
Dear Mr. Manley: 

This letter responds to your citizen petition dated November 24, 1999, concerning a draft 
guidance for industry on topical dermatological drug products. 

In the Federal Register of June., 18, 1998 (63 FR 33375), the Food and Drug Administration 
(FDA) announced the. availab$l$y of a draft guidance entitled Topical Dermatological Drug 
Product NDAs and ANDAs - In Vivo Bioavailability, Bioequivalence, In Vitro Release, and - . ..-a* .- r, ,-x_ cA4* y.LA”~-” ,~~~~~“~-r;nl,::,~,~;:~~ :,,, ,/) ‘._ _~j _,., ̂%(_,” _ ,) __ i’ 
Associated &$~s. The draft guidance represented the Agency s thinking at that time on ., A.. u._,_ et--q ,_ ~ 
bioavailability and bioequivalence approaches for topical dermatological drug products. The 
purpose of the draft guidance was to provide recommendations to, sponsors of new drug 
applications, abbrevisted,ne,w c$ug applications, and supplements on the performance of 
bioavailability and bioequivalence studies for topical dermatological drug products. The draft 
guidance proposed methods to ,establish bioavail,ability and bioequivalence, including (1) clinical 
studies, (2) plxrmacodynamic studies, (3) dermatopharmacokinetic studies, and (4) in vitro 
studies. 

In your petition you request that FDA not finalize~the ,dra,g guidance (1) recommending the use 
of the DPK method to’establish bioequivalence until certain,c~onditions ‘are met or (2) for any one ,*... -.c..*<,_,* ,,-/ k,,, #, “+A;, ,< ,11._ I/ 1 +1 _.._)_ .,?. .,-ii ,, ~ . ,, 
class of drug products. until ce+$condltlons are met. _ You also,request that FDA not approve 

ANDAs using the DPK method until that method’has been’vahdated’ and not permit the use, as “--a ‘,’ -,,‘*.‘&lu~-i,.- ~^~.1/‘ ~X-rViruxi w*:.G L_ 6; ,,,. il,* ;..,jl.~_ <A “* ,&‘,@&“,, ,~_ ($, * __ ,~ . ,, ” 
suggested in the draft guidance, of in vitro release testing to estabhsh bioeqmvalence for lower 
strength topical drug products where bioequivalence has beeqestabljshed for a higher strength i 
topical drug product. 



Docket No. 98D-O388’CP2 j .$ jo. ,% Iy. x , _j ,. ._  ̂ .__. _, -, I . , ,. _. _. . ,. , ,_ , , 

In the Federal Register of May 17,2002 (67 FR 3$1P), copy enclosed), FDA Y#X!E~~,,~~ ,$!f!., 
guidance based pn concerns raised in comments and at an advisory committee Ming about the _.*.,:a ,.._) :. .“L~.‘,,~&~~~~* “>.y&,$>* *( “.“~~~,~~~,~~~~~~,,~~ ;,. ~.*~,~s~r~. <a.; ::> (, i A- /,_ ’ ‘_ ’ **t :*- -&&%b>“: ,, * <,,i ,,,,. i-r, <J. il ., ~~ 
adequacy of the I$< method ~q,,a~?s~ %~,~q.uvalence aqdj&yeproduclbllW 

. 
of the method. . 

Therefore, YOUT request that $A not finak@k,,&.@ guidance and refrainfrqm.t&@g action in 
evaluating topical dermWlogica1 drug products based on the draft guidance is granted. 

Sincerely yours, 

tik 
Director 
Center for Drug Evaluation and Research 

Enclosure 
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Dated: May 7,ZoOZ. iane, Rockville, MD’20&5?,‘361-S94- resp’btid to, a collection of information 
Dennis E. Baker, 5400,or unless it displays a currently valid OMB 
Associate Commissioner for Regulatory Robert A. Yetter, Center for Biologics 
Affairs. Evaluation and Research (HFM-10) , 
[FR Dot. 02-12360 Filed 5:16-02; 8:45 am1 Food and Drug Administration, 1401 
BILLING CODE 4160-015 

Rockville Pike, Rockville, MD 20852- 
1448,301-827-0373. 

control number. 

DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

SUPPLEMENTARY INFORMATION: 

1. Background 
In the Federal Register of February 9, _ _ 

This level 1 guidance is being issued 
con;istent with FDA’s good guidance 
practices (21 CFR 1’0.115). The guidance 
represents the agency’s current thinking 
on special protocol assessment in CDER 
and CBER. It does not create. or confer 
any rights for or on “I$ person and does 
not operate to bind FDA or the public. 
An alternative approach may be used if 
such approach satisfies the 
requirements of the applicable statutes 
and regulations. The guidance will be 
updated as appropritite. 

II. Comments 

Food and Drug Administration 2000 (65 FR 6377), FDA announced the 

[Docket No. OOD-O084] 
&&lability 0f.a draft version of this 
guidance for industry entitled “Special 

Guidance for Industry on Special Protocol Assessment:” The agency has 

Protocol Assessment; Availability finalized eat draft guidance after 
considering comments received”Gn &? 

AGENCY: Food and Drug Administration, &&‘&dance version. Eight comments 
HHS. were received, and minor changes were 
ACTION: Notice. made to the draft guidance version in an 

effort to make the document mpfe glear, 
SUMMARY: The Food and Drug Section 119(a) of the Pood and Drug 
Administration (FDA) is announcing the Administration Modernization Act of 
availability of a guidance for industry 1997 (the Modernization Act) (Public 
entitled “Special Protocol Assessment.” Law 105-115) amends section 505(b) of 
This guidance provides guidance for the Federal Food, Drug, and C&tietic 
industry on procedures adopted by the Act (21 U.S.C. 355(b)) and directs FDA 
Center for Drug Evaluation and Research $0 allqw sponsors to request special 
(CDER) and the Center for Biologics protocol assessment and for the agency 
Evaluation and Research (CBER) to to act on such requests. Moreover, in 
evaluate issues related to the adequacy conjunction’with the reauthorization ef 
(e.g., design, conduct, analysis) of the Prescription Drug User Fee Act of 
certain proposed studies. 1992 in November 1997, FDA agreed to 
DATES: Submit written or elFcox$c specific performance goals for special Persons with access to the Internet 
comments on agency guidances at any ‘protiicol assessment and agreement. The may obtain the document at http:// 

time. performance goals are summarized~ @,an wqvw.fda.gov/ohrms/dockets/ 

ADDRESSES: Submit wri,ttenrequests for 
enclosure to a letter dated Novetiber 12, default.htm, http://www.fda.gov/ 

single copies of the guidance to the 
1997, from the then Secretary of Health cder.guidance/index.htm, or http:// 

Division of Drug Information (HFD- 
and Human Services, Donna E. Shalala, www.fda.gov/cber/guidelines.htm. 

240), Center for Drug Evaluation and 
to Senator James E. Jeffords. 

The procedures and policies 
Dated: May 6,2002. 

Research, Food and Drug described in this guidance were adopted Margaret M’ DotzeI’ 
Administration, 5600 Fishers Lane, by CDER and CBER for evaluating issues Associate Commissioner for Policy. 

Rockville, MD 20857, or the Office of related to the adequacy (e.g., design, [FR Dot. 02-12327 Filed 5-16-02; 8:45 am] 
Communication, Training, and 
Manufacturers Ass,istqce (HFM-40), 

conduct, analysis) of proposed studies. BILLING CODE 416WlS 

“. * 

Interested persons may submit to de 
Dockets M”anagement Branch (see 
ADDRESSES) written or electronic ^,. ^ _ . . 
coniiments on the guidance at any time. 
Two copies of any comments are to be 
submitted, except that individuals may 
submit one copy. Comments should be 
identified with the docket number 
found in brackets in + beading of this 
document. The guidance and received 
comments may be seen in the Dockets 
Management Branch between 9 a.m. and 
4 p.m., Monday through Friday. 

