Ef) DERMIKEABORATORIES, INC.

1050 WESTLAKESDRIVE :',—'_ .
" M BERWYN, PA 19312 ° o
484-595-2700

NDA ORIG AMENDMENT

~ § October 25, 2000

Jonathan K. Wilkin, MD, Director

Division of Dermatologic and Dental Drug Products (HFD-540)

Center for Drug Evaluation and Research :

Food and Drug Administration : u
9201 corporate Boulevard <S
Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985
fluorouracil Topical Cream 0.5%

po—

SAFETY UPDATE REPORT
‘ Dear Mr. Wilkin:

Reference is made to an October 25 telephone call from Division of Dermatological and Dental
Drug Products Product Manager, Ms. Vickey Lutwak during which Dermik Laboratories, Inc. was
requested to submit an updated safety report to this application. This letter serves as a Safety
Update Report for our fluorouracil Topical Cream application.

Please be informed that no clinical trials have been conducted with fluorouracil Topical Cream that
were not included in the original October 28, 1999 NDA submission. Therefore, there is no
additional clinical study safety information to provide at this time. Additionally, Dermik is not

.. flaware of any othex:'ﬁféb*—'infomiation that may reasonably affect the statement of contraindications,
.- § warnings, precautions, andiadvérse reacnons included in the draft labeling mcluded in our

§fluorouracil Topxcal Crm?Ncw Apphcanon.

" §We believe that thissfibinission fully Tesponds to Ms. Lutwak’s request. If you have any quesuons ,
regarding this submission, pléase contact me at (610) 595-2795.

Sincereiy,

Y ames P. Thompson , : ' OR'G‘NAL
Manager, Regulatory Affairs

PF<T POSSIBLE COPY




CULL 2D 200U 4ciyrm

Wyt 1. g

J/ ) DRk BABORATORIES, INC.

£
1=

1050 WESTLAKES DRIVE-~

BERWYN,PA 19312 ~~ -~ -

484-595-2700 ”

October 25,2000

Jonathan Wilkin, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)

9201 Corporate Boulevard - -
Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985 T |
fluorouracil Topical Cream, 0.5% i . )
Amendment to a Pending Application -

Response to FDA Reguest for Information E
Phase IV Clinical Study Commitment

Dcar Dr. Wilkin:

Refercence is made to an October 13, 2000 facsimile transmission from Division of Dermatological and
Dental Drug Products (DDDP) Project Manager Ms. Vickey Lutwak recommending that Dermik connit to
a Phase IV study to assess post-treatment safety and efficacy of our fluorouracil Topical Cream product.
This commitment was submitted October 24, 2000. :

Reference is also made to an October 24, 2000 voice mail message from Ms. Lutwak, requesting the re-
submission of a tevised Phase IV clinical study commitment by Dermik Laboratories, Inc. The requested

commitment follows= 5=,

: e £ -~ .
As recommended by DIYPDP, Dermik commits to a Phase IV study or studies that, together with the
patients already treatedigqual io or greater than two weeks with our fluorouracil Topical Cream product

in controlled clifialtrinls, will enable Dermik to reach the number of patients treated for actinic keratosis
of the face and/or scalp as recommended in the ICH EIA safety guidance. In adequately sized long term
studies, Dermik will also address the additional safety and efficacy issues delineated in the reference
facsimile (common skin areas not previously treated, recurrence, re-treatmeni, eye irritation, etc.).

The study protocol or protocols will be submitted to the Agency for review prior to the conduct of said
study or studies 10 assure that the study or studies will address the concerns of the Agency with regard to
the use of the product for the treatment of actinic keratosis.. Dermik will initiate the study or studies within
one year following the approval of our application. The study or studies will be completed no later than
three years after it's (their) initiation, and the results submitted to the Agency within one year after
completion. , .

BEST POSSIBLE COPY
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If you have any questiods, please contact us at 484-595-2795.

James P. Thompson

Reguiatory Manager
Worldwide Regulatory Affairs

Enc
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Form Approves: uass rle. ”w-uuc
DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION Expirevion Dete: Merch 31, 2003

Sae OMB Statement on pape 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, PORFDAUSEONLY |

OR AN ANTIBIOTICDRUG FOR HUMAN USE APPLICATION NUMBER
(Title 2#Wum. Parts 314 & 601)

APPLICATION INFORMATION
—gh—

NAME OF APPLICANT = DATE OF SUBMISSION
Dermik Laboratories, Ine. October 25, 2000
TELEPHONE NO. (laciuds Ares Cods)- FACSIMILE (FAX) Number ({achede Ares Code)
| (484) 595-2795 (484) 595-2785
APPLICANT ADDRESS (Munber. Srees, City, Swix. Counsry. ZIP Code o« Mod Cods, | AUTHORIZED U'S. AGENT NAME & ADDXESS (Manbwr, Sorect, iy, Souve. ‘
and .S Licanse samber {f preview {y insued): 2IP Code, wiephont & FAX number) & APPLICAMLE »
1050 Westlakes Drive
Berwyn, PA 19312.2421

PRODUCT DESCR[P"ON

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (% previously issued) NDA 20-985
ESTABLISHED NAME (e g.. Proper name., USP/USAN name) PROPRIETARY NAME (trads name) IF ANY

fluorouracil cream) N/A
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (f s%) CODE NAME (if any)
5-fluoro-2,4 (1H, 3H) - pyrimidinedione DL-6025
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: ]
Topical Cream 0.5% Topical 3

(PROPOSED) INDICATION(S) FOR USE: Topical treatment of actinic keratosis

APPLICATION INFORMATION -

APPLICATION TYPE .

(check one) X NEW DRUG APPLICATION (21 CFR314.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
] BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE X 505 (bX1) L] 505 (bX2)

IF AN ANDA, OR $05(b)(2), IDENT(FY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASE FOR THE SUBMISSION
Name of Drug Holder of Approved Application

TYPE OF SUBMISSION (chack one) (_JONGINALAPPUCATION  { ] AMENDMENT TO A PENDING APPLICATION RESUBMISSION
O rresusmassion O aswuaL agroxr [[] ESTABUSHMENT DESCRIPTION SUPPLEMENT [0 =mcacy surreMent
[[] LABELING SUPPLEMENT [T] CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT X OTHER

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

|LIF A SUPPLEMENT, IDENTIFY THE APPROPRIATE CATEGORY [JceE [JcBE-30 L] Prioe Approval (PA)
REASON FOR suamssnw s Phase [V Commitment

PROPOSED MARKETING sumsﬁm).. {1 PRESCRIPTION PRODUCT (Rx) {[J_OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUM3 SURMITTED E < THISAPPLICATIONIS X PAPER  [JPAPERANDELECTRONK [~ ZLECTRONK

LSTAILISHML‘CT INFQRMAT: Nmﬂhﬁm infermation should be previded in the bady of the Application.)

Provide Jocations d'-llmmﬁ;m“m“ﬁm&nd“mtmm-yhﬂdmybd&_.
address, contact, telephone number, mmmmwm and manufacturing steps and/or rype of msting (c.g. Final dessge forrm, Stability testing)
conducted s the site. Please mdicate whether the sile is for & o, if not, when it will be .

See Original Application.

Cress References (st related Licease Applieations, INDs, NDA3, PMAA, S10(kw, IDE3, BMFs, ans DMPFs refereaced 18 the carvest spplicatien)
See Original Application .

FORM musn(m Coustind by Medis ARVUSDINS. (301) 403454  &F
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This apphication contains the following items: (Check all that apply)
1 Index )

. Labeling (checkdk¢) ... | Drat Labeling L Final Printsd Labeling

2
3. Summary (21 CFRD14.50(c))_
4. Chemistry secnogf -

A. Chemistry, ma!ﬁﬁctu_mhﬁd controls information (e.g., 21 CFR 314.50 (dX1); 21 CFR 601.2)

B. Samples (2} CFR-314.50 (eX1); 21 CFR 601.2 (a)) (Submit caly upon FDA's request)

C._Methods validation package (e.g., 21 CFR 314.50 (eX2)(i); 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section (e.g., 21 CFR 314.50 (d)2); 21 CFR 601.2)
Humnan pharmacokinetics and biosvailability sectios (¢.g., 21 CFR 314.50 (d)3); 21 CFR 601.2)

Clinical Microbiology (¢.g., 21 CFR 314.50 (4)4))

. Clinical dsta g:tx’on (e.g., 2] CFR 314.50 (d)(5): 21 CFR 601.2)

oo |l jw

._Safety update report (¢.g., 21 CFR 314.50 (d)(SXvi)b); 2! CFR 601.2)

10. Satistical section (¢.g., 21 CFR 314.50 (d)6); 2! CFR 601.2)

L1. Case report tabulations (e.g., 21 CFR 314.50 (I)1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (12); 21 CFR 601.2) ]

13. Patent information on any patent which claims the drug (21 U.S.C 355 (b) or (c))

14. A patent centification with respect to any pstent which claims the drug (21 U.S.C 355 (b)(2) or (X2XA))

FI

1$. Establishment description (21 CFR Pant 600, if applicable)

16. Debarment certification (FD&C Act 306 (kX 1))

17. Field copy certificasion (21 CFR 314.50 (k)3))

18. User Fee Cover Sheet (Form FDA 3397) -

19. Financial Information (21 CFR Part 54)

X 20. OTHER (Specify: ) Sponsor's Phase IV Clinical Study Commitment -

CERTIFICATION

laynuupduelhi::pplicnion'idmwu&tyhmM(mmwhtmym%nmumdmm
mmings.pte:autions.nrMthhﬂM!qudanuWhhwhﬁmus
n.'quesudbyFDA.lfthisappliutionis.mhnbmlyvilhlﬂqpliabkhﬂmdmmMMWWmm
including, but not limited to the following:

Good manufacturing practice regulations in 2! CFR Parts 210, 211 or applicable regulations, Parts 606, and/or §20.

Biclogical establighment standards in 21 CFR Part 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 650, and/or 309. .
lnthecucorawucriauondmgawmmmmlmgwbﬁmhllCFRhnzoz.

Regulations on making changes in application in FDAC Act Section S06A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.30, 314.81, 600.80, snd 600.81.

. Local, state and Federal cnvironments! impact lawe. _
uuu'uppnamnmap)mmmmmwhmmuwmmuguunmmu
product untl the Drug _ inisiration sukes 8 final scheduling decision. .

The dsta and information in this have been reviewed and, 1 the best of my inowlegxs are cevtificd to be true and accusate.

NOWAWN-

Warslag: A willfully false statement®a crifvinat offense, U.S. Code, tie L8, section 1001,
SIGNATURE OF RESPONS O LA O_I..AGENT TYPED NAME AND TITLE

DATE

ADDRESS (Swreet, City, Stawe. and ZIP Code) Telephone Number
1050 Westlakes Drive . (484) 595-2795
Berwyn, PA 19312

Public reporting burden for this calloction of Informatisn is estirated bwum’cmmuﬁmhm
mﬁms.nu.:mngaisﬁn;dmmMwmmum*ﬂmu'm.mwh?d )
nformation. Send comments w.umm--ymmmumdw.mwhm
this burden & )

Deparument Human Sefvices Ana may not conduct or sponsor, snd s persen it not
roumu::m?m muﬁﬁmﬂmgcﬂhﬁudhﬁuﬁuuﬂ&h

CBER, HFM-99 displays 3 curremly valid OMB conerol sumber.

