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PATENT AND EXCLUSIVITY INFORMATION

Active Ingredient: C-22 aliphatic alcohol (n-docosanol)

Strength: 10% by weight -
Trade Name: LIDAKOL®

Dosage Form: Topical Formulation -
Sponsor: LIDAK PHARMACEUTICALS v
NDA No.: 20-941

Applicable Patent Nos.: ' Expiration Date:

U.S. Pat. No. 4,874,794 October 17, 2006

U.S. Pat. No. 5,071,879 October 17, 2006

U.S. Pat. No. 5,194,451 December 10, 2008
U.S. Pat. No. 5,166,219 December 3, 2008

U.S. Pat. No. 5,534,554 December 13, 2013
U.S. Pat. No. 5,098,896 March 24, 2009

U.S. Pat. No. 5,214,071 May 285, 2010

U.S. Pat. No. 5,296,514 March 22, 2011

Approval Dates:

Exclusivity: Five years from the date of approval as provided by the Drug
) Price Competition and Patent Term Restoration Act of 1984.
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[IDAK_

HARMACEUTICALS

LIDAKOL®, (n-Docosanol, Beheny! Alcohol) 10% Cream
NDA 20-941

In accordance with the Generic Drug Enforcement Act.of 1992, we certify that
LIDAK Pharmaceuticals did not and will not use in any capacity the services of
any person or firm debarred under subsections (a) or (b) [Section 306 (a) or (b)
of the Federal Food, Drug, and Cosmetics Act] in connection with NDA 20-841
for LIDAKOL®, (n-Docosanol, Behenyl Alcohol) 10% Cream.

LIDAK Pharmaceuticals verifies that ail trials conducted in the United States
which are used to support NDA 20-941, were conducted in compliance with
Institutional Review Board regulations in 21 CFR Part 56 and the informed
consent regulations 21 CFR Part 50. Non-US protocols used to support the
claims in this application were reviewed by independent Ethics
Committees/Review Boards and these trials were performed in accordance
with the declaration of Helsinki and its subsequent revisions.
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J?fes E. Berg, / / Date
Vice President of Clinical A Val{s
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11077 NORTH TORREY PINES ROAD - LA JOLLA, CALIFORNIA 92037 - (619) 558-0364, FAX: (619) 453-3845



CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

DATE RECEIVED: 3/28/00 DUE DATE: 5/3/00

OPDRA CONSULT #: 00-0092

TO:
Jonathan Wilkin, M.D.

Director, Division of Dermatologic and Dental Drug Products -
HFD-540 |

THROUGH:
Kevin D. White
Project Manager
HFD-540
PRODUCT NAME: MANUFACTURER: Avanir Pharmaceuticals
Abreva
(docosanol cream) 10%
NDA #: 20-941
SAFETY EVALUATOR: Peter Tam, R.Ph.

OPDRA RECOMMENDATION:
OPDRA has no objections to the use of the proprietary name, Abreva. See the checked box below.

FOR NDA/ANDA WITH ACTION DATE BEYOND 90 DAYS OF THIS REVIEW.

This name must be re-evaluated approximately 90 days prior to the expected approval of the NDA. A re-review of
the Lame pricr to NDA approva! will rule out any objections based upon approvals of other proprietary
names/NDA’s from the signature date of this document. A re-review request of the name should be submitted via e-

mail to “OPDRAREQUEST” with the NDA number, the proprietary name, and the goal date. OPDRA will respond
back via e-mail with the final recommendation.

'/FOR NDA/ANDA WITH ACTION DATE WITHIN 90 DAYS OF THIS REVIEW

OPDRA considers this a final review. However, if the approval of the NDA is delayed beyond 90 days from the
date of this review, the name must be re-evaluated. A re-review of the name prior to NDA approval will rule out any
objections based upon approvals of other proprietary names/NDA's from this date forward.

FOR PRIORITY 6 MONTH REVIEWS

OPDRA will monitor this name until approximately 30 days before the approval of the NDA. The reviewing
division need not submit a second consult for name review. OPDRA will notify the reviewing division of any
changes in our recommendation of the name based upon the approvals of other proprietary names/NDA's from this

"7/ .Y,
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Jerry Phillips, R.Ph.  ~ Peter Honig { -
Associate Director for Medication Error Prevention Direcfor

OfTice of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3242

Fax: (301) 480-8173

L

Office of Post-Marketing Drug Risk Assessment
Center for Drug Evaluation and Research
Food and Drug Administration _




Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm. 15B03 ,
Center for Drug Evaluation and Research

ROPRIETARY NAME REVIEW

DATE OF REVIEW: 5/2/00
NDA#: 20-941

NAME OF DRUG: Abreva
(docosanol cream) 10%

NDA: Avania Pharmaceuticals

I INTRODUCTION:

This consult was written in response to a request from the Division of Dermatologic and Dental Drug
Products (HFD-540) on March 28, 2000, to review the proposed proprietary drug name, Abreva in
regard to potential name confusion with existing proprietary/generic drug names.

The Division of OTC Drug Products (HFD-560) has reviewed this product under the proposed name,
Abreve. The Labeling and Nomenclature Committee (LNC) on 11/19/98 approved it. LNC believed
there was low risk of confusion between Abreve and Aleve due to different dosage forms (i.e.cream vs
tablet). However, the Division believes that the possibility for confusion between these two products is
high. A consult was forwarded to OPDRA on 1/24/00 for a quick turn around evaluation of this
proposed trade name, Abreve. OPDRA expert panel has serious concerns about the similarity of Abreve
with Aleve, even though these two products are available in two different dosage forms. OPDRA’s
preliminary conclusion was an objectionable concern and asked the firm to submit a new name for
review. Jerry Phillips conveyed this opinion to the Division through an e-mail on 1/24/00.

The firm has submitted a new name, Abreva, for review with the Division of Dermatologic and Dental
Drug Products (HFD-540).

PRODUCT INFORMATION

Abreva is the only non-prescription medication that treats the cause of cold sores. The product claims
that when it is used carly, it may help block the cold sore infection. Abreva is indicated for cold
sores/fever blisters on the face or lips. It is recommended for adults and children 12 years or over. The

cream should apply to affected area gently but completely. The usual dose is to apply 5 times a day until
healed.