III. Electronic Access 

Center for Biologics Evaluation and 
These procedures will implement 
section 119(a) of the Modernization Act 

Research, Food and Drug 
Administration, 1401 Rockville Pike, 

and are consistent with the timeframes DEPARTMENT OF HEALTH AND 

described in the performance goals. HUMAN SERVICES 

Rockville, MD 20852-1448, FAX 888- 
CBERFAX or 301-827-3844. Send two,,,. 

‘-In t&‘tederal Register document (65 
FR 6377) announcing the availability of Food and Drug Administration 

self-addressed adhesive la%& t~,$$t . the d&t ver$bn.of @is guidance, FDA [Docket No. 98D-93881 
the office in processing your requests. 
Submit written comments $, &.e, 

published the proposed collection of 
Draft Guidance for lnd@‘y on Topical 

Dockets Management Branch (HFA- 
information related to-the.fir@ ,, / 
guidance. The document alSo requested ” Dermatological Drug Product NDAs 

305), Food and Drug Administration, 
5630 Fishers Lane, rm. 1061, Rockville, 

comments on the burden estimates fey and ANDAs-In Vivo Bioay@l@ility, 

the araft guidance. In the F‘e&%Y”*‘” * Bioequivalence, In \iitro Release and 

MD 20852. Submit $e$ronic qqFmen$ “, Register of May 29, 2001 (66 FR 29147), Associated Studies; Withdrawal 

to http://www.fda.gov/d&%&/ .” ‘I’:* *- the agency announced that it was AGENCY: Food and Drug Administration, 
ecomments. Requests and comments submitting the collection of inform&or? HHS, 
should be identified v@ the docket 
number found in brackets~<pI!.% 

,.. to the Office of I$anagement and Budget 

heading of this document. ,See”‘*&;e” i “* 
,, .:, ~(OMB)’ fti&“i&tG and clearance under 

ACTION: Notice. 

SuMMARY:‘T&~hod and Drug 
SUPPLEMENTARY INFPR~ATION SeCtiOII fdr’ 

the Paperwork Reduction Act of 1995. ,_I,...-. .:*L““‘*.A .~ __ ,,‘_ , 
Administration (FDA) 1s announcing the , -“- ~~,**- -~,s.sm.. A<., (.” ” . . .q ,_.~, “e 

electronic access to the guidance. 
The information collectipn provisions related.~o~~~~~~~~~~~~~~ve been withdrawal of a draft guidance for 

FOR FURTHER lNFORMAT!.ON CONTACT;. Kim ,il 
ind;;sg e’giifi”ga. qopical 

M. Colangelo, Center for Drug 
approved under Ol@El con&o!fl,&.%+:, 
0910:0470. This approval expires July %%iatological Drug Product NDAs and 

Evaluation and Research (HFD-2), Food 31, 2004. An agency may not conduct or ANDAs-In Vivo ~iqav~~l~~+y, 
and Drug Administration, 5600 Fishers sponsor, and a person is not required to Bioequivalence, In vitro Release, and 



Associated Studies.” After careful 
consideration of the comments”*fic& +j 

The agency plans to 4 

public and public advisory committees, “--.‘. ““&ip%rements in current methqds for 
FDA has decided to withdraw the. draft documenting the bioequivalence of L ,“./ 1 ._.A_ -, .k*ulL%d _.h 

Institute, National Institutes of Health, 6116 
Executive Boulevard, 8th Floor, Room 8001, 
Rntherda. MTI 20892-8327. (301) 4965147. 

guidance. topical dermatological drug products. 
-_-__-- ,.__ -_ 

FOR FURTHER INFORMATION CONTACT: pale 
Name of Comn 

Dated: Mav 6,2002. Advisorv Board. : 

Y...LII.Y WV”.- V.” 
SUPPLEMENTARY INFORMATION: ln a not$e 

tittee: National Cancer 
Subcommittee on Cancer .-. . ,~/ 

P. Conner, Center for Drug Evaluation ‘-” .- Ma&& M,-Det&, Centers.- 
and Research [HFD-859), Food and Time: June 11,2002,12 p.m. to 1 p.m. 
Drug Administration, 7509 Standish Pl., 