1401 Rockwille Pike
Rockville, MD 20852-1448

FORM FDA J56b (4/00) WC 0 P Y PAGE2
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DERMIK TRABORATORIES, INC.

=
3

1050 WESTLAKES DRIVE

BERWYN. PA 19312

484-595-2700

October 26, 2000 ~

Jonathan K. Wilkin, MD, Director

Division of Dermatologic and Dental Drug Products (HFD-540)
Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985 l
fluorouracil Topical Cream 0.5% 2

Amendment to a Pending Application
Draft Labeling .

Dear Mr. Wilkin:

Reference is made to a Labeling teleconference meeting held earlier today at which the proposed draft
labeling submitted to the Division of Dermatological and Dental Drug Products (DDDDP) by Dermik
Laboratories, Inc., October 25, 2000 was discussed by representatives of DDDDP and Dermik.

Cor.ceming the footnote issue, the footnotes contain information on the trademarks referenced in the Package
Insert. Dermik has been legally advised that including registered trademarks in the package insert implies
that those trademark registrations are owned by Dermik. However, since neither trademark is owned by
Dermik, the staterients ingluded in the footnotes are required to designate the true source or sponsorship of
the marks. g

£ .-

Please be informed that ?mk sm full agreement with the negotiated labeling, 8 copy of which is
enclosed. s .

If you have any qucstions, plnse contact me at 484-595-2795.

Sincerely,

@

James P. Thompson - * ﬂﬁomw

Manager, Regulatory Affairs r f‘ ﬂ Moy
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} _MRATORIES INC. A RHONE-POULENC RORER COMPANY _ _______

Dediced -D'-ﬁq

1050 Westlakes Drie
Berwyn, PA 19312

Alicia Cabrelli
Regulatory Analyst

TEL, ++ 484.595-2775
FAX: ++ 484-595-2785

1

FAX TRANSMISSION

DATE & TIME: 10/27/00

TO: Vickey Lutwak, Project Manager
COMPANY: Food and Drug Admimstration
FAX: 301-827-2075
RE: NDA 20-98S

TRADENAME 0.5% fluorouracil cream
PAGES: J—

Confidential: For Your Eyes Only
Dear Vickey-

Attached is the signed letter from Dermik referencing our agreement to the label and the
rationale for the trademarks.

If you have any questions, please feel free to contact me at 484-595-2775 or Jim at 484-595-
2795. |

andregarc_ls, o
Ahcméabrelh E-': _ APPEARS THIS WAy
RegulatoryAnalyS‘ = ON Cprainy
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FACSIMILE TRANSMISSION
RECORD

From: Vickey Lutwak, Project Manager

Division of Dermatologic and

Dental Drug Products, HFD-540
Center for Drug Evaluation & Research
Food & Drug Administration

9201 Corporate Blvd.

Rockville, MD 20850

Phone 301-827-2020
Fax  301-827-2075

To: Name A AR -})Dm DS -
Company __ Do ik e bore vs JES, Tise !
City State __ .

Phone# _~ (o(N- 454-3d07F

FAX# 61D - 434 -¥ 23F

Number of Pages INCLUDING COVER PAGE) _J )

Please telephone (301) 827-2020 IMMEDIATELY if re-transmission is necessary

THIS DOCUMENT IS INTENDED FOR THE USE OF THE PARTY TO WHOM l'l' IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or & person authorized to deliver the document to the addressee, you are hereby notified that any
\new duebmummwmhmdmmmuNmm Ifyou have neewed :

matenalsmoﬁculeonspondenee Please feel free to contact me if you have any

Z‘faﬁiff~ gt e comtems of B frmmsmistion MDA Do-A8E
Sun D21 (onvesS« Fon Marm o

Itis requested that the sponsor provide the full references referred to in the annotated label.
Reference numbers are listed in the annotated label, but there is no reference list provided to match
the numbers. In addition, it is requested that the sponsor annotate and provide the full references
used for the description of the teratogenicity associated with S-fluorouracil provided in the label.

Also, it is requested that the sponsor annotate and provide the full references used for the
information provided in the carcinogenesis, mutagenesis and i unpalrment of fertility section of the
label. It is requested that the sponsor provide the estimate of maximum daily human topical dose
in mg/kg and mg/m? that was used for calculating fold exposure levels in the label.

) Iocads - \/iclcgﬂ



’*- FACSIMILE TRANSMISSION
RECORD

From: Vickey Lutwak
Division of Dermatdlogic and Dental Drug
Products, HFD-540

Phone 301-827-2073
Fax 301-827-2075

Date: Matleh ¥, 2000

To: Name -\ VOOM DT
Company Y )ik
City , State
Phone# _(-tc 4iyy Sw7i

\”Jl

FAX# (1D AVY - $08F

Number of Pages (INCLUDING COVER PAGE) _

Please telephone (301) 827-2020 IMMEDIATELY if re-transmission is necessary.

THIS DOCUMENT IS INTENDED FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEDGED, CONFIDENTIAL AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If vou are not the wquammoﬁndbdelmmmmtmmeﬁdmywmhaebynoﬁﬁed that any
view, disclosure, copying, oc other action based oa the content of this communication is NOT suthorized. If you have received
thisdocummtinmr,plmeuoﬁfyusimmedindybyulephoundmmhmusumeabaveddmbymm Thank you.
NOTE: We are proyiding the attached information via telephone facsimile for your convenience. This material should be viewed
as unofficial correspondefice. .Please feel ifrec to contact me it you have any questions regarding the contents of this transmission.

e "\:4'* A i\mﬂ Qk 4155
A peal the (ellocing wn elafronlc
T’Lihwciﬁ— sk C—:’l‘ ¢ Ds L‘-R’d’w v fasden —
(ibey _&Lkﬁf’)}‘f«—:v\? Plew "5@: el - '
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NDA 20-985
£
3

Please provide the-fallowing:

1. Protocols and final study reports for the following studies:

DL-6025-9508
DL-6025-9509
DL-6025-9713
DL-6025-9714
- DL-6025-9715
DL-6025-9815
DL-6025-9720
DL-6025-9518
DL-6025-9625

2. Protocols for the following studies:

DL-6025-9721
DL-6025-9722

3. Section 3.7, Clinical Data Summary and Results of Statistical
Analysis (pages 3-1-82 to 3-1-122)

4. The corrected replacement table for Volume 1.1, page 3-1-85,
8-1-4,8-1-1, and 8-1-32 (as per amendment dated 12-10-89).

Please indicate when we may expect this information.

Thank you,
VL
Vickey Lutwak

ép o dise

e



NDA 20-9§_§g@10rouracil cream, 0.5%) Sponsor — Dermik Labs.

1. Please pivide a copy of the detailed patient instruction sheet for application of
drug product referenced in Vol. 1.18, pg. 8-2-166 for Protocol DL-6025-9721.
Aslo, describe the_.—————  -used in the clinical studies.

2. Were actinic keratosis lesions located on the ears counted and treated during
conduct of clinical trials for Protocols DL-6025-9721 and DL-6025-9722? The
facial diagram provided for Regional Count of Visible and Palpable Actinic
Lesions (Vol. 1.18, pg. 8-2-167) for Protocol DL-6025-9721 has ears depicted.
The facial diagrams provided with Case Report Forms (e.g., Baseline Actinic
Lesion Count, Vol. 1.18, pg. 8-2-200, and Final Actinic Lesion Count, Vol. 1.18,
pg. 8-2-210) used by investigators to record the actual regional counts for
Protocol DL-6025-9721 do not have ears depicted ears.

3. Actinic keratoses occur on sun exposed areas. The rationale for limiting therapy
with the Sponsor’s drug product for treatment of actinic keratoses on the face and
scalp as per Indication and Usage Section of the proposed label (Vol.1.1, pg. 2-1-
22) is requested? Is there a safety concern with use of the Sponsor’s 5-FU
formulation on areas other than face and anterior bald scalp?

4, For PK Study DL-6025-9720, where in the submission are baseline line listings
for actinic lesion counts per patient or range of numbers for baseline actinic
lesions located? According to the submission (Vol. 1.14, Pg. 6-1-82)...”On
average, patients in each treatment group had 8-9 actinic keratosis lesions at
baseline.”

Would you let us know when we can expect this information.
Please send one desk copy to Vickey Lutwak when making the formal submissison to
the NDA 20-985.

Thank you,

W

- %2 T APPEARS THIS WAY
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Division of Dermatdlogic and Dental Drug
Products, HFD-540

From: Vickey Lutwak

Phone 301-827-2073 -
Fax 301-827-2075

———

Date: ( Om ‘

Company
City State

Phone # Qib‘ﬂ"}t&QQZ
FAX# _ L]0~ 4XY-S8 )

Number of Pages INCLUDING COVER PAGE) _Z

To:  Name St Thompsed ‘

e ——

Please telephone (301) 827-2020 IMMEDIATELY if re-transmission is necessary.

THIS DOCUMENT IS INTENDED FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEDGED, CONFIDENTIAL AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If you are not the addressee, or 8 perso authorized to deliver the document to the addressee, you are hereby notified that any
view, disclosure, copying, or other action based on the content of this communication is NOT authorized. If you have received
this document inx es¥or; please notify us immediately by telephone and retumn it to us at the above address by mail. Thank you.
NOTE: We are'providing the sttached information via telephone facsimile for your convenience. This material should be viewed
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r DERMiK LABORATORIES, INC.

= A RHONE-POULE = RORER "OMPINY
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(3,
July 25,2000 RECD
JUL 27 2000

Jonathan Wilkin. MD, Director

Food and Drug Administration

Cenrer for Drug Evaluation and Research

Division of Dermatologic and Dental Drug Products (HFD-540)
Atter.tion: Document Control Room / L Lo
9201 Corporate Boulevard

Rockville. MD 20850

NDA No. 20-985

4

~——— Cream, 0.5%
(fluorouracil cream)

Amendment to a Pending Application
Response to FDA Request for Information

Dear 2r. Wilkin:

Refzrznce is made to the facsimile dated July 23, 2000 we received from DDDDP Project Manager Ms.
Vicroria Lunwak requesting additional information for the e (fluorouraci] cream) Cream 0.3% clinical
reviewer,

Inclued in this submission is Dermik’s response to Ms. Lutwak’s request.

Tharx vou for your attention. Please contact me at (610) 434-3027 if you hav 2 any questions.

e fmgw REST POSSIBLE COF

James P. Thompwn L&
Reg:!atory Manag#r ~~ -',“_ .
Wor.dwide Reszumor) Affalrs

ﬂ‘ “.—\| \\Jl E

Desx Copy: Victeria Lutwak. Project Manager
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, DERMIK LABORATORIES, INC.