Abreva will be supplied in 2 gm tubes.



RISK ASSESSMENT: -

The medication error staff of OPDRA conducted a search of several standard published drug product
reference texts'? as well as several FDA databases® for existing drug names which sound alike or
look alike to Abreva to a degree where potential confusion between drug names could occur under
the usual clinical practice settings. A search of the electronic online version of the U.S. Patent and
Trademark Office’s Text and Image Database was also conducted®. An expert pane] discussion was
conducted to review all findings from the searches. In addition, OPDRA conducted three
prescription analysis studies consisting of two written prescription studies {inpatient and outpatient)
and one verbal prescription study, involving health care practitioners within FDA. This exercise was
conducted to simulate the prescription ordering process in order to evaluate potential errors in
handwriting and verbal communication of the name.

A. EXPERT PANEL DISCUSSION

The expert panel consists of members of OPDRA’s medication error Safety Evaluator Staff and a
representative from the Division of Drug Marketing, Advertising and Communications (DDMAC).

1. The panel discussed the following sound-alike drug name.

: €T
JEe . S
SR, AR 6'6'63:!!10‘1
Aleve 200 mg tablet, naproxen 200 mg every 8-
12 hours

*SA = Sound-alike
*LA = Look-alike

The panel concluded that the above listed drug and Abreva pose no significant safety risk, and
therefore, the proprietary name, Abreva is not objectionable.

2. DDMAC - no objections

' MICROMEDEX Healthcare Intranet Series, MICROMEDEX, Inc., 6200 South Syracuse Way, Suite 300, Englewood,
Colorado 80111-4740, which includes the following published texts: DrugDex, Poisindex, Martindale (Parfitt K (Ed),
Martindale: The Complete Drug Reference. London: Pharmaceutical Press. Electronic version.), Emergindex, Reprodisk,
Index Nominum, and PDR/Physician’s Desk Reference (Medical Economics Company Inc). _

7 American Drug Index, online version, Facts and Comparisons, St. Louis, MO.

? Facts and Comparisons, online version, Facts and Comparisons, St. Louis, MO.

‘ Drug Product Reference File [DPR), the Established Evaluation System [EES], the AMF Decision Support System [DSS],
the Labeling and Nomenclature Committee [LNC] database of Proprietary name consultation requests, and the electronic
online version of the FDA Orange Book.

* WWW location http://www .uspto.gov/tmdb/index.html.



B. PRESCRIPTION ANALYSIS STUDIES

1. Methodology:

These studies were conducted by OPDRA and involved 94 health professionals comprised of
pharmacists, physicians, and nurses within FDA to determine the degree of confusion of Abreva
with other drug names due to the similarity in handwriting and verbal pronunciation of the name.
Inpatient order and outpatient prescriptions were written, each consisting of (known/unknown)
drug products and a prescription for Abreva (see below). These prescriptions were scanned into
a computer and were then delivered to a random sample of the partieipating health professionals
via e-mail. In addition, the outpatient orders were recorded on voice mail. The voice mail
messages were then sent to a random sample of the participating health professionals for their
interpretations and review. After receiving either the written or verbal prescription orders, the
participants sent their interpretations of the orders via e-mail to the medication error staff.

~

. BANDWRITTEN PRESCRIPTION ;.07 88 8¢ | e o -i0e i VERBAL PRESCRIPTION - < 44f -~ <2 <

Qutpatient RX: Abreva #1
Abreva #1 Sig: As directed

Sig: As directed

Inpatient RX:
Continue Abreva as directed

2. Results:

The results are summarized in Table I.

Table I
Study #of # of Correctly Incorrectly
Participants | Responses Interpreted Interpreted
%
Written 31 24 (77%) 21 3
Outpatient _
Verbal 32 18 (56%) 15 3
Written 31 19 (61%) 15 4
Inpatient
Total 94 61(65%) . 51 (84%) 10 (16%)




I

Eighty-four percent of the participants responded with the correct name, Abreva. The incorrect
written and verbal responses are as follows in Table II.

“w e

Tablet 11

Incorrectly Interpreted

Written Outpatient Avreva

Avieva

Aoreva

Written Inpatient Abura (4)
Verbal Aprewa

Abrea
Abreatha

C. - SAFETY EVALUATOR RISK ASSESSMENT

One product name, Aleve, was identified in the expert panel discussion that were thought to be
similar (sound-alike) to Abreva but was not considered to have potential for confusion. Aleve
was not considered a safety risk, given the lack of convincing verbal/written similarities.
Moreover, other dissimilarities between these 2 products include dosage forms, usual dosing,
strength and dosing interval. Potential concerns regarding drug marketing and promotion in
regard to the proposed name were also discussed and produced no objections by DDMAC.

In addition, the results of the verbal and written analysis studies demonstrate that fifty-one out of
sixty-ore (84%) participants correctly interpreted Abreva. We also did not uncover any
overlapping existing approved drug product names in our studies. Because of the size of the
study, this doesn’t provide persuasive evidence that an error might not occur when exposed to the
general population.

LABELING, PACKAGING, AND SAFETY RELATED ISSUES: -

In the review of the container labels, carton and insert labeling of Abreva, OPDRA has attempted
to focus on safety issues relating to possible medication errors. OPDRA has reviewed the current
container labels and carton and insert labeling and has identified several areas of possible
improvement, which might minimize potential user error.



A. CONTAINER LABEL

1. We recommend increasing the letter size of established name at least half as large as the letters
comprising the proprietary name in accord with CFR 201.10 (g) (2).

2. Delete the terminal zero when expressing the net weight (2 g).
B. CARTON LABELING
1. See comments under CONTAINER LABEL. .
2. We recommend that the Inernet sit (www.Abreva .net) not be included on the labeling.

3. Include the temper-resistant v/arnings.

RECOMMENDATIONS:
1. OPDRA has no objections to the use of the proprietary name, Abreva.

2. OPDRA recommends the above labeling revisions that might lead to safer use of the product. We

would be willing to revisit these issues if the Division receives another draft of the labeling from the
manufacturer.

