / D Ne D Xsesra ttached o gf?pspe{s Declamn‘on j Qﬂclﬁfum 1845 kg
thppersOeclarauon notrequit —
}’v’;} Dan eg\(gsa %%%dr:“sgﬁn Eery lee} cannat be shipped in FedEx packagmg orwith _} Ca rgo Aircraft Oniv
Address ?:“} e o . | 277 7 Payment Rill to: :
e i Girads Sard . balow, —

To "HOLD" at FedEx location, print FedEx address.

Se3e ﬁxﬁ/

4
i@

We cannot defiver to P.0. boxes or P.0. ZIP codes.

-
vy Am Jrl. 7

oy /ﬂg’;%{'/” v

Dept/Foor/Suite/Room
State W s

ZiP

Ik TH

933 757

Jil

o ger P 3
% , : .
Sender [ | Recipient Third Party CreditCard [ ] Cash/Check

1 will be-biled

T0ur tability istimited o $100 uniess you declare a higher value. See the FedEx Service Guide for details.

8 HRelease Signature st suorze delivery without abtaining signature

By signing you autherize us to deliver this shipment without obtaining a signature
and agree to indemnify and hold us harmless from any resufting claims.
Questions? Visit our Web site at fedex.com

or calt 1.800. Go. FedEx" 800.463.3339.

Rev. Date 7/01 ePant 475725269 ©1984-2601 FacExePRINTED 5 L S A

GBFE 10/01

H
H
:
H
i
i
i
i