Associate Commissionerfor Policy. Agenda: To discuss activities related to the 

Rockville, MD 20855,301-827-5847. . 
[FR Dot. 02-12326 Filed 5-16-02; 8:45 am1 Subcommittee on Cancer Centers. 
Em I IhI,? PnnC ‘.“&#J,S Place: National Cancer Institute, 9000 

published in the FedyaJ Re&terof ‘x ‘-“’ 
Rockville Pike, Building 31,-C Wirig,6tb 

- ‘*- “‘“Floor, Conference‘Room 10, Bethesda, MD 
DEPARTMlJjTQF HEALTH AND 20892. 
HUMAN SERVICES 

_,,a. 34c -s”s ,*_a _ j . 
&%itict persorrl Dr: Brian Kimes, Executive 

Secretary, Subcommittee b n ~&n&r Centers, 
National Cancer : Institute, National Institutes 

.., ..,_, ___ . . -..-- of Health, 6116 tixecutive Blvd, Suite’760, 
National cancer tnstwt~; Notlce of Bethesda, MD 20892, (301) 496-8537. 
__ 1. Any interested person may file written 

comments with the committee by forwarding 
the Cdnta?t”Person listed on .A _ b 

June 18,1998(63FR33375);m3A 
announced the availability of a draft _ ______ __ _ ___ __ ____ 
guidance for industry entitled “Topical 
Dermatological Drug Product NDAs and !@ional ln$!iytes of Health #**“d”. I / %d. / ,j” I , 
ANDAs-In Vivo Bio.av&@lity, 

-- .. - - ’ “. . em .. Bioequivalence, In Vitro Release and 
Associated Studies.” The draft guidance MeetW 
was intended to provide 
recommendations to sponsors of new 
drug applications (NDAs), abbreviated 
new drug applications (ANDAs), and 
sunolements on oerforming 

Pursuant to section lo(d) of the 
-g--Ts~a~~~e~~-f~ 

Federal Advisnnr C-nnmitt~ta Art IC ,“, y”..L.I . . . . “- ---., ..- 
this notice. The smtement slid~d”~mr :lude the ,_ 

amended (5 I: I.S.C. Appendix 2ii;;ice name, address, telephor;e”nul;;ber‘~~~-~~n 

is hereby given of the meeting c a@icable, the business or professional 

Nntinnnl fkwwer Advisnrv Board. amuatron or me “’ interested person. . . I __ - _- -_ 
The meeting iiiibe o$en to-the m me interest of security, NIH has 

uublic as indicated below, with 
instituted stringent procedures for entrance 
into the building bv non-aovernment 

bioavailability and bioequivalence 
studies for topically applied 
dermatological drug products during 
either the preappovhl or postapproval 

‘attendance limited to space available. 
Individuals who plan to attend and 

emalovees. Per&r’s with&t a government ---r--,~~-.- -~~~ 
T n will naaa tn show a nl- -.-. ..- ----- - _- ----. -=- loto I.D. and sign- 
in at the security desk upon entering the 

--- JT---- - 
assistance, such as sign period. Written co~eW.!?I! thedrafts need special i 

guidance were to be submmed by - language interuretation or other building. 
August X7,1998. In the June 1998 
notice, the agency also announced that 

Ireasonable ac 

it intended to discuss the guidance and 
notify the Co1 ‘ 
in advance of the meeting. aeaq 

. ..I. ̂ __ 

-r- -~~~ 

commodations, should Information is also available on the 

ntact person’l%ed‘below , Institute’s/Center home page: 
b.nci.nih.gov/advisory/ncab.htm, 

the public response to the guidance A portion of the meet&g will be 
Wncle an agenda and any additional 

before FDA Uublic advisors committees. closed to the public in accordance with 
information for the meeting will be posted 
when available. 