A RHONE-POULENC RORER COMPANY.
Dedxtwmqu_\" J

500 ARCOLAROAD E
P.0. BOX 1200
COLLEGEVILLE, PA i9436.0107 July 14, 2000
TEL. 610-354-8000

Jonathan K. Willdn, M.D., Director
Division of Desmatologic and Dental Drug Products '
Center for Drug Evaluation and Rescarch : -

Office of Drug Evaluation V
Food and Drug Administration
9201 Corporate Boulevard
Building No. 2, Second Floor, Room N115
Rockville, MD 20850
NDA No. 20-985
="~ Cream, 0.5%
(fluorouracil cream)
INFORMATION AMENDMENT: _
Chemistry, Manufacturing and S5
Coatrols
Dear Dr. Wilkin,
Reference is made to our New Drug Application dated October 28, 1999 which contained, in part, CMC
information for ~- Cream, 0.5% (fuorouracil cream).
., the supplier of the .

hasmformedDemnkmaMnch3l 2000 letter that their Drug Master File No. —— was amended. We
have been told that this DMF amendment provides for a

———  — Thoresulting —___. product meets all specifications required by USP.

This letter serves as an amendment 1o the Chemistry, Manufacturing and Controls section of the———
~—————Cream NDA No. 20-985.

If yoo have any quesﬁons or comments regarding this submission, please contact me at (610) 454-3027.

__..:.-,

T : .,‘.. Sincerely,
' g - James P. Thompson
S v Manager
- Worldwide Regulatory Affairs

cc: deLPagan&
Philadelphia District Pre-Approval Manager
U.S. Food and Drug Administration
Room 900, U.S. Customhouse
2nd and Chestnut Strects

Philadelphia, PA 19106-2973

BEST POSSIBLE copy
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DEPARTMENT OF HEALTH AND EUMAN SERVICES

FOOD AND DRUG ADMINISTRATION
APPLICATION TO MARKET A NEW DRUG,

BIOLOGIC,

OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Cn&i?deral Regulations, Parts 314 & 601)

Form Approved: OMEB No. 0916-0333
Expwration Dase: March 31, 2007

‘ &cMSmmanmz

;%

FOR FDA USE ONLY

[TAPPLICATION NUMBER

002

APPLICANT ADDRESS (Number, Street Cly. Suaee. Covary. UP Cods ar Mal Coda,
and U.S. License sumber {f previcusly issued).

S00 Arcola Road -
Collegeville, PA 19426

PPLICATION INFORMATION- |
[ SAME OF APPLICANT  © P DATE OF SUBRMISSION
Dermik Laboratories. Inc. July 14, 2000
TELEPHONE NO. (/acinds Areg Codc) L FACSIMILE (F AX) Number (/nciuds Area Code)
(610) 4543027 - 610) 434-3287

AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbev. Sreec. City, Stote.
ZIP Code. misphons & FAX mumber) IF APPLICABLE

PRODUCT DESCRIPTION. svathetic antifungal

(3 BIOLOGICS LICENSE APPLICATION (21 CFR Part 601)

NEW DRUG OR ANTTBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER, i NDA 20-983
ESTABLISHED NAME (e g.. Proper name, USP/USAN neme) PROPRIETARY NAME (trade neme) IF ANY
(fuorouracil cresmn) *Cream 0.5%
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if amy) CODE NAME (I ony)
{_S-fluero-2.4(1 LIH) pyrimidinedione DL6023
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: -
_topical gel 0.5% lopical
(PROPOSED) INDICATION(S) FOR USE: Topical treatment of ——
APPLICATION INFORMATION
APPLICATION TYPE A
fcheck one) X NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 31454)

-

IF AN NDA. IDENTIFY THE APPROPRIATE TYPE X $05(bX1)

TYPE OF SUBMISSION (check ong) L] ORGINAL APPLICATION

0 505 (bX2)

AMENDMENT TO A PENDING APPLICATION
PRESUBMISSION [ ANNUAL REPORT [] ESTABLISHMENT DESCRIPTION SUPPLEMENT
[] LABELING SUPPLEMENT [} CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT

'F AN ANDA, OR 503(bX2), IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT I8 THE BASIS FOR THE SUBMISSION
Nameof Drug Holder of Approved Application

x OTHER

RESUBMISSION
D EFFICACY SUPPLEMENT

IF A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

IF A SUPPLEMENT. IDENTIFY THE APPROPRIATE CATEGORY

b——ﬁ-—-——_

CBE CBE-30

g ———=8 |

Prior A)

REASON FOR SUBMISSION Information Amendment: Chemistry, Manufacturing and Controls

PROPOSED MARKETING ST ATUS(chcd‘ m) X PRESCRIPTION PRODUCT (Rx) I i OVER THE COUNTER PRODUCT (OTC)

mznorva.msm v .
,___._____.___:—_——_—_.—-

THIS APPLICATIONIS yx PAPER

PAPER AND ELECTRONIC D ELECTRONIC

the site. Please udluumﬁ--n'

ESTABLISHMENT lNFOlM.\ﬂO&(FM&m iaformation should ¢ provided in the body of the Application.)
m«m«mm and control sites far drug ubstance snd deug product (continustion shocts may be weed if necwsiry). fnclude narne, addrces,
conlact, lslephone mumbér, registration @N}M-—&; u-—amzmm«mu;mmmmumwn
o, if nol, when it wn

See Original Application—~~~ ==~

Cross References (list reisted License Applications, INDs, NDAs, PMAa, S10(K)s, IDEa, BMFs, and DMFs referenced in the curvent application)

See Original Application

FORM FDA 356h (4/00)

Creatrd by Modis A/ USDHHS: (301) 443-2454
- PAGE 1

BEST POSSIBLE COPY
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This apnlication contains the following items: (Check all that apply) ..
1. Index . .
2. Labeling fcheck one) _ {J Draft Labeling T Final Printed Labeling
3. Summary (2LEFRHS.50 (c) _
4. Chemisuv section =
X A. Chemistry, Exturing, and controls information (e.g, 21 CFR 314.50 (X1 21 CFR 601.2)

B. Samples (21 CFR 314.50 (eX\)‘. 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validition plc_kgﬂe_._g 21 CFR 314.50 (eX2Xi) 21 CFR 601.2)

Nooclinical pharmacology and toxicology section (¢ g . 21 CFR 314.50 (dX2) 21 CFR 601.2)

Human pharmacokinctics and bioavailability section (e.g., 21 CFR 314.50 (dX3), 21 CFR 601.2)

._Clinical Microbiology (e.g.. 21 CFR 314.50 (dX4))

._Clinical data section (e.g., 21 CFR 314.50 (dX5); 21 CFR 601.2)

9._Safety update report (e.g., 21 CFR 314.50 (dXSXviXb). 21 CFR 601.2)

10. Statistical section (e.x., 21 CFR 314.50 (dX6X% 2! CFR 601.2)

11. Case report tabulations (e.g., 21 CFR 314.50 (f(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 ()(2). 21 CFR 601.2)

13. Patent information on any petent which claims the drug (21 U.S.C 355 (b) or (c)). -

14. A patent certification with respect (o any patent which claims the drug (21 U.S.C 355 (bX2) or(;X!XA))

15. Essblishment description (21 CFR Part 600, if spplicable)

16. Debarment centification (FD&C Act 306 (k)X1)). I
17. Field copy certification (21 CFR 314.50 (k)X3)) '

18. User Fee Cover Sheet (Form FDA 3397) .

19. Financial Information (21 CFR Part 54) -

X 20. OTHER (Specify) Information Amendment: Chemistry. Manufacturing and Covm'ub
CERTIFICATION

!mwumwwhmmmmduymfmmumunynamuy-ﬁahmdm
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as
requested by FDA. Ifthis application is spproved, | agree 10 comply with all applicable lsws and regulations that apply 10 approved applications,
m:ludmg.butm(lmmlwhm

Good manufacturing practice regulations in 21 CFR Pasts 210, 211 or applicable regulatioms, Parts 606, and/or $20.

Biological establishmer standaeds in 21 CFR Past 600.

Labeling regulations in 21 CFR Parts 201, 606, 610, 660, and/or 809.

1n the case of a prescription deug or biological product, prescription drug advertising regulations in 21 CFR Part 202
. Regulations on making changes in application in FD&C Act Section S06A, 21 CFR 314.71, 314,72, 314.97, 314.99, and 601.12.

Regulations on Reports ia 21 CFR 314.30, 314.31, 600.80, and 600.81.

Local, sate and Federal environmental impect Laws.
lfll\uwlmWnbnthMMbeuMu“&Cﬂdﬂ&mulwmhmu
product until the Druy Enforcament Administration makes 3 final scheduling decision.
Th:dnnMmhmmmmmmhauweudntbmudwwnm&lbhmum

i inal olfemse, U.S. Code. titie 18. section 1001

w | |

SN e

TYPED NAME AND TUTLE DATE
James P. Thompson, Manager 7/14//00
gilw Q‘: . Worldwide Regulatory Affairs
ADDRESS (Street, City. Stace. - Telephone Nurnber

500 Arcola Road VY . (610) 454-3027

| Collepeville. PA 19426 — - -~

Public npnlngmmkrMMdNMnmdbmum'sMMh_hm
m mmmm.ummmmmmmmumumum.r

inf regarding this burden astimats or any ather aspect of this coflection of information, including suggestions for reducing
lruhudenlo

Deparumens of Health and Human Services An agency may sot condict or spormar, and a person is aot

Food and Drug Administration required 1o respond 10, a collection of information unless it

CBER. HFM-99 displays 2 cwrrently valid OMB control aumber.
1401 Roekville Pike . .
Rockwille, MD 20832-1448

FORM FDA JS6h (4/00)

PAGE2

 BEST POSSIRIF rany



FACSIMILE TRANSMISSION o
RECORD

From: Vickey Lutwak
Division of Dermatologic and Dental Drug
Products, HFD-540 -

Phone 301-827-2073
Fax  301-827-2075

Date: _3( )(CS% 25 7«300: 3

To: Name :)TM Tywoh\msob ;
Company _DDe® rvy K
A City State

Phone# (_(c,- ‘M‘;t L2227

FAX# _L[D. 4, CoR T

Number of Pages INCLUDING COVER PAGE) _c2_

. . . n L) ) [ » » r

Please telephone (301) 827-2020 IMMEDIATELY if re-transmission is necessary.
THIS DOCUMENT IS INTENDED FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEDGED, CONFIDENTIAL AND PROTECTED FROM

CLOSURE UNDER APPLICABLE LAW. , -
ggsoumm*“ addre udmmﬁuﬁuﬂhdﬂh«hbmwﬂnnddmmmwmﬂm.my
view, disclosure, copging, or other action based on the content of this communication is NOT suthorized. If you have received
this document in notify us immediately by telephooe sad return it to us ot the above sddress by mail. Thank you.

rthe attathed infiormation via teléphone facsimile for your convenionce. This material should be viewed
Sdence. Please fieel five to contact me it you have sy

-

‘Degu;gu‘n* S b _ T

- M) , QS@ h eg_—@.@é.&_.@..:—.__
lo¥ e imw whews Lo B0 & B
_dik os a degle copny - ﬁ%“ =




: DERMIK LPBORP TQRIES INC, A RHONE-POULENC RORER COMPANY
j Dedcand wl : ]

500 ARCOLA ROA%
P.O. BOX 509
C LLEGEVILLE,P,A. 1)426-0997

Alicia Cabrelli ~
Regulatory Analyst

TEL, ++ 610-454-2690
FAX: ++ 610-454-2283

FAX TRANSMISSION

i
DATE & TIME: 07/25/ PM

TO: Vickey Lutwak, Project Manager
COMPANY: Food and Drug Administration -
FAX: 301-£27-2075
RE: <~ Cream, 0.5%

(fluorc uracil cream)

(pp?s.
Confidential: For Your |iyes Only

Dear Vickey-

Attached is a copy of the 3ponsor’s Response to the Division’s request sent via facsimile on
July 25, 2000. This will :1so be officially submitted to the Division today via FedEx.