OPDRA would appreciate feedback of the final outcome of this consult. We would be willing to meet
with the Division for further discussion, if needed. If you have further questions or need clarifications,
please contact Peter Tam at 301-827-3241

o~

IS
Pcter'Tam,'R.Ph. /
Safety Evaluator

Office of Post-Marketing Drug Risk Assessment

Concur:

{S/ S/ S I A CH
Jerry Phillips, RPn Y .
Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment




REQUEST FOR TRADEMARK REVIEW

To: Labeling and Nomenclature Committee
Attention: Dan Boring, Chair, NLRC (HFD-530)
i
From: Division of Dermatologic and Dental Drug Products [HFD—SAO *]
Attention: Steve Hathaway, Ph.D. Phone: 827-2069
. ' ) Y .
Date: Octcber 15, 1998 W m”whg

Co
Subject: Reguest for assessment of a proposed trademark for Rx drug product

Proposed Trademark: Abreve Cream, 10% NDA 20-941
Abreva Cream, 10% R

Established name, including dosage form:
| Cream

Behenyl alcohol, a.k.a. n-docosanol

Other trademarks by the same firm for companion products:

None approved.

Indications for use (may be a summary if proposed statement is lengthy):

For the treatment of herpes labialis (oral).

Iritial comments from the submitter (concerns, observations, etc.):

Tre active ingredient, behenyl alcohol or n-docosanol, has been used as an
ingredient in cosmetics and toiletries. A previously submitted proposal,
| LIDAKOL, was approved by the LNC on 14-APR-1998 (#975).

Note: Meetings of the Committee are scheduled for the 4th Tuesday of the
month. Please submit this form at least one week ahead of the
meeting. Responses will be as timely as possible.

Rev. August 95
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REQUEST FOR TRADEMARK REVIEW

A,

To: Labeling and Nomenclature Committee
Attention: Dan Boring, Chair, NLRC (HFD-530)
From: Division of Dermatologic and Dental Drug Products HFD-540 "
Attention: Steve Hathaway, Ph.D. Phone: 827-2069 “
Date: March 2, 1998 . ‘4\3)\«,‘:? PL"

Subject: Reguest for assessment of a propoéed trademark forX®'Rx drug product
Proposed Trademark: Lidakol Cream, 10% ‘ NDA 20-941

ao.

Established name, including dosage form:
Cream

Behenyl alcohol, a.k.a. n-docosanol

Other trademarks by the same firm for companion products:

None approvec.

Indications for use (ray be a summary if proposed statement is lengthy):

For the treatment of herpes labialis (oral).

Initial comments from the submitter (concerns, observations, etc.):

The active ingredient, behenyl alcohol or n-docosanol, has been used as an
Iingredient in cosmetics and toiletries.

Note: Meetings of the Committee are scheduled for the 4th Tuesday of the

month. Please submit this form at least one week ahead of the
meeting. Responses will be as timely as possible.

Rev. Bugust 85



CDER LABELING AND NOMENCLATURE COMMITTEE

CONSULT #]1095a |HFD# 540 |PROPOSED PROPRIETARY NAME:  |JPROPOSED ESTABLISHED NAME:

ATTENTION:|Steve Hathaway ABREVE Jbehenyl alcohol, a.k.a. n-docosanol j

A. Look-alike/Sound-alike Potential for confusion:

Aieve XXX Low Medium High

Aceta XXX Low ®°  Medium High
Low | Medium High
Low Medium High
Low Medium High

B. Misleading Aspects: C. Other Concerns:

D. Established'Name

Satisfactory

XXX Unsatisfactory/Reason

A USAN must be applied for as the established name

Recommended Established Name

E. Proprietary Name Recommendations:

F. Signature

of Chair/D;t'e
/

XXX ACCEPTABLE

.

/S/

UNACCEPTABLE

”/ 19148



CDER LABELING AND NOMENCLATURE COMMITTEE

SNSULT #]975 HFD#WIO_ PROPOSED PROPRIETARY NAME:
NTION:{STEVE HATHAWAY LIDAKOL CREAM, 10%
i, Look-alike/Sound-alike Potential for confusion:
-IDOCAINE } Low XXX Medium High
__Low »- Medium High .
___Low Medium High
___Low Medium | High
Low Medium High
3. Misleading Aspects C. Other Concerns
). Established Name
XXX  Satisfactory
Unsatisfactory/Reason
Recommended Estatlished Name
.. Proprietary Name Recommendations: __XX_X_ ACCEPfABLE UNACCEPTABLE

‘. Signature of Chair/Date /S/ | ‘7{/ /i/§5 =

/ . - /
i
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ESTABLISHMENT EVALUATION REQUEST

rage 101

SUMMARY REPORT
Application: NDA 20941/000 Priority: 1S Org Code: 540
Stamp: 22-DEC-1997 Regulatory Due: 22-DEC-1998  Action Goal: District Goal:  22.AUG-1998
Applicant: LIDAK Brand Name: LIDAKOL(N-DOCOSANOL) TOP
11077 NORTH TORREY PINES RD CREAM 10%
LA JOLLA, CA 92037 Established Name:
Generic Name: N-DOCOSANOL .
Dosage Foom: CRM (CREAM)
.Strength: 10% W/W

FDA Contacts: K. WHITE (HFD-540)
J. HATHAWAY (HFD-540)
W.DECAMP 11 (HFD-540)

301-827-2023 , Project Manager
301-827-2069 , Review Chemist
301-827-2041 , Team Leader

Overall Recommendation:

-

Establishment:

Profile: OIN
Last Milestone:

OAI Status: NONE

OC RECOMMENDATION
Milestone Date 09-FEB-1998

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

Establishment:

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE PACKAGER

Profile: CTL OAIl Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date 09-FEB-1998

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE RELEASE
TESTER

Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: DMF No:
AADA No:
Profile: OIN OAI Status: NONE Responsibilities: FINISHED DOSAGE

Last Milestone:
Milestone Date

INSPECTION PERFORMED
12-JUN-1998

MANUFACTURER
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ESTABLISHIVIENT EVALUATION REQUEST

SUMMARY REPORT
SRR = .
Establishment: DMF No: . .
AADA No:
L e
Profile: CTL QAL Status: NONE Responsibilities: DRUG SUBSTANCE STABILITY
Last Milestone: SUBMITTED TO DO TESTER

Milestone Date 02-NOV-1998 -

Establishment. DMF No: l ’
AADA No:

Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date 15-SEP-1998
Decision: ACCEPTABLE
Reason: DISTRICT RECOMMENDATION
Y ——
Establishment: DMF No:
AADA No:
Profile: CTL OAl Status: NONE Responsibilities: DRUG SUBSTANCE STABILITY
Last Milestone: SUBMITTED TO DO TESTER

Milestone Date 02-NOV-1998

Establishment: DMF No:
_AADA No:

Profile:. CTL OAIl Status: NONE Responsibilities: DRUG SUBSTANCE OTHER TESTER
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-~ ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

Last Milestone: OC RECOMMENDATION
Milestone Date  30-OCT-1998
Decision: ACCEPTABLE

Reason: BASED ON PROFILE

Establishment:

Profile: CTL OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date 09-FEB-1998

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

Establishment:

Profile: CTL OAI Status: NONE
Last Milestone: ASSIGNED INSPECTION TO IB
Milestone Date 02-NOV-1998

Establishment:

DMF No: - "
AADA No:

Responsibilities: FINISHED DOSAGE RELEASE

TESTER

Profile: CTL OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date  09-FEB-1998

Decision: ACCEPTABLE
Reason: BASED ON PROFILE
—————@l

DMF No:

AADA No:

Responsibilities: DRUG SUBSTANCE OTHER TESTER

DMF No:
AADA No:

Responsibilities: FINISHED DOSAGE STERILITY
TESTER

Establishment:

Profile: CTL OAIl Status: NONE

DMF No:

_AADA No:

Responsibilities: FINISHED DOSAGE OTHER TESTER



cm e ey , " FDA CDER EES Pac 4 of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

Last Milestone: OC RECOMMENDATION
Milestone Date 09-FEB-1998

Decision: ACCEPTABLE
Reason: BASED ON PROFILE
APPEARS THIS WAY
ON ORIGINAL
APPEARS THIS WAY

ON ORIGINAL



TTUTTTTTLiiall mEpoRT HFD SO
5 WHITE

Application: NDA 20941/000 Action Goal:

Stamp: 22-DEC-198%7 District Goal: 22-AUG-1998

Regulatory Due: 03-JUN-2000 Brand Name: LIDAKOL (DOCOSANOL 10% CREERM)
Bpplicant: LIDAK Estab. Name:

11077 NORTH TORREY PINES RD Generic Name:DOCOSANOL
LA JOLLA, CA 82037

Priority: 1S Dosage Form: (CREAM)
Crg Code: 940 Strength: 10% W/W
Application Comment:
FDA Contacts: K. WHITE (HFD-540) 301-827-2023 , Project Manager
J. RATHAWAY (HFD-540) .301-827-2069 , Review Chemist
W. DECAMP 11 (HFD-540) 301-827-2041 , T8am Leader
Overall Recommendation: ACCEPTABLEon 31-MAR-1999by J. D AMBROGIO (HFD-324) 301-827-
v e . 0062
Establishment:
DMF Neo: ARADA:
Resronsibilities: FINISHED DOSAGE PACKAGER
Prcfile: OIN OAI Status: NONE
Esteb. Comment:
Milestcne Neme Date Reg. Typelnsp. Date Decision & Reason Crester
SUEMITTED TO OC 09-FEB-1558 HATRAWRYS
CT RECCMMZNIEZTION 09-FEB-1¢35 ACCEPTERLE FZRETUEIONT

BASED ON PROFILE

Establisktment:

DME No: . :

Resrensikilities: FINISHED DOSAGE RELEASE TESTER

Frcfile: CTL OAI Status: NONE

Estab. Comment:

Milestone Name Cate Req. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 0S-FEB-1998 HATHAWERYS

OC RECOMMENDATION 09-FEB-1998 ACCEPTABLE FERGUSONS
' ——— — BASED ON PROFILE

Estaklishment:

DMF No: 4

Responsibilities: FINISHED DOSAGE MANUEACTURER )

Profile: OIN OAI Status: NONE

Estab. Comment:

Milestone Name Date Req. Typelnsp. Date Decision & Reason Creatcr

SUSMITTED TO OC 0S-FEB-1998 HATHAWAYS

SUBMITTED TO DO 09-FEB~1998 PS . FERGUSONS

ASSICGNED INSPECTION '20-FEB-1998 PS PNOISIN
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DETAIL REPORT

INSPECTION PERFORMED 12-JUN-1998 15-MAY-1998

r/——'—“'—'—-—-—-— -

PROISIN

DO RECOMMENDATION 30-DEC-1998 ACCEPTABLE ARBODES

_ _ INSPECTION
NO SIGNIFICANT DEFICIENCIES TO PRECLUDE APPROVAL OF THE AFPLICATION.
EOWEVER, THERE WERE SOME DEFICIENCIES CONCERNING THE APPLICATION HOLDER,

- -

FREVIOUSLY COMMUNICATED VIA EES. E ROMISED CORRECTIONS IN A WRITTEN
RESFONSE AND DURING A MEETING WITH ON 6/16/98. MOST 48B3 ITEMS DEALT
W2ZTH POST-AFPROVAL ISSUES.

OC RZICOMMENDATION 30-DEC-1898 ARCCEPTABLE OEMBROGIOJ
— : DISTRICT RECOMMENDETION

S ARDA:
Resporsibilities: FINISHED DOSAGE OTEER TESTEK

Profile: CTL ORI Status: NONE

Estek. Tomment

Milestone Rame Date Reqg. Typelnsp. Date Decision & Reason Crestor
SUBMITTED TC GC 035-FEB-1998 HETHAWAYS
CT RECOMMENDATION £9-FEB-1998 ACCEPTABLE DEMEROGIOJ

BRSED ON PROFILE

DMF Nc: ALDA:
Responsibilities: FINISHED DOSRGE RELEASE TESTER
Profile: CTL

OAl Status: NONE
Estak. Comment:

Milestone Name Date Reg. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 0S9-FEB-19858 . - HATHAWARYS

OC RECOMMENLCATION 0S-FEB-1998 ACCEPTABLE FERGUSONS
BASED ON PROFILE

Establishment:

DMET No:

ARDA:



ESTABLISHMENT EVALUATION REQUEST
DETAIL REPORT

Responsitilities: DRUG SUBSTANCE STABILITY TESTER
Profile: CTL OAI Status: NONE

Estak. Comment: TESTING OF DRUG SUBSTANCE STABILITY SAMPLES (on 30-OCT-1298 by J.
HATHRAWAY (BFD-540) 301-B27-2069)

Milestcne Name Date Reg. Typelnsp. Date Decision & Reason Creztor

SUBMITTED TO OC 30-0CT-1998 HARTHRWAYS

SUBMITTED TO DO 02-NOV-1998 GMP DEMBR.OGIOJ

DO RECOMMEINDATION 31-MAR-1998 ) ACCEPTABLE MEDWARDS
BASED ON FILE REVIEW

OC RECOMMEINDETION 31-MAR-1998 ACCEPTABLE DAMBROGIOJ
DISTR}gT RECOMMENDATION

Esteblishment:

DMF Nc: AADA:

Respcnsikbilities: DRUG SUBSTANCE MANUFACTURER '

Prciile: CSKN OAI Status: NONE

Esteab. Comment: NO STREET ADDRESS LISTED IN APPLICATION. (on 08-FEB-1998 by M.
EGAS (HFD-322) 301-594-0095)

Miliestone Name Date Reg. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 09-FEB-1998 HATHAWAYS
SUBNMITIED TO DO 09-FEB-1898 GMP ECGRSM
ESSIGNED INSFECTION '09-FEB-1998 GMP EGASM
INSTICTION STEECZULED 10-APF-1996 04-JUN-1968 EGRSY
INSFECTION PERFORMED 25-JUN-1998 18-JUN-19898 EGASM

DO RECOMMZIKDATION 15-SEP-1998 ACCEPTABLE DAMEBROGIOJ

) INSPECTION
OC RECOMMEINDATION 15-SEP-1998 ACCEPTABLE DAMBROCIOJ

DISTRICT RECOMMENDATION

Estarclishment:

DMFE Nc: AADA:
Respcnsibilities: TDRUG SURSTANCE STABILITY TESTER
Prcfile: CTL ORI Status: NONE

Esteb. Comment: STORAGE AND TESTING OF DRUG SUBSTANCE STABILITY SAMPLES (on 30-
OCT-1998 by J. HATHAWAY (HFD-540) 301-827-2069)

Milestone Name Date Reg. Typelnsp. Date Decision & Reason Creator

SUBMITTED TO OC 30-0CT-1598 HATHRWEYS

SUBMITTED TO DO 02-NOV-1988 GMP DAMBROGIOJ

2O RECOMMENDATION 31-MAR-1988 ’ ACCEPTABLE MEDWARRDS
‘BASED ON FILE REVIEW

OC RZICOMMENDATION 31-MAR-1999 ACCEPTABLE DAMBROGIOJ

DISTRICT RECOMMENDATION

Establishment:

DME Nc: ARDA:
Responsibilities: DRUG SUBSTANCE OTRER TESTER



Ll B F WA =

ESTAELISHMENT EVALUATION REQUEST
DETAIL REPORT

Profile: CTL ORI Status: NONE
Estab. Comment: THIS FACILITY WAS NOTED DURING THE INSPECTION OF THE DRUG PRODUCT

SITE, AND WAS NOT 11 . ITS PURPOSE DURING
DEVELOPMENT WES FOR ANALYSIS OF THE DRUG
SUBSTANCE; UNCLEAR I F. CONTINUING FUNCTION AFTER

APPROVAL. (on 15-0CT-1998 by J. HATHAWAY (HFD-540) 301-827-2065)

Milestone Name Date Req. Typelnsp. Date Decision & Reason Creator
SUBMITTED TO OC 30-0CT-1¢38 .- HATHAWEYS
OC RECOMMENDATION 30-0CT-1238 ACCEPTABLE FERGUSONS

BASED ON PROFILE

Establishment: : |
DME No: AADA:
Respcnsibilities: DRUG SUBSTANCE OTHER TESTER

Profile: CTL OAI Status: NONE

Estab. Comment: THIS FACILITY WAS NOTED DURING THE INSPECTION OF THE DRUG PRODUCT
SITE, AND WAS NOT LISTED IN THE NDA. 1ITS PURPOSE DURING
DEVELOPMENT WAS FOR¢ ANALYSIS OF THE DRUG SUBSTANCE; UNCLEAR IF
THIS WILL BE A CONTINUING FUNCTION AFTER APPROVAL. (on 15-0CT-1998
by J. HATHAWAY (HFD-540) 301-827-2069)

lilestcne Name Date Reg. Typelnsp. Date Decision & Reason Creator
SURMITT TO OC 30-0CT-1998 HETHAWAYS
SUENIT TC DO 30-0CT~-19%6 GMF : FERGUSONRE
RSSIZNZIT INSFICTION '02-N0OV-1CQE PS EMNTRL
INSPECTICON PERFORMED 03-DEC-1998 02-DEC-1998 GDICKINS

NO DEFICIENCIES WERE NOTED DURING THE INSPECTION AND NO FDA-483 WAS ISSUED.
THIS TEZSTING LABORATORY WAS RESPONSIBLE FOR METHOD VALIDATION ONLY. NO
RCUTINE TEZSTING WILL BE PERFORMED AT THIS SITE.

DO RECTOMMZINDATION 03-DEC-1¢¢8 ACCEPTABLE GDICKINS

INSPECTION

A PRE-APFROVAL INSPECTION WAS CONDUCTED 11/30-12/2/98. NO DEFICIENCIES WERE
NOTED; NO FDA-483 WAS ISSUED. THIS TESTING LABORATORY WAS RESPONSIBLE FOR
MEITHEOD VRLIDRTION ONLY. THEY WILL NOT BE PERFORMING ANY ROUTINE TESTING FOR
THIS FPRODUCT.