the provisions set forth in sec@ons 
552b(c)(4). and 552b,(6), as ame 

I~atnlnem nf Fe, The draft guidance and public 
comments were discussed at, joint 
meetings of the Advisory Committee f 
Pharmaceutical Science and the *- ‘. ” I.” 3’. ,. _., 
Dermatologic and Ophthalmm Drugs 
Advisory Committee on October 23, 
1998, and November 17,2909, and at a 
meeting of the Advisory Corn 
Pharmaceutical Science on November 

nded. 
\_____ -o-- -__ _ deral Domestic +ssistm$e 

. . . ~. 
or The arant applications.and the 

Program Nos. 93.392, Cancern Construction; 

disc<ssionsiould disclose confidential 
93.393, Cancer Cause and Prevention 

.,_ i I Research; 93.394, Cancer Deteqfion and ” ..__.. .^ ‘8GEijsls Research; g3.3b3, Cancer 

such as patentable materiai,-an Treatment Research; 93.396, Cancer Biology 

personal info lrmation concerning Research; 93.397, Cancern Centers Support; 
.mittee for individuals associated with’& grant 93.398, Cancer Research Manpower: 93.399, 

,. ,.,1,.. p-n”** r--+--r National Institutes of Health, 
annlications. the disclosure of which 

29.2001. 
. , ,  ,~ .  

&uld constitute a clearlv unwarranted 
mKl.3, 

Dated: Mav 13,2002. The information and comments 
provided to FDA raised scientifm 

invasion of Bersonal privacv. 

concerns regarding the primary-method, 
dermatopharmacokinetics (DPK), 

Azv ____ ____- 

recommended in the draft guidance fc 
Dates!June 11-12, 2Ot 

)r 

I * - 

%me of Committee: National Cancer 
LaVerne Y. kingfield, 

isnrv Thara. Director, Office of Federal Advisory 
12. Committee Policy. 

Open: june 11,2002,8:45 a.m. to 4 p.m. [FR Dot. 02-12454 Filed 5-16-02; 845 am] 
Agenda: Program reports and BILLING CODE .W4!&01-M documenting bioavailabilifjr and/or 

bioequivalence of topical dermatological presentations: Business of the Bea 
drug products. The DPK method Place: National Cancer Institute, 9000 

involves sampling of stratum cqrneum Rockville Pike, Building 31: C%%g, 6th 

concentrations of drug over time after Floor, Conference Room 10, Bethesda, MD 

administration of a topical 
20892. 

dermatological drug product. The 
Closed: June 11, 2002, 4 p.m. to Recess. 

information and commen!~v,@ws$! J!$?* 
Agenda: Review of grant applications; 

__ 
public and advisory committees rarsed 

Discussion of confidential personnel issues. 
Place: National‘Can&r Institute 9000 

substantial doubt regarding: (1) The 
Rockville’P.&e, &ild;?&& #y&..;b* 

adequacy of the DPK ,method to +s>.$~~, Floor, Bethesda, MD 20892. ” 

the bioequivalence of topical Open: June 12, 2002, 8:45 a.m. to lo:50 

dermatological drug products because 
the products are used to treat a variety 

a.?gendo. Prog,am reports and 

of diseases in different parts of the skin, 
Presentations; Business of the Board. 

UOt jUSt the SrratUm C@?$‘Um and (2) the, 
Place: National Cancer~Ins,titnte, 9000 

reproducibility of the DPK method 
Rockville Pike, Building 31, C Wing, 6th 

, Floor, Conference Room 10, Bethesda, MD 
between laboratories. 20892. 

DiPiRfME‘NftiF HeL..H AhIP 
HUMAN SERVICES 

National Institutes of Health 

National Center for Complementary & 
Alternative Medicine; Notice of Closed 
Meeting 

Pursuant to section lo(d) of the 
Federal Advisory Committee Act, as 
amended (5 U.S.C. Appendix 2), notice 
is hereby given of the following 
meeting. 

The meeting will be closed to the 
public in accordance with the 