If you have any questions, please feel free to contact me at 610-454-2690.

Kmdregards -

Alicia Cabrclh £~ T

APPEARS THIS WAy
ON GRIGINAL

BEST POSSIBI.E COPY.
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, DERM!KtABO RATORIES, INC.

» E NE- ' Y ) \'} ennmm——
¥7 Drdicared IDDen'Iut@bm - A RHONE-POLLENC R_ORER COMPANY
5.
L
500 ARCOLAROAD . . -
P.0. BOX 1200 T

COLLEGEVILLE, Pa l°~“6-0|07
TEL. 610-454-8000

—~—

July 25, 2000

Jonathan Wilkin, MD, Directos

Food and Drug Administration

Center for Drug Evaluation an! Research

Division of Dermatologic and Jental Drug Products (H.'FD-540)
Attention: Document Control R0om

9201 Corporate Boulevard

Rockville, MD 20850

NDA No. 20-985

Cream, 0.5%
(fluorouracil cream)

' p—

Amendment to a Pending Application
Response to FDA Request for Information

Dear Dr. Wilkin:

Reference is made to the facsimile dated July 25, 2000 we received from DDDDP Project Manager Ms.
Victoria Lutwak requesting ac.ditional information tor the ‘fluorouracil cream) Cream 0.5% clinical
reviewer.

Included in this submission is Dermik’s response to Ms. Lutwak’s request.

Thank you for your attention. 'Please contact me at 1610) 454-3027 if you have any questicas.

_.-. .-

Sincerely, .

GQ’“"”-?{* N

James P. Thompsbn,
Regulatory Manager
Worldwide Regulatory Affais

‘BEST POSSIBLE COPY

Desk Copy: Victoria Lutwal. Project Manager
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APPLICATION TQ. ¥

DEPARTMENT OF HEA].TH AND HUMAN SERVICES
FOOD AND Dkl G ADMINISTRATION

ET ANEW DRUG, BIOLOGIC,
OR AN ANTIBI@C DRUG FOR HUMAN USE

Form Approved: OME No. 0910-0338
Expiration Date: March 31, 2003

‘ See OMB Statement on page 2.
FOR FDA USE ONLY

“APPLICATION NUMBER

21, Cnde of Fu ,
(Title 21, Crnde of . cdtra Mﬂm Parts 314 & 601)
APPLICATION INFORMATION &

[ NAME OF APPLICANT DATE OF SUBMISSION
Dermik Laboratories, Inc. T - July 2, 2000
"TELEPHONE NO. (ncludk Area Caods) A 'AX) Number (Include Area Code)
(610) 454-3027 (610) 454.5287
 Srreet, Cly, wury, 2P Code or Ml Cade, | (Namder, Sivest, Clty, Siave,
and U.S. Liconse mumber |f previously isswed): 2P Code, m&FAXJ—MIPW -
500 Arcola Road
Collegeville, PA 19426

"PRODUCT DESCRIPTION topical fluc: ouracil
Wmm mmmmmm—i ‘

"ESTABLISHED NAME (¢.g., Proper name, USi /USAN name) | PROPRIETARY NAME (made name) IF ANY

(ﬂnoroumﬂ M) ————— Cream 0.5%
"CHEMICAL/BIOCHEMICAL/BLOOD PRODU T NAME ( o) CODE NAME ( any)
5-fluoro-2,4(1H,3H)-pyrimidinedione DL-6028
STRENOTHS: ROU AD N:

topical

' DOSAGE FORM: :
Topical Cream 0.5%
(PROPOSED) INDICATION(S) FOR USE: To nical Trestment of actnic keratosis

I ——
APPLICATION INFORMATION
APPLICATION =
(check one) X NEW DRUG APPLICA TON (21 CFR 314.50) {01 ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFR 314.94)
[J BIJLOGICS LICENSE APPLICATION (21 CFR Part 601)
ANNDA, IBENTIFY THE APPROPRIATE [YPE X 505 (bX1) mEOON
TF AN ANDA, OR 305(b)(2), IDENTIFY THE | EFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION (check one) AL TO A PEND UBMISSION
PRESUBMISSION () ANNUAL RZPORT [} ESTABLISHMENT DESCRIPTION SUPPLEMENT (] EFFICACY SUPPLEMENT
[] LABELING SUPPLEMENT [7] ¢HEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT X OTHER
IF A SUBMISSION OF PARTIAL APPLICAT: ON, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION:

{1 CBE-30 [} Prior Approval (PA)

|_IF A SUPPLEMENT, IDENTIFY THE APPRO "RIATE CATEGORY [ CBE
REASON FOR SUBMISSION  FDA Requ st for Additional Information

mation should be provided iatheb body of the Apﬂiaﬁo-.)
Provide locations of all manufacturiogs pe and control sites for drug substance and drug product (continustion sheets may be used if necessary). Include name,
MMNWMme(CFN).me ndmummwofm(ummmswwm)
] conductad at the site. Please indicats whether the : iss is ready for inspestion or, if not, when it will be ready.

See Original Application

Cross Refereaces (list related License Applis ations, INDs, NDAs, PMAs, $10(k)s, IDEs, BMFs, and DMFs refereaced in the curvest spplication)
See Original Application

Created by Media Arta/USDHEHS: (301) 443-2454 EF

‘ORM FDA 356h (4/00) PAGE

BEST POSSIBLE COPY
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This application contains the followi 1g items: (Check all that apply)

1. Index il T L
2. WW_(L"“&;U) T l |Dnﬁubelin3 UFMPrinledlea-m

3. Summary (21 CFR 314.5Q (c))

4. Chemistry section [ :

A. Chemistry, magufactiring, and coatrols information (e.g., 21 CFR 314.50 (d)(1); 21 CFR 601.2)

B. Samples (21 CFR 314.50 (:)(1); 21 CFR 601.2 (a)) (Submit oaly upon FDA’s request)

C. Methods validation packag e (¢.g., 21 CFR 314.50 (e)X(2Xi); 21 CFR 601.2)

. Nonclinica! pharmacology anc toxicology section (¢.g., 21 CFR 314.50 (d)2); 21 CFR 601.2)

. Clinical Microbiology (e.g.,2 CFR 314.50 (d)(4))

]
6. Human pharmacokinetics and sioavailability section (e.g., 21 CFR 314.50 (d)(3); 21 CFR 601.2)
7
8

-_Clinical data section (e.g, 21 * 'FR 314.50 (d)(3); 21 CFR 601.2)

9. Safety update report (e.g., 21 ¢FR 314.50 (d(5XviXb); 21 CFR 601.2)

10, Statistical section (¢.g., 21 CF X 314.50 (d)(6); 21 CFR 601.2)

11. Case report tabulations (e.g., < 1 CFR 314.50 (f)(1); 21 CFR 601.2)

12. Case report forms (e.g., 21 CFR 314.50 (£)(2); 21 CFR 601.2) S

13. Patent information on any pat mt which claims the dl_'l!! (21 U.S.C 355 (b) or (c)

14. A patent certification with res sect to any patent which claims the drug (21 U.S.C 353 (b)X2) or (IX2XA))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD& C Act 306 (k)(1))

17. Field copy certification (21 C °R 314.50 (kX3))

18. User Fee Cover Sheet (Form DA 3397)

19. Financial Information (21 CF R Part 34)

20. OTHER (Specify) FDA Requ st for Additional Information

CERTIFICATION

1 agree to update this application with new safet 7 information about the product that may reascnably affect the statement of coatraindications,
wuning:.precmﬂons,oudvmmeﬁoulndcmmmIwnlomhmitnfctyupdunmnwmdbrbymaﬂouau
nwmdbymhumhmlwmhmntlwbmplymmdlwmlmmmmmmnwdwwm
including, bit not limited to the following:

1. Good manufacturing practice regulatio 1s in 21 CFR Parts 210, 211 or applicable regulations, Parts 606, and/or 820.
Biological establishment standards in : 1 CFR Past 600.
Labeling regulations in 2} CFR Parts ; 01, 606, 610, 660, and/or 809.
In the case of a prescription drug or bi ogical product, prescription drug advertising reguiations in 2] CFR Part 202.
Regulstions on making changes in apg lication in FD&C Act Section S06A, 21 CFR 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 31<.80, 314.81, 600.30, and 600.81.

7. Local, state and Federal environmenta impect laws.
1f this application applies to 8 dmg peoduct tha FDA bas proposed for scheduling under the Controlled Substances Act, ] agree not to market the
product until the Drug Enforceilient Adéitiaissn tion makes & final scheduling desision.
The data and information i this submissigi tif»é been reviewed and, 10 the best of my knowiegde are cestified to be wue and sccurste.