OC RECOMMENDRTION C7-DEC-1998 ACCEPTABLE DAMBROGIOJ

DISTRICT RECOMMENDATION
Establ;shment:| l
No: g ARADA:

DME
Responsitilities: TFINISBED DOSAGE STERILITY TESTER

Profile: CTL OAI Status: NONE
Estab. Comment:

Milestone Name Date Reg. Typelnsp. Date Decision & Reason Creator
SUBMITTED TC OC 09-FEB-1998 HATHAWRYS
OC RECOMMENDATION 09-FEB-1996 ACCEPTABLE FERGUSONS

BASED ON PROFILE

“re
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form APD'OVEG{ OMB No_ 0910-0338
FOOD AND DRUG ADMINISTRATION Expiration Date: Apnt 30. 2000

(Title 21, Code of Federal Regulations, 314 & 601)

See OMB Siatement on page 2.
X Ay -
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA usg%’«"cgnr‘ 5
OR AN ANTIBIOTIC DRUG FOR HUMAN USE . [APPUICATION NUMBER

APPUCANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION T
AVANIR Pharmaceuticals June 12, 2000

TELEPHONE NO. (Inciuce Area Code) (858) 558-0364 FATSIMILE (FAX) Number finciude Arga Code) (85 \

- Y WE

APPLICANT ADDRESS (Number. Street, Cy. State, Country, ZIP Cooe or Mail Code, | AUTHORIZED U.S. AGENT NAME & \DDRESS (Number. Stréer.
ana U.S. License number i previously issved). 2ZIP Cooe, telephone & FAX number) IF APPLICABLE

9393 Towne Centre Drive, Suite 200
San Diego CA 92121

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (i previously issued) 20-941

ESTABLISHED NAME (e.g.. Proper name. USP/USAN name) PROPRIETARY NAME (trade name) \F ANY
Docosanol Abreva
CHEMICAL BIOCHEMICAL/BLOOD PRODUCT NAME (¥ an, CODE NAME (If an
0y Behenyl alcohol it any)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: .
N Cream 10% Topical

(PROPOSED) INDICATION(S) FOR USE:
Recurrent oral-facial herpes simplex infections

SPUCATION INFORMATION

AT PLICATION TYPE

{checx one) _ X0 NEW DRUG APPLICATION (21 CFR 314.50) — ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
C BIOLOGICS LICENSE APPLICATION {21 CFR pan 601)
IF AN NDA. IDENTIFY THE APPROPRIATE TYPE X 505 (b) (1) — 505 (b) () 0O so7
IF AN ANDA. OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holcer of Approved Apphication
TYPE OF SUBMISSION
(check one} T ORIGINAL APBLIZATION X AMENDMENT TO APENDING ARPLUCATION 7 RESUBMISSION
T 23ESUBMISSION T ANNUAL REPURT [ ESTABLISHMENT DESCRIPTION SUPPLEMENT T SUPAC SUPPLEMENT
— EFFICACY SUPPLEMENT — LABELING SUPPLEMENT - CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT o OTHER

REASON FOR SUBMISSION . . .
N UBMISST Request for Formal Dispute Resolution -- Labeiing

PROPCSED MARKETING STATUS (check cne) X PRESCRIPTION PRODUCT (Ra) ) OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS X paren 1 PAPER AND ELECTRONIC ' ELECTRONIC

ESTABLISHMENT INFORMATION

Prowioe locavons of all manufactunng. packaging and control snes for drug substance and 6rug product (Conbnuation sheels May be used #f necessary). incluge name,
a0cress. contact, telephone numbe:, registravon number (CFN), DMF number. and manufactuning steps and/or type of testing (e.g. Final dosage form. Stability testing)

conguciec atthe site. Please indicate whether the sae 1s ready for inspection of, it not, when it wilt be ready.

Crois_s References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, snd DMFs referenced in the current
application) .

FORM FDA 358h (7/97) Croma be 1 hawnam LACumen Sema SRS 01 a1 2%

PAGE 1

£F




rTms application contains the following items: (Check ail that apply)

1. Index

Labeling {check one) ™ Dratt Labeling 2 Final Printed Labeling

2
3. Summary (21 CFR 314.50 (c))
4

Chemistry section

A. Chemistry, manutactunng, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples {21 CFR 314.50 (e) (1), 21 CFR601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR601.2)

Nonclinical pharmacoiogy and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR601.2)

Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 {d) (3), 21 CFR 601.2) .-

Clinical data section (e.g. 21 CFR 314.50 (d) (5). 21 CFR 601.2)

5
6
7. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))
8
9

Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi} (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

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

12. Case repon forms (e.g. 21 CFR 314.50 (1) (2). 21 CFR 601.2)

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

14. A patent certification with respect 10 any paten! which claims the drug (21U.S.C 355 (b) (2) or (j) (2) (A))

15. Establishment description {21 CFR Pan 600, i applicable)

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

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

18. User Fee Cover Sheet (Form FDA 3397)

4 19. OTHER (Specity)  Request for Formal Dispute Resolution -- Labeling

<ERTIFICATION

| agree 1o update this application with new saiety information about the product that may reasonabty atfect the statement of contraindications.
wamings. precautions, or adverse reactions in the draft labeling. | agree to submit safety update reporns as provided for by regulation or as
requested by FDA. I this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
includirig, but not limited to the following:

1. Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.

2. Biological establishment standards in 21 CFR Part 600.

3. Labeling regulations in 21 CFR 201, 606, 510, 660 and/or B09.

4. In the case of a prescription drug or biological product, prescription drug advertising regutations in 21 CFR 202.

5. Regulations on making changes in application in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

6. Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal environmental impact laws.
It this application applies to a drug product that FDA has proposed for scheduling under the Controlied Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been review and, 1o the best of my knowledge are certified to be true and accurate.
Warning: a willfully false statement is a cnminal otfense, U.S. Code, title 18, section 1001.

SIGNATU o: RESPONSIBE OFFICPRL OR AGENT TYPED NAME AND TITLE DATE
!/w/) ¢ BW e James E. Berg, VP Clinical & Regulatory Affairs 6/12/00

Aoontss (Streer, Chy. State, and ZIP Code) pA Telephone Number
9;3 3 Towne Centre Dr., Suite 200, San Diego CA 92121 (858) 410-2598

Pubhc reporting burden for this collectmn of information is estimated 10 avefage 40 hours per response, including the time for reviewing
mnstructons, searching existing data sources, gathering and maintamning the data needed, and completing and reviewing the cZollection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden to:

DtHS. Reports Clearance Officer An agency may not conduct or sponsor, and a
Paperwork Reduction Project (0910-0338) person is not required to respond to, a cotlection ol
Huben H. Humphrey Building, Room 531-H information uniess it displays a currently valid OMB
200 tndependence Avenue, S.W. control number.

‘Vastungton. DC 20201

Please DO NOT RETURN this form to this address.

FORM FDA 356h (7/97)
PAGE 2



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approves: -ME No. 0910-0338
Expiration Dae =2n) 30, 2000

FOOD AND DRUG AD'AINISTRATION oo OMB Ste-te1 o pag 2.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATIC! *_MBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION .
AVANIR Pharmaceuticals May 17, 2000

TELEPHONE NO. (inciuce Ares Cooe) (858) 558-0364 FACSIMILE (FAX) Number (lﬁdUdP "-‘!1 Zoce) (858)’ 453-5845

APPLICANT ADDRESS (Number, Street, City, Siare, Country. ZIP Code or Mail Cooe. AUTHORIZED U.S. AGENT NAME A J-::R:SS (Number, Sm; Cfry, Suk N
ano U.S. License number i previously issueg): 2ZIP Code, wiephone & FAX number)  2PPLICABLE DY )

9393 Towne Centre Drive, Suite 200 ..
San Diego CA 92121

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR 210LOGICS LICENSE APPLICATION NUMBER (if previously issuez  20-941

ESTABLISHED NAME (e.g.. Proper name, USF/USAN name® ] PROPRIETARY NAME (frace name) IF ANY

Docosanol Abreva

CHEMICALBICCHEMICAL'BLOOD PRODUCT NAME (/f any) CODE NANZ any)

Beheny! aicohol

CCSAGE FORM: STRENG™HS: 10% ROUTE OF ADMINIS™=ATION:
(-]

Cream Topical

{PROPOGED) INDICATION(S) FOR USE:
Recurrent oral-facial herpes simplex infections

PPLICATION INFORMATION

FPLICATION TYPE
(Check one) - ¥ NEW DRUG APPLICATION (21 CFS 314.50) — ABBREVIATED APPLICATION (ANDA, AADA :° CFR 314.94)

Z BIOLOGICS LICENSE APPLICATION (21 CFR pan 601)

IF AN NDA. iDENT!FY THE APPROPRIATE TYPE X s L) (1) — 505 (b)i2) — 507

IF AN ANDA. TR AADA, IDENTIFY THE REFERENCE LISTZD DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approveg Application
TYPE OF SUBMISSION _
{checx one) L ORIGINAL APPLICAT:ON X AMENODMENT TC A SENDING APPLICATION [ S2:_3MISSION
. PRESUBM'SSICN T ANNUAL RESORT T ESTABLISHMENT DESCRIPTION SUPPLEMENT T SUPAC SUPPLEMENT
— ESTICACY SUPPLEMENT _ LABE.ING SUSSLEMENT —_ CHEMISTRY MANUFACTURING AND CONTRC.S $.7SLEMENT T OTHER

REASON FOR SUBMISSION Letter to Cmbudsman, data listing, and statistical report regarding patent diaries (92-L1D-02)

PRCPUSED MARKETING STATUS (check one) X ==ESCHIPTION PRODUCT ‘Rx) T3 OVER THE COUNTER PACZ.C™ -CTC)

NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS X parer [ PAPER ANZ S_SCRAONIC T ELECTRONIC

ESTABLISHMENT INFORMATION

Provige locations of all manutacturng, packaging and control stes for drug substance and drug product (continuation sheets may ne _sec if necessary). include name.
agaress. contact. telephone numbes. registration number (CFN), DMF number, .ang manufacturing steps and/or type of testing (e.3. = nai gosage form, Stability test:ng)
congucted at the site. Please indica'e whether the sie is reaCy Tor inspection or, if not. when it will be ready.

Cro‘ss Reie)rences (list retated License Applications. INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application

- ORM FDA 356h (7/97) Crewed v a2 aviaem senin SDUNS (0] 443 554 EF
PAGE 1



DEPARTMENT OF HEALTH AND HUMAN SERVICES g:?’?aﬁzv?: 2:,78 ;;ozz;oom
FOOD AND DRUG ADMINISTRATION Suo:gs;:wmbag.z
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, FOR FDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN .USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601) -
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF sUBMISSION 7
AVANIR Pharmaceuticals January 21, 2000
TELEPHONE NO. (Inciude Area Code) (619) 558-0364 FACSIMILE (FAX) Number (inciude Aea Code) (619) 453-5845
APPUCANT ADDRESS (Number, Street, Oty State, Country, ZIP Code or Mai Code, | AUTHORIZED U.S. AGENT NAME & ADORESS (Numbev, Steel, City, State,
and U.S. Licensa number I previously issued] 2P Code, telephone & FAX number) IF APPLICABLE
9393 Towne Centre Dnve. Suite 200 ' :
San Diego CA 92121

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (Hf previousty issued) . 20-941

ESTABLISHED NAME (e.g., Proper name, USP/USAN name) PROPRIETARY NAME ‘(rade name) IF ANY
Docosanol Abreve
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME  (Ifan CODE NAME (If
2% Beheny! alcohol (rary)
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION: .
.~ Cream 10% . Topical
(PROPOSED) INDICATION(S) FORUSE:
Recurrent Oral-facial Herpes Simplex
APPLICATION INFORMATION
APPLICATION TYPE -
{check one) ) NEW DRUG APPLICATION (21 CFF. 314.50) IABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
] BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE Kis05 (b; (1) 505 (0)(2) [Oso7
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION )
(check one) O ORIGINAL APPLICATION () AMENOMENT TO APENDING APPUCATION O ResusMISSION
O PRESUBMISSION [ A'NUAL REPORT [3 ESTABUSHMENT DESCRIPTION SUPPLEMENT [0 SUPAC SUPPLEMENT
[0 €FFICACY SUPPLEMENT ) LABELING SUPPLEMENT 0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT O omer
REASON FOR SUBMISSION )
Response to FDA audit of study 92-L10-02
PROPOSED MARKETING STATUS {check one) ) PRESCRIPTION PRODUCT (Rs) - X} OVER THE COUNTER PRODUCT {OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION 1S m PAPER O parer anp ELECTRONIC [0 ELECTRONIC

ESTABLISHMENT INFORMATION . -

Provide tocations of alf manutacturing, packaging and control sites for drug substance and dnug product (continuation sheets may be used if necessar  y). include name,
address. contact. telcphone number, registration number {CFN), DMF number, snd mamudacturing steps and/or type of testing (e g. Final dosage form, Stability testing)
condudied st the site. Please indizate whether the site is ready for inspection or. ¥ not, when & will be ready.