Ll b ol ol o

Warning: A willZly faise statement Is offtior nal offense, U.S. Code, title 18, section 1001.
iy James P. Thompson, Manager July 28, 2000
. A PRF Worldwide Regulstory Affairs -
ADDRESS (Street, City, State, WZIP'CMI’ - Telephone Number
500 Arcola Road (610) 454-3027
Collgggille, PA 19426

hbuemmuwmmmmuumunummnwumwmmmmum
mmumm.mm.mummmmuwmmmmuma
wmwmmmummm«mmmammammwhm

this burden to: _
demmdmm An agency may not conduct or sponsor, and 8 person is 8ot

Food and Drug Administration required to respond to, a coliection of information unless it
CBER, HFM-99 dispiays a cusrently valid OMB control pumber.
1401 Rockville Pike )

Rockvilie, MD 20852-1448
FORM FDA 356 (4/90)
PAGE2
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= NDA 20-985
;' Dermik DL-6028
t

)

("Tuorouracil Cream) Cream 0.5%

- T Tl

FDA Requestd Additional Table — Fax Request Date 7/25/00

Summary of All Adver:ie Events Reported In 2 1% of Patients in the Combined
Active Treatinent and Vehicie Groups —~ Pocled Phase lil Studies

" 9721 and 9722 Combined
Body System Active One | Active Two | Active Four ALL Active Vehicle
AE COSTART Torm* Waesk Week © Week Trestments | Trestments
N= 85 Ne 87 N= 85 Na257 N=127
v Iﬁ“ﬂ 7 n m n .‘
[BODY AS A WHOLE T7 ('L‘az)'r ) (:a! 8 | 12 (1a0) 25 (0.7) 18 (11.8) |
Headache s 38 2 @29 3 (35 8 (31) 3 (24)
Common Cold 4 4n ) 2 (24 6 (23 3 (24
Allergy () 2 @23 1 (12 3 (12 2 (1.8
intection Ui - 0 0 () 0 2 (1.
LM_—USCULOS—KELET-%N!M T 2] 1 (9) T (12) 3 (12 6 (39)
Muscle Soreness 0 0 o___ 0 2__ ({1
oo I Nl I A
inusitis ) R E
[SKIN & APPENDAGES | 78 (91.8)] &3 (964) | 82 (96.5) 243 (94.0) 85 (66.8)
Application Sits Reaction 713 (1.8)] 83 ‘()95.4) azz (osf) 2343 (914.3) 83 ass.q
irrhation Skin (1.2) _ (1.2)
SPECIAL SENSES g (;.1) ; (4.:) _%')"": .:) :g (ﬁ) L'—_ﬁg (;I)
Eye Imitation - (5.9) (3.4) 2 ! !
Source: extractad from {SS- ‘able 24: Summary of All Adverse Events - Phase il o8 (NDA Vol.

1.28, page 8-12-120) and App indix A.S (NDA Vol. 1.28, pege 8-12-158)

£ |
BT aerems s war
TSl ONORIGINAL

BEST POSSIBLE copy

7-25-00 FDA requested ta le word 6.0version
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i FACSIMILE TRANSMISSION
B RECORD

From: Vickey Lutwak
Division of Dumatologxc and Dental Drug
Products, HFD-540

Phone 301-827-2073
Fax 301-827-2075

Date: O\, 21,200 ‘
To:  Name Srh 2PN

Company
City . State
Phone# _(- 10D Y444 2827

FAX# ___ (50D - 451 S‘; Y >
Number of Pages (INCLUDING COVER PAGE) ;l

Please telephone (301) 827-2020 MJBDIATBLY if re-transmission is
THISDOCUMENT!SINMEDFORTEEUSEOFMPARTYTOWHOMITBADDRESSH) AND

MAY CONTAIN INFORMATION THAT IS PRIVILEDGED, CONFIDENTIAL AND PROTECYED FROM

DISCLOSURE UNDER APPLICABLE LAW.

If you are niot the addjEssee, or 8 person authorized to deliver the document to the addressee, you are hereby notified that any

m.mmmmmmsmuma&mumwmmm If you have received

this dosument in notify us immediately by telephone and retum it to us at the above address by mail. Thank you.

NOTE:- Weare ummﬁmmu&mmumm mmm&wewed
| A ' mtieemmukymmny




Denmk Laboratories, Inc.

‘2 Facslmile CoverPagé . -
- ; ” Date: August 14, 2000
To: Ms.Victoria Lutwak -
Project Manager

- Fax Number: 301 827-2075

- From: James P. Thompson
Manager, Regulatory Affairs
Phone #: 610 454-3027
Fax Number: 610 454-5287

Pages Sent: 1

- -

Vicky, ‘
The names that follow are the trade names we are proposing for our -
filuorouracil product in order of preference

L )

Please call me at 610 454-3027 if you have any questions. | can be
reached at this number tomorrow aiso.

8% O M?GA)V

,
(‘ll
2R

APPEARS THIS WAY
ON ORIGINAL
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" FACSIMILE TRANSMISSION
- RECORD

From: Vickey Lutwak
Division of Dmnatologlc and Dental Drug
Products, HFD-540

Phone 301-827-2073
Fax  301-827-2075

ate: de&& \&,é?_l)%

Company ‘DiAnile

To: Nat.ne :ST\'\’\ TR&Y\ pSa | ‘

City | State -

Phone# __ 4494 _ N 4 <r. Q74)
Fax# _ 43%- $95 - 155

Number of Pages INCLUDING COVER PAGE) _o&~ él

‘*—

Please telephone (301) 827-2020 IMMEDIATELY if re-transmission is necessary.

THIS DOCUMENT IS INTENDED FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEDGED, CONFIDENTIAL AND PROTECTED FROM -
DISCLOSURE UNDER APPLICABLE LAW.
lfyoumnﬂhd&mwlmmwmhmmmywmhmbymﬁd&ﬂm
view, disclosure, copying, or other action based on the content of this communication is NOT suthorized. If you have received
Mdmhm,wwmwwmﬂmkbmlﬂnmmww Thank you.
NOTE: Wem the attached information via tefephone facsimile for your convenience. This material should be viewed
Hemﬁdﬁubmuﬁmkywhnmyqueﬁmmﬂmg&emdmummm
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LAVSTAT 2 R SR

| ) DERM!MOMTORIES, INC.

1050 WESTLAKES DRIVB;
BERWYN, PA 19312 - :
484-595-2700

October 25, 2000

Jonathan K. Wilkin, MD, Director

Division of Dermatologic and Dental Drug Products (HFD-540)
Center for Drug Evaluation and Research

Food and Drug Administration

920! corporate Boulevard

Building No. 2, Second Floor, Room N115

Rockville, MD 20850

NDA No. 20-985
fluorouracil Topical Cream 0.5%

SAFETY UPDATE REPORT
Dear Mr. Wilkin:

Reference is made to an October 25 telephone call from Division of Dermatological and Dental
Drug Products Product Manager, Ms. Vickey Lutwak during which Dermik Laboratories, Inc. was
requested to submit an updated safety report to this application. This letter serves as a Safety
Update Regport for our fluorouracil Topical Cream application.

Please be informed that no clinical trials have been conducted with fluorouracil Topical Cream that
were not included in the original October 28, 1999 NDA submission. Therefore, there is no
additional clinical study safety information to provide at this time. Additionally, Dermik is not

aware of any other safety information that may reasonably affect the statement of contraindications,

warnings, precautions, and aflvérse reactions included in the draft labeling included in our
fluorouraci} Topical Cream Blew Dmg Application.

We believe that this ‘submfss:crrﬁxlly responds to Ms. Lutwak’s request. If you have any quesuons
regarding this submission, please contact me at (610) 595-2795.

Sincerely,

Qo @ Morpan)
et B BEST POSSIBLE COP:

Snc.

nz.kh



", DERMIK LABORATORIES, INC.

Dedrcmedmﬂe@ology' -

v\q!

-

500 ARCOLA ROAD
P.O. BOX 1200
COLLEGEVILLE, PA 19426—0107
TEL. 610-454-8000

B

June 21, 2000-

Ms. Victoria Lutwak

Project Manager

Division of Dermatologic and

Dental Drug Products (HFD-540)

Center for Drug Evaluation and Research
Office of Drug Evaiuation V

Food and Drug Administration

9201 Corporate Boulevard

Building No. 2, Second Floor, Room N115
Rockville, MD 20850

A RHONE-POULENC RORER COMPANY

-

RE: DL-6025 (5-FU) NDA #20-985 Response to FDA request for Clinical lnformatij

dated 6/20/00 from Vicky Lutwak

The following responses are provided to the four clinical questions faxed to us by Vicky
Lutwak on 6/20/00. The questions are summarized below followed by Demmik’s

response to each question:

. QUESTION- Provide a copy of the detailed patient instruction sheet for application of
drug product reference in Vol. 1.18, pg. 8-2-166 for Protocol DL6025-9721. Also
describe the ~————— used In the clinical studies.

RESPONSE-.Attached please find a sample detailed patient instruction sheet from
study DL-6025-9721 which provides instructions consistent with those listed in the
study protocol (NEJA Vol 1.18, pg. 8-2-185, section E. Application of Drug). Patients
wera not provide with;- -for instructed to use a -——— to apply study

medication-instudies DL-6025-8721 and DL-6025-9722. :

. QUESTION- Wera actinic keratosis lesions located on the ears counted and treated
during conduct of the clinical trials for Protocols DL-6025-9721 and DL-6025-97227
The facial diagram provided for Regional Count of Visible and Palpable Actinic
Lesions (Vol. 1.18, pg. 8-2-167) for Protocol DL-6025-9721 has ears depicted. The
faciai diagrams provided with Case Report Forms (e.g., Baseline Actinic Lesion
Count, Vol. 1.18, pg. 8-2-200, and Final Actinic Lesion Count, Vol. 1,18, pg. 8-2-210)
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used by investigators to record the actual regional counts for Protocol DL-6025-9721
do not have ears depicted. :

e N
RESPONSE- Agtinic keratosis lesions located on the ears were not counted during
conduct of the c__grical trials for "rotocols DL-6025-9721 and DL-6025-9722.

The reviewer is- correct that the facial diagram located in the protocol depicts ears
(NDA Vol. 1.18, pg. 8-2-167). However, the protocol (Section VI.A., subsection 2.
Regional Count of Visible and Palpable Actinic Lesions; Vol 1.18, pg. 8-2-167),
specifically stated that only lesions on the face and frontal scalp were to be counted. ~ -
Because ears were not included in the lesion count, the case report form did not
include ears as part of the facial image (NDA Vol. 1.18, pg. 8-2-200 and pg. 8-2-210).

. QUESTION- Actinic keratoses occur on sun exposed areas. The rationale for

limiting therapy with the Sponsor’s drug product for treatment of actinic keratoses on
the face and scalp as per Indication and Usage Section of the proposed labe! (Vol.

1.1, pg. 2-1-22) is requested? Is there a safety concermn with use of the Sponsor's 5-

FU formulation on areas other than face and anterior bald scalp?

RESPONSE- The rationale for limiting therapy with Dermik’s 5-FU formulation to thg
face and (anterior bald scalp when present) was that these areas tend to have the§.
greatest sun exposure. Sun exposure is an important determinant in th
presentation of actinic keratosis lesions. Therefors, limiting the investigative site t
the face (and anterior bald scalp) aliowed for evaluation of the study drug at a body
site that would have a relatively high density of lesions. Additionally, facial actinic
keratoses are often very noticeable to both patient and physician. Patients frequently
present to the physician for diagnosis and treatment of these lesions.

Dermik sees no specific safety concems with treatment of other body sites beyond
the face and anterior bald scalp. In fact, from a safety standpoint, treatment of facial
AKs (versus for example amm lesions) most likely presents a ‘worst case’ safety
assessment of the study drug. The facial skin is relatively thinner than that of other
body sites (e.g., arms). Both skin irritation responses and systemic exposure to the
study drug are likely enhanced with treatment of the face relative to other bedy sites.
Facial iritation with study drug treatment was fully assessed within the clinical
efficacy/safgty studies (DL-6025-9721, DL-6025-9722). The 5-FU product was also
evaluated in spegal”dermal safety studies involving applications to the skin of the
back and arms. 4s-determined in a specific pharmacokinetic study of patients with
facial actinic kerfloses (DL 6025-8720), systemic expousure to fluorouracil is very
minimal, everr'with daily treatments for four weeks. :

. QUESTION- For PK Study DL-6025-9720, where in the submission are baseline line
listings for actinic lesion counts per patient or range of numbers for baseline actinic
lesions located? According to the submission (Vol. 1.14, pg. 6-1-82)..."On average,
patients in each treatment group had 8-9 actinic keratosis legions at baseline.”
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RESPONSE- The basaline line listings for PK Study DL-602 actini

_ 5-9720 acti i
counts are loca;ed in the Final Study Report, Appendix 16.2.7.2 (NDA Vol. ?':5‘9:::
6-2-157 through 6-2-168). For ease of reference Appendix 16.2.7.2, pages 6-2-157
are included with this document.

APPEARS THIS WAY | ‘ |
ON ORIGINAL |

Page3ot3



DERMIK LABORATORIES, INC.
Dediccaed nn-r—dugy'

500 ARCOLA Rﬂ&[_’
P 0.BOX 1200 =&
T LLBGEVIIJ.E, l!-A 194264)107

'ST
Katharine W, Purst ~

Sr. Clinical Research Specialist
Chinical Rescarch and Medical Affairs

TEL: ++610-454-5223
FAX: ++ 610-454-2283

FAX TRANSMISSION

DATE: 6/30/00

TO: Vickey Lutwak

COMPANY: FDA, Division of Dermatologic and Dental Drug Products HFD-540
PHONE: 301-827-2073

FAX: 301-827-2075

Total number of pagces including this cover: 2
SUBJECT: NDA 20-985, Patient Instructions
Vickey,

As per your request, attached pleuse find patient instructions for Dermik’s 5-
fluorvurucil product (NDA 20-985). We will forward this document to you under formal
cover next week with an electronic disk copy. Please do not hesitate to contact us should
you have questions or require additionsl information.

APPEARS THIS WAY
ON ORIGINAL
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NDA 20-985

 (fluorouracil cream) Cream 0.5%

ol
.}w“. Y ji .

PATIENT lNFOHﬁATlON AND INSTRUCTIONS FOR APPLYING —

—~——— shouldbe used as directed by your health care professional and should not be used

for any disorder other than that for which you are being treated. Read the information and
instructions below before applying ~———— (fluorouracil cream) Cream 0.5%.

BEFORE USING THIS MEDICATION, TELL YOUR DOCTOR IF YOU:
~« are pregnant or lactating (breast feeding)

are a female of childbearing potential
* know you have dihydropyrimidine dehydrogenase (DPD) enzyme deticiency

INSTRUCTIONS FOR APPLYING —«+—

——  cream is for use only on your skin.
Cleanse the area whars you are going to apply Rinse the area thoroughly and
dry with a clean towel.
Apply to affected areas once daily as instructed by your health care protass:onal

Only use this product as directed bl your health care professional.
Avoid contact with your eyes, nostrils, and mouth when applying
shouid be applied with your fingers in an amount sufficient to cover the affected”
arsa. Wash your handS immaediately after applying the product.

it irritation becomes intolerable or you exparience any adversa reaction, contact your haalth
care professional.

o A W N

WHAT SHOULD YOU AVOID WHILE USING - CREAM?

You should avoid excessive exposure to sunlight while you are using as the intensity
of your skin reactions may be increased. During any sun exposure, wear a hat, and use
sunscreen Women should not breast feed or become pregnant while using this product.

WHAT ARE THE POSSIBLE OR REASONABLY UKELY SIDE EFFECTS OF - ?
Treated areas may be unsightly during therapy. Irritation at the application site during treatment
may include redness, dryness, burming, erosion (skin ulceration), pain and /or swelling. Some
irritation at the application site may persist for two or more weeks after therapy is discontinued.

STORAGE: Keep this medication out of the reach of children. Store at controlled
room temperature 68 to 77° F (20 to 25° C) Do not keep this medication past the expiration date
on the tube. Be sure to dmrd ~——"" out of the reach of children.
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NDA 20-985

1. Please provxd; a table for the followmg
] i—'
Summary of AH.'Adverse Events Reported in 2 1% of Patients in the Combined Active

Treatment and zghxcle Groups, by Body System, and COSTART Term pooled for Phase
3 stud!es

Body System Active One Active Two - Active Four Al Active Vehicle
AE COSTART Term Week Week Week .

To facilitate the review process, also submit the table as an electronic file in MS Word.
- QS a Detl. OPY— Bk coPy Sthe norw
2. (Vol. 1.18, pg. 8-2-165) According to the protocol, patients applied the study drug

morning or evenings at 12-hour intervals. Who decided whether the study drug
application was to be applied AM or PM?

3. According to the protocol, patients with clinically significant abnormalities should
not be entered into the study. Were any patients excluded from Study DL-6025-
9722 due to abnormal baseline clinical laboratory abnormalities?

APPEARS THIS WAY

HN APIRINAY

' p—



LT

NDA 20-988
— (fluorouracil) Cream 0.5%

Response t: FDA request for Clinical Information - July 25, 2000

1. REQUEST- Please provide a table summarizing all adverse events

2.

3.

_.._.-...

5™ :

reporid in 2 1% of patients in the Combined Active Treastment and
Vehicle Groups, by Body System, and COSTART Term pooled for Phase 3
Studie;. Additionally, submit the table as an electronic file in MS Word.

RESP ONSE- Attached please find a table entitted “Summary of All
Adver.e Events Reported in 2 1% of Patients in the Combined Active
Treatnient and Vehicle Groups — Pooled Phase III Studies”. The table
presents the adverse events by Body System, and COSTART Term. This
table \/as extracted from the Integrated Summary of Safety (ISS), Table 24,
entitle “Summary of All Adverse Events — Pooled Phase III Studies”
(NDA Vol. 1.28, page # 8-12-120) and the ISS Appendix A.5 (NDA Vol.
1.28, I'age #8-12-156). An electronic copy of the table is provided on disk
in Werd 6.0. The disk has been scanned for viruses using
virus : can software, version — and no viruses have been detected.

QUESTION- (Vol. 1.18, pg. 8-2-165) According to the protocol, patients
applied the study drug moming or evenings at 12-hour intervals. Who
decidi«d whether the study drug application was to be applied AM or PM?

RESI ONSE- The assigned treatment schedule for each patient was
deterriined by the Investigator and patient.-

QUE STION- According to the protocol, patients with clinically sxgmﬁcant
~. abnoimalities should not be entered into the study. Were any patients

lujed from study DL-6025-9722 due to abnormal baseline clinical
go} Ml‘y abnormalities?

’ONSE- According to the DL-6025-9722 patient screening logs, no
paaehts were excluded from participation in the study due to abnormal

* basel ne clinical laboratory abnormalities.

- vve



NDA 20-985. guomumumam, 0.5%) Sponsor - Dermik Labs.

L.

2 .
How was{featment compliance (Vol. 1.18, Section 5.3 4, page 8-2-45) evaluated (e.g., were the
retumed gu.of study medication weighed?

(Vol. 1.18,'Section 5.2.4, page §-2-43) Were patients provided with sun/screen moisturizer at
baseline? According to the protocol, a sun/screen moisturizer (Eucerin, SPF25) was provided by
the sponsor, if needed. There are differences between use of sun/screen moisturizer in the Phase 3
studies as indicated in Table 24 (Concomitant Medications for Skin Irritation, Sun Protection, or
Eye Iritation) for Study 9721 (Vol. 1.18, pg. 8-2-127) and Study 9722 (Vol. 1.20, pg. 8-4-318).
For example, in Study 9721, 36.2% of patients in Active One-Week, 45.7% of patients in the
Active Two-Week, and 422% in the Active 4-Week treatment arms predominately used
sun/screen moisturizers (also includes use of topical steroid, etc.) vs. 5.3%, 12.2%, and 20%
respectively for Study 9722. Is there a rationale for this difference?

Please provide the following details regarding eye irritation in the Phase 3 studies:
e Onset .

Duration -
Severity

Treatment (s) used for eye irritation during the study

Is there any correlation between AM or PM application of study medication and eye
irritation? Is there a rationale?

o e e o

Section E, Application of Drug (Vol. 1.18, pg. 8-2-165) of the protocol indicates that study

medication was to be applied morning or evening at 24 hour intervals in accordance with assigned

treatment schedule.

e  Who decided whether the study medication was to be applied moming or evening?

e Where in the NDA is the line listing indicating the morning or evening application schedule?

e Was there a difference between timing (AM or PM) of the study medication application
across the Phase 3 studies?

2. APPEARS THIS WAY
E R ON ORIGINAL



NDA 20-985

FAX  wer

Dermik Laborat@es, Inc

Attention: Mr. Jéies Thompson -
Manager, Regilatory Affairs
1050 Westlake Drive

Berwyn, PA 19312

Dear Mr. Thoinpson:

Please refer to your new dtug application (NDA) submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for NDA 20-985.

As a condition of approval the Division recommends a study to assess post-treatment
safety and efficacy of TRADENAME cream, 0.5%. We would like your commitment to

perform a Phase 4 Study, to initiate it within one year after approval, and to complete it

no later than three years after initiation, and to submit the results to the Agency within
one year after completion.

The Phase 4 study should include the following:

1. Because the number of subjects studied with the to-be-marketed formulation under
labeled conditions does not reach the numbers recommended in the ICH E1A

guidance, additional safety data for the treatment of actinic keratosis lesions located
on the face is needed. In addition, because the safety and efficacy of TRADENAME has
not been characterized for some common skin surface areas at risk for development
of actinic keratosis (e.g., ears,.scalp (other than anterior), and other sun-exposed ..

* g—

areas), an appropriate study to address these informational needs should be
conducted.

The study should include no less than one year safety and efficacy post-treatment and
follow-up forincidence of recurrence,

The study shou}d include an assessment of the safety and efficacy of re-treatment

of actinic keratbses with TRADENAME cream

Particular atte: é'n—'sh_ould be paid to an assessment of the potential for eye irritation
and the acno 'ents-can take to minimize this potential.

If you have any questlons or \vlsh to schedule a teleconference to discuss these
conditions, please call Victoria Lutwak, Project Manager, at 301-827-2073.