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application) :




A

Robert J. DeLap, M.D., Ph.D.
Jonathan K. Wilkin, M.D.

January 21, 2000
Page 4

Summary Table of Form FDA 483 Observations and Sponsor Responses

Value of material *

Protocol Purpose or use Protocol reference (with respect to
description described by protocol (Attachment 2) primary endpoint) Comments
Patient diaries | Remind patient of study. | p. 16 Secondary “ % *'| Diaries lost during site
Self-assessment data was | “The patients self- relocation and sponsor
confirmed each time by | assessments will be takeover.
investigator and placed | confirmed or Diaries were a tool for
in CRF. Thus, CRF is corrected by Primary source patients. Not key data
primary source regular clinical data is CRF source.
document observations during
the treatment
. : episode.” :
Patient - Not defined in protocol | p.7 Tertiary Not taken.
photographs “Photographs will No provisions or
be taken at every descriptions on how to
clinician’s evaluate or enter
assessment.” photographic data. No
provision for
, photographs on CRF
Tele- . Patient contact p- 15 Tertiary Not completed.
confarences for “compliance, Patients too difficult to
safety and contact.
tolerability” Parameters entered in

CRF by investigator at
patient’s visit




0CT 29 1939

Division Director’s Memorandum Re Medical Officer Review of Clinical Study 92-02:
Statistical Addendum (signed by MO on 10/28/99) for NDA 20-941

In addition to the issues addressed in the cited MOR, there are two additional points to
consider:

1. Study 92-02 is the smallest of five studies and the only one in which “success” was
demonstrated against the stearic acid placebo.

Study 92-02 was the first of five studies comparing Lidakol against‘ the stearic acid
placebo. The subsequent four studies did not demonstrate superiority for Lidakol:
Study Lidakol Placebo - - .
# of subjects/healing time  # of subjects/healing time

92-04 35 7-8d 27 6-7d
94-04 159 4.9d 154 4.7d
94-05 270 7.0d 272 6.9d
95-10 168 5.7d 164 5.9d

2. The point estimate for the subset driving success in 92-02 is extreme.

The mean time to healing of 1.4 days for the 8 early treatment patients at the Netherlands
site drove the “success” of Study 92-02. The times to healing for prodrome and erythema
patients receiving Lidakol in 94-04 and 95-10 were 3.7 and 3.4 days, respectively. Early
ireatment was not studied in 94-05.

Regulatory recommendation:

If the results from 92-02 are to be considered critical to a determination of effectiveness,
then at least the Netherlands site should be inspected.

1 -
cC: / S/ Jo /2. ¢ /q
NDA 20-941 Jogathan Wilkin, MD 7
Dfr, Derm & Dental Drug Products



Via Telefacsimile
May 26, 2000

TO: Jim Berg
Avanir Pharmaceuticals
858-453-5845

FROM: Dr. Robert J. DeLap
Director, ODE V

RE: NDA 20-941 (Docosano! 10% Cream)
Dear Mr. Berg:

We have reviewed your submission dated May 2§, 2000 regarding the suggested wording for the
labeling and have the following comments:

We note your agreement on our items 1f, 1h, 1i and 1j.

The Division agrees to your proposals for items 1d, le, and 1g; we note your agreement to delete
the sentence identified in item 1c; and we accept your plans regarding your web site and toll free
number (item 1m).

We continue to have concerns regarding items 1a, 1b, 1k, 11, and 2a. While we are clearly
interested in having the salient features of the product clearly described in labeling, we are
concerned about including any statements that may be misinterpreted. “Treatment™ of cold sores
is deemed an accurate descriptive term for a product that may speed the healing of a lesion, but
has not been shown to provide a prompt symptomatic benefit apart from its effect on healing
time (an external analgesic would be expected to provide a prompt symptomatic benefit, but
might not be expected to affect healing time; we did not see evidence that this product was
differentiated from placebo in this regard in the studies). Also, we have concerns regarding how
the alternative Jabeling statement you have proposed for item 1k, and the labeling statement we
identified in 11, will be construed in comparisons among products in the marketplace. Finally, it
1s not clear how a claim of “non-greasy” is properly defined, and whether this product would

qualify, considering the composition of the product and the use of docosanol as a lubricant in
other settings. '

We are continuing our review of those items, and we anticipate communicating further with you
following an internal meeting on Tuesday, May 30. It is our intention to complete our action on
that date. Please feel free to submit any additional comments or alternative proposals you may

have. We are currently unable to identify any acceptable alternatives to our original requests
regarding these items. ) -

Please contact Mary Jane Walling at 301-827-2268 for follow-up.




MEMORANDUM OF A TELEPHONE CONVERSATION

DATE: 5/23/00 .
APPLICATION NUMBER: NDA 20-941; Abreva (docosanol) Cream, 10% -
BETWEEN: ,

Name: Jim E. Berg, V.P., Clinical & Regulatory Affairs

Phone: 858 410-2598

Representing: Avanir Pharmaceuticals
AND

Name: Kevin Darryl White

Division of Dermatologic and Dental Drug Products, HFD-540

SUBJECT: Blank Diary Card for Study 92-LID-02

Mr. Berg was asked, per Dr. Bob DeLap, to submit a blank diary card from Study 92-LID-02 to

the Agency for review. Mr. Berg indicated that no 92-LID-02 diary cards are available.

However, the diary card template use for both studies (92-01 and 92-02) could be faxed for

review (see attached).

This template is labeled Study 92-LID-01; that study was amended on October 7, 1992 in IND

to become study 92-LID-02. The change in study number was to reflect an

'oﬁginal three-group study (comparing docosano! to placebo and acyclovir) to a two-group study
comparing docosanol to placebo only. According to Mr. Berg, the other features of the above-

mentioned study design remained the same.

/S/

Kevii\ Darryl White
Regulatory Health Project Manager

cc: Original NDA 20-941
HFD-540/Div. File
HFD-540/PM/White/5/31/00

TELECON