NDA 20-985

x -
cc: ’E
Archival NDA 26985
HFD-540 Divisioh Files
HFD-540/ Vaughan/Okun
HFD-540/Lutwak

APPEARS THIS WAY
ON ORIGINAL
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:" : DEPARTM,;E_?T OF HEALTH & HUMAN SERVICES Public Health Service

A
L X Food and Drug Ad ini i
-.,m %— Rockaiie MDS5855 ftraton
- ;l___)iyi,siqn of Dermatologic and Dental Drug Products
‘ Office of Drug Evaluation V
Center for Drug Evaluation and Research -
— Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850
FACSIMILE TRANSMISSION

DATE: July 27, 1999 Number of Pages (including cover sheet) - 10

TO: James P. Thompson, Manager, Worldwide Regulatory Affairs

COMPANY: Dermik Laboratories 3

FAX #: 610-454-5287 l

MESSAGE: Please find attached to this facsimile transmission our meeting minutes for our

July 26, 1999, pre-NDA Meeting forlND ~—~ , DL-6025, fluorouracil topical

cream, 0.5%.
Thank you.
FROM: Frank H. Cross, Jr., M.A., CDR
TITLE: Senior Regulatory Management Officer
PHONE #:  301-827-2063
FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION
THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, or a
person authorized ta deliver the docurnent to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other action
based on the content ofmueonmmnnonunotwﬂmud. If you have received this document in error, plaseummdnmlynonfyusbytclephone

-.,—-—.--’A
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fecting Date: July 26, 1999 - = Time: 1000 . Location: N225
Meeting ID# 4441 ?E'_ :

IND — DL-6025, fluorouracil tapical cream, 0.5%

Indication: Actinic (solar) Keratosis

Sponsor: Dermik Laboratories, Inc.

Pre-NDA Meeting

Meeting Chair: Jonathan K. Wilkin, M.D.

Meeting Recorder (CSO/Project Manager): Frank H. Cross, Jr., M.A., CDR

FDA Attendees, titles and offices:

Bonnie Dunn, Ph.D., Deputy Division Director, DNDCIH, HFD-830
Jim Vidra, Ph.D., Acting Chemistry Team Leader, DNDCIII, HFD-830 ,
William Timmer, Ph.D., Chemist, DNDCII, HFD-830 -
Barbara Hill, Ph.D., Pharmacologist/Toxicologist, DDDDP, HFD-540
Dennis Bashaw, Pharm.D., Biopharmaceutics Team Leader, DPEII, HFD-880
bi Adebowale, Ph.D., Biopharmaceutist, DPEII, HFD-880
san Walker, M.D., Dermatology Team Leader, DDDDP, HFD-540
R. Srinivasan, PL.D., Biostatistics Team Leader, DOBIV, HFD-725
Shahla Farr, M.S., Biostatistician, DOBIV, HFD-725
Frank H. Cross, Jr., M.A., CDR, Senior Regulatory Management Officer, DDDDP, HFD-540
Victoria Lutwak, Project Manager, DDDDP, HFD-540

Jonathan K. Wilkin, M.D., Division Director, DDDDP, HFD-540 ‘ ‘

Sponsor Attendees, titles and offices:

Kim A. Forbes-McKean, Ph.D., Director, Regulatory Affairs and Project Management

Gary L. Feiss, M.S., Senior Manager, Regulatory Affairs

Wendy H. Chem, Ph.D., Bepartment Manager, Dermatological Product Development .
Jay E. Dorrell, Associate R Fellow,

Lee Geiger, Ph.D., Director, To ogy us.

Sharon F. Levy, M.D., Director, linical Kesearch and Medical Affairs

Katherine W. Furst, Senior€linical Research Specialist

James P. Thompson, Manager, Regulatory Affairs

Margaret Connolly, Ph.D., Statistician

Meseting Objectives:
Pre-NDA Meeting

“""ith reference to the Meeting chuest submitted June 16, 1999, and to the Meetmg Briefing Package submitted June 24,
9, the followmg discussion took place:



w— . - BESTPOSSIBLE COPY

L-6025, fluorouracil topical croifn, 0.5%
. re-NDA Meeting Minutes =
Page 2 of 9 i

Agency: EE RIS ’
With regard to the S-fluorouracil Microsponge® formulation, the Agency asked if the Sponsor will be making any -
labeling or marketing claims. ’

Sponsor: .

The Sponsor said no.

Chemistry, Manufacturing and Controls:

The primary CMC issucisthe - ———— . The Sponsor has 18 months of stability data with —
and 6 months without - '

1. Question 1a of the June 24, 1999, Meeting Briefing Package - Chemistry, Manufacturing and Controls (CRC),
Are the data requirements at the time of NDA filing satisfied by: '

a.  Eighteen months of stability data from 3 batches mgnﬁfacumd with — -
b.  Six months of stability data from 3 batches manufactured without ~
c. Executed batch records for all stability batches,
d. The degradation pathway of fluorouracil.
Agency: ‘

The information is sufficient for filing a NDA. The Agency could accept the amount of stability data as proposed for
filing; but the Sponsor should not expectan -——  month shelf life even after it provides updated 9 and 12 months
stability data with satisfactory statistical analysis. The Agency would prefer to receive at least 9 months of data at the
time of NDA submission with the expectation of receiving 18 months data during the first 9 months of the review clock.

2. Question 1bof the June $4, 1999; Mecting Briefing Package - Chemistry, Manufacturing and Controls (CMC),
The Sponsor-is secking Ewmmﬁm dating will be established from real time stability data...which will
be provided in updates d& ing the review cycle.

-

Agency:

This is acceptable. We further suggest that the Sponsor perform s pooling test of the stability data from batch;s
manufactured without — as part of the statistical analysis. This statistical analysis should be provided both in the
original NDA and in the amendment when the last updated stability data are submitted.

? Qther comments:

a. The Agency would like to make sure that the pivotal clinical trials were performed with DP that was
within specification for 5-FU. '



JL-6025, fluorouracil topical cffam, 0.5%
Pre-NDA Meeting Minutes -, '
Page 3 of 9 :

o .. BESTPOSSIBLE COFt

b. All faci’ﬁﬁésfg@i( be ready for inspection at the time of the NDA submission. The last GMP inspection

for . - ) - . was in January 1997; a new inspection will be required.
r should also ascertain that the DMF is current.

-

c. The Agency want to reiterate from the End of Phase 2 Meeting Minutes of January 29, 1997. The
Agency is requesting the: ————— from <——— ofboth the drug substance and the drug
product. From an analytical perspective, the CMC reviewer is interested in the . from

~—— From a photobiology perspective, the Clinical reviewer is interested in the

— from ——

d. On pg. 9 of the June 24, 1999, Meecting Briefing Package, the %w/w of the formulation is presented. The
— and dimethicone concentration mustbe _—— This is a fairly precise formula.

The Agency would like to know how these numbers were derived. Please provide the batch formulain -

units of weight.
c. The Agency would also like to know under what conditions — — of the DP is pcrforrxied
Pharmacology/Toxicology:

Question 2a of the June 24, 1999, Meeﬁng Bricfing Package:

The Sponsor’s proposal for submission of nonclinical toxicity studies to the NDA is acceptable. It is requested
that the full study reports for all nonclincal studies conducted with the S-flucrouracil Microsponge® formulation
and the Microsponge® formulation alone be submitted with the NDA. The Agency is particularly interested in

seeing any full study reports that are available concerning the mutagenicity of the Microsponge® formulation
alone.

2. Question 2b of the June 24, 1999, Meeting Briefing Package:

As stated in the previous discussion point, it is requested that the full study reports for all nonclinical studies with

the Microsponge ition alone be submitted with the NDA. If no mutagenicity studies have been

conducted with the Midiospongs® formulation used for the 5-fluorouracil cream product, then it is requested that

full mutagenicity sm!imn_.fqr any Microsponge® formulation be submitted with the NDA. This would be
colo

more useful to the Phay gy/Toxicology reviewer than a “Letter of Authorization” to allow reference to

- )

specific studie§ ¥ ‘otfier NDAs that may have used these Microsponge® formulations. '
3. Question 2c of the June 24, 1999, Meeting Bricfing Package:

It is requested that the Sponsor submit the full referenced article for any labeling statements that the Sponsor
may make concerning general toxicity, genotoxicity, carcinogenicity and reproductive toxicity associated with S-
Fluorouracil. The full referenced article will be importantto support information included in the label under
these sections. The summary proposed by the Sponsor would be helpful in the review of nonclinical literature
studies. In addition, it would be helpful to the Pharmacology/Toxicology reviewer if full referenced articles
would be included in the NDA for information that the Sponsor feels is important to support the safety of the 5-
fluorouracil Microsponge® formulation. It is requested that the Sponsor provide the rationale used to select key
articles from the literature that will be summarized and provided in the NDA to support the safety of the 5-
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)L-6025, fluorouracil topical cfdni, 0.5% -
Pre-NDA Meeting Minuizz (3%

Page 4 of 9 i '

fluorouracil M:croSpongc  formulation (There may be an abundance of literature, and we are interested in any
potential selection bias).

4, Question 2d of the June 24, 1999, Meeting Briefing Package: “As agreed upon at the End of Phase 2 Meetmg
withFDA,a ——— ~ study is not planned.”

The Sponsor’s proposal is acceptable based on the previous discussion with the Sponsor concerning anticipated
duration of therapy. However, if the Sponsor shouldplanto — —
, then this topic will need to re-visited at that time.

1. The Sponsor appears to have done the studies requested by the Agency in the January 29, 1997, End of Phase 2
meeting. S -

2. The Pk studies as designed and performed will not support, nor were they intended to support, a finding
bioequivalency between Dermik’s product and Efudex. The results of these studies represent a stand-alo s PK
package for this product and will not suport a 505(b)(2) application.

esponses to Clinical questions:

1. Based on the material submitted in the briefing package, it appears that the nature and scope of the clinical
studies are appropriate to support filing of the NDA for the treatment of actinic keratosis of the face and scalp.

The primary efficacy assessment should only be the proportion of patients with treated lesions totally cured vs.
the similar proportion in the placebo group (other efficacy comparisons should be considered secondary
endpoints). The Sponsor should consider an adjustment for multiple comparisons when multiple dosing
durations are included in a clinical trial (see statistical comments also). The approval of any treatment regimen is
data driven and labehng should reflect the clinical trial data. Elements of both safety and efficacy should be
consldcred. s . .

‘ .-

2. Integxat:on of the efficfgy data ﬁpm the two pivotal Phase 3 studies is acceptable in the integrated summary of
efficacy (ISE). Ho the studm: should also be presented separately, with detailed information about the

- results in each uﬁ’vxdmlsmdy centa The data presented in each study should give enough information to make
it possible for the reviewer to trace it back to the study center and the mdmdual patient.

3. The planned presentation of the integrated summary of safety (ISS) is acceptable. It is important to emphasize
that all adverse events be listed and counted regardless of causality relationships. The adverse events of the
pivotal trials should be analyzed by the individual regunen used, i.e., 1 week vs. 2 weeks vs. 4 weeks in
additional to any combined analysis.

The gcncral format, overall scope and extent of data planned for provision in the ISS and ISE appear to be
acceptable.
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<e-NDA Meeting Minutes i
Page 5 of 9 § -

To facilitate the review process, it is helpful to submit ISS, ISE, and the pivotal Phase 3 clinical protocols with their full
reports (including tables) as electronic files in MS Word format.

nmnﬁm

1. Since the Sponsor desires to demonstrate the superiority of any or all three duration of treatments vs. Vehicle (i.e. 1-
Week vs. Vehicle, 2-Week vs. Vehicle, and/or 4-Week vs. Vehicle), these constitute three separate possibilities for a
win. Hence, the Sponsor needs to adjust the level using Bonferroni or any other appropriate multiple adjustment
procedure. .

2. Request for data: please see attachment.

The Food and Drug Administration Modemization Act [FDAMA] of 1997, Section 111, Pediatric Studies of Drugs,
effective April 1, 1999, requires the following:

— ]

< 21CFR 314.50(d)(7), NDA applications are required to contain “A section describing the investigation of the drug for
.use in pediatric populations, including an integrated summary of the information (the clinical pharmacology studies,
controlled clinical studies, or uncontrolled clinical studies, or other data or information) that is relevant to the safety and
effectiveness and benefits and risks of the drug in pediatric populations for the claimed indications, a reference to the full
descriptions of such studies provided under paragraphs (d)(3) and (d)(5) of this section, and information required to be
submitted under Section 314.55.”

In addition, per 21CFR 314.55(a), each NDA “application for a new active ingredient, new indication, new dosage form,
new dosing regimen, or new route of administration shall contain data that are adequate to assess the safety and
effectiveness of the product for the claimed indications in all relevant pediatric subpopulations, and to support dosing and
administration for each pezmtrw'nbpopuhﬂon for which the drug is safe and effective....” Under 21CFR 314.55(d)
“this section does not apply to uﬁ drug fgr an indication or indications for which orphan dwgnat:on has been granted

) under part 316, subpart C, of thi

© - -

A waiver can be requested:ifl m@pgc_ivim 21CFR 314.55(c).

Financial Discl .

For applications submitted after February 2, 1999, per 21CFR 54.3 and 21CFR 54.4, an NDA applicant is required either
to certify to the absence of certain financial interests of clinical investigators or disclose those financial interests.

Labeling:
1¢ Applicant has an Information for Patients leaflet/labeling, please submit it with the NDA.
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Unresolved issues or issues requiring further discussion:

None. 4 /

Signature, minutes PIEparer i er J !S/ -
Concurrence Chair (or designated stsnatory) / S l\, - \.Q-( 'ZR‘{
Handout: Briefing Package, dated June 24, 199‘97__ ?q

Attachment: FDA Division of Biometrics Request For Data

cc:

IND. —
HFD-540 HFD-540/DIV DIR/Wilkin
HFD-830/DIV DIR/Chen '
HFD-830/DEP DIV DIR/Dunn
HFD-540/CHEM TL/DeCamp

“¥D-540/ACTING CHEM TL/Vidra

D-540/CHEM/Timmer/ '7. %.49

HFD-540/PHARM TOX TL/Jacobs

HFD-540/PHARM TOX/Hill /7. 5£.99
HFD-880/BIOPHARM TL/Bashaw

HFD-880/BIOPHARM/Adebowalea/7.96.9 7 APPEARS THIS WAY
HFD-540/DERM TL/Walker /7. 26 97 ON ORIGINAL
HFD-540/MO/Labib

HFD-725/EIOSTAT TL/Srinivasan /2 26.949

HFD-725/BIOSTAT/Farr /7. 26.99

HFD-540/PROJ MGR/Cross .

Drafted by: tho/July 26,1998 - . - .
c: \word\ind\iné ~ ——— ..?n:_ .

Initialed by: i -
' final: E E:_': —' )

- e T
MEMORANDUM OF MEETING

| op——
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FDA Division of Biometrici ~~ T

IND# - (Fluorouracil Topical Cream)

REQUEST FORDATA -
DATE: 7/26/1999

The followings are some suggestions and general recommendations to expedite the daaevdmuonpmcednm These are not official
policy statements and should not be construed as such. ItumbenotedthntFDAdoanotenmgesubmmommonemusuul
package over another, this note is not meant to endorse SAS.

We would like to thank you in advance for cooperating in this matter, ahowmmndyouthnadhmgmthaeumplemsuucuons
will only accelerate the review process which in turn will benefit you as a sponsor.

BEQMEQRIBAESEER_QEDATA;
Please provide the data for pivotal studies only.

1. Data Submission by Study Number: : -

Efficacy and safety data sets should be submitted by study. Smdynumbensmbe carried as a commeon variable to facilitate
pooling of the data across studies.

41

A listing from PROC CONTENTS from each data library should be provided which lists all the data sets, clearly labeled for each
swdy and variable type. For each study only two data sets should be provided.

For example:
Study # 1, Demographic Data & Efficacy Data
Study # 1, Safety Data

Study # 2, Demographic Data & Efficacy Data
Study # 2, Safety Data

All data shouubcmm(mbdh the same manner for all studles throughout the NDA. _

All files should uzcludc patient lnndgmr number and treatment group as common variables. A useful data layout is
to have one record per patient, vilfhfmavaﬂablemamglemd. :

P

nepaucntnumbenlﬁdflhcﬂaum:hmldbeumque,sonwuldbepom'blemmctgemedanwclfnwesury

3. Description of Data:

- A data dictionary which lxm:nddesctibesdwkeyafetymdeﬁacyvmabla. Example: TRT-truuncnt, INVID
=investigator id#.

- A description of the values of the variables. Example: TRT (A-lnvsﬁptioml Drug, B-Phcebo). SEX (1=male, 2=female).

'ata Formats:

All format libraries and variable labels should be provided, along with step-by-step outline of attaching the format catalogs to
SAS data sets.
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If SAS transport files or comgmsed files are submitted, a step-by-step instruction set should be attached for conversion to SSD or
SD2. As of now, we are using PC-SAS version 6.12 for Windows as our primary platform.

S. SAS Progmms:
The programs used to generate the results, and s description of their intended use, for each of the studies separately (no need for
programs that create tables or pages.)

For each study please provide:
Demographic Data:
Exgmple:

Patient Id

Investigator Id

Treatment Group

Age

Race

Gender

Baseline Clinical Evaluability

Any Concomitant Drug Use & Drug Type APP EARS TH IS WAY
Past History of Sickness ON ORIGINAL
Smoker ' : .

Drinker

Number of Days in Study

Number of Days on Therapy

4

. (All available related demographic variables)
Efficacy Data:
Example:

Patient Id

Investigator Id P

Treatment Group B : . :
Visit Number : 8-

Days from start of treatment -

Losses: (Culture, LTFU, . ) s
Signs & Symptoms - ~=® = T- -

2y -

Clinical Response at test ofcure

(All the variables needed for the efficacy analyses)
Safety Data:

Example:

Patient Id .
“uvestigator Id
.reatment Group
Visit Number
Days from Start >f Treatmeat to Adverse Event
Adverse Event
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 List of Adverse Eveats: - .

Death
Date of Death

(Al the variables needed for the safety analyses)
Other comments:
CommmnandAcﬁonTa.kwmmtneededinthedaum'Atd:iﬂime.hbmﬂummtneeded.

APPEARS THIS wWAY
ON ORIGINAL .
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-1 MESSAGE: Please find attached to this facsimile transmission our meeting minutes for our

L July 26, 1999, pre-NDA Meeting for IND — DL-6025, fluorouracil toptcal
i cream, 0.5%. P

ﬂs@"k you—

i FROM: F H. Cross, Jr., M.A.. CDR

TITLE: Hor Regulatory Management Officer ;
PHONE # . ?;og;az'z-_zoaa .
FAX #: 301-827-2075/2091 ' L

‘ THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN me&MAUON
' THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee, o 8
¢ person autborized t deliver the document 1o the addressan, you are hereby notified Dt any review, disclosure, dissemination, copying, or other action

i based on the content of this communication is sot suthorized. ummmmm-m.mmummryuwumm
TYNIDINO NO
AVM SIH1 S8V3ddV l
APPEARS THIS WAY 5
ON ORIGINAL ] :
L
3 K
B
i i
..4‘_“--., "," ) .; ! .
TR E
mv T -.i’- i S0]aTe 878 P T R 91:4.3;‘ 0228
aa:o:r;s: - o399d dkRE|  LVS:|- S3Jud| QI NOTLIULS IW1S1AQ]  SdIL|  SWiL/310d
i NS
dnowo | %08 2a0W] “ON
: ' 6T:L1T 66,2720 . ' P
¥ NOTLEWSIINDD F9USSIW
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‘i./ nmmmormn&mmmmvxcu Pubtic oot Sarvies -
~ F . vile MO e
“-"<": " Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V ot
Center for Drug Evaluation and Research : ]
- Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850
FACSIMILE TRANSMISSION
DATE: July 27, 1959 Number of Pages (including cover sheet) - 10
TO: James P. Thompson, Manager, Worldwide Regulatory Affairs
COMPANY: Dermik Laboratories
FAX #: 610-454-5287 s

MESSAGE: Mmmbmmmnmmgnmumfwm
July 26, 1999, pte-NDAMeenn'fortN‘D - DL-GO!S fluorouracil topical -
cream, 0.5%. L

Thank you

FROM: Fraok H. Cross, Jr., M.A., CDR
TITLE: . Senior Regulstory Management Officer
PHONE #  301-327-2063

FAX ¥ 301-827-2075/2091

THIS DOCUMENT 1S INTENDED ONLY POR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION
THAT IS PRIVILECED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 1T you ste net the addressec, or »
perses suiharised (o deliver the detwramt & e addrumaes, you sre harely nouled Jut sy nview, disslonee, dissemination, eopying, or sthar sstion
Basad on the content of this communication is ast aviharizad. 17 you heve ressived dhis desument in ever, please immudisisly aodfly us by Wwiephone.

b
f- .- APPEARSTHIS Way -
e ¥ ON ORIGINAL

e1a-1084 BO2°ON ' oLl 6670228

3-1-137
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- MEMORANDUM OF MEETING MINUTES

Date: October 23, 2000

NDA - 20-985

Sponsor: Dermik Laboratories, Inc.
Type: . teleconference .
Purpose: - A request for information
FDA Attendees:

Wilson DeCamp, Ph.D, Chemsitry Teamleader
Victoria Lutwak, Project Manager

Dermik Attendees:

Kim Forbes-McKean, M.D., Sr. Director
Alicia Cabrelli, Regulatory Analyst

Jim Thompson, Manager, Regulatory

Wendy Chem, Dept Mgr, Product Development
Ken Balaji, Research Fellow

The t-con was requested by us to ask the sponsor to supply certain mfonnanon to the
NDA.

1. It was noted during the review that there was no provision to limit storage of the bulk
product between manufacturing and filling. We requested the sponsor to provide a post-
approval commitment to either (1) limit the storage of the bulk productto — or less,
or (2) submit stability data to support the storage of the bulk ptoduct for a longer period
of time.

2. It was noted during the review that there was no statement about ——
product. We requested the sponsor to provide a commitment that
product wxll:&tdol_g without submission of a prior approval supplement.
i
The sponsor agr* the above and would send in their commxtment to the NDA today
fax

: along with a 0] the Dwxslon.
ety T

NDA 20985
Div File

gg:ézgmmm/ "
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