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(57 ABSTRACT

A method for Jocal delivery of chemotherapeutic agent
(12) to a localized site in the mouth is disclosed. The
method of delivery includes displacement or reflection
of gingival tissues (20) from the tooth, in the area to be
treated, to facilitate access to the periodontal lesion
16). A biodegradable, time-release microspbere (10)
capsulsting the chemotherapeutic agent is next posi-
tioned in the lesion (16). Accordingly, localized deliv-
ery of chemotherapeutic agent (12) continuously over a
predetermined period of tyme is provided.
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(57 . ABSTRACT

There is disclosed a process for preparing compositions
comprising microcapsules by phase separation microen-
capsulation wherein the hardening agent employed is a
volatile silicone fluid and with-the compositions pre-
pared thereby. The use of the volatile silicone {luid as a
bardening ‘agent permits the production of microcap--
sules substantially free of any alkane hardening agent,
eliminating potential combustability problems of the
prior art processes and toxicity problems of the prior art
compositions.
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“There is disclosed a process for preparing compositions

comprising microcapsules by phase separation microen-
capsulation wherein the hardening agent employed is a
volatile silicone fluid and with the compositions pre-
pared thereby. The use of the volatile silicone fluid-as a
hardening sgent permits the production of microcap-
sules substantially free of any alkane hardening agent,
eliminating potential combustability problems of the
prior ant processes and toxicity problems of the prior art
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57 ABSTRACT
Oral compositiong for the local administration of a ther-

apeutic agent to » periodontal pocket of a patient for

alleviating dental disease comprise s plurality of dry,
discrete microparticles each of which comprise an ef-
fective amount of at least one therapeutic agent dis-
persed in 3 matrix comprising a biocompatible and bio-
degradable polymer. Apparatus and methods are also

provided for the dispensing of the dry microparticlesto

the periodontal pocket whereby they become tacky and
adhere to the involved tissue so as to induce long term
therapeutic benefits.

6 Claims, 6 Drawing Sheets
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57 «  ABSTRACT .
Oral compositions for the local administration of a ther-
apeutic agent to a periodontal pocket of a patient for
alleviating dental disease comprise a plurality of dry,
discrete microparticles each of which comprise an ef-
fective amount of at least one therapeutic agent dis-
persed in a matrix comprising a biocompatible and bio-
degradable polymer. Apparatus and methods are also -
provided for the dispensing of the dry microparticles to
the periodontal pocket whereby they become tacky and
adhere to the involved tissue so as to induce long term
therapeutic benefits.

35 Claims, 3 Drawing Sheets
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{57 ABSTRACT

Oral compositions for the local administration of a thera-
peutic agent 1o 8 periodontal pocket of a patient for allewn-
mgdeamldnmecumpmeaplnmhtyofdry,
microparticles each of which comprise an effective amount

of at least one therapeutic agent dispersed in a matrix

comprising 8 biocompatible and biodegradable polymer of
preferably, the dry microparticles and dispersed into the
periodontal pocket whereby upon contact with the moist
environment of the pocket, they hydrate, become tacky and
adhere 10 one another and to the tissues surrounding the
pocket so as to maintain intimate contact with the involved
tissue 30 as to induce long term therapeutic bepefits.
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[57) ABSTRACT

Oral compositions for the local administration of & thera-
peutic agent to a periodontal pocket of a patient for allevi-
ating dental disease comprise 2 plurality of dry, discrete
micropaniicles each of which comprise an effective amount
of at least onc therapeutic agent dispersed in a matrix
comprising a biocompatible and biodegradable polymer.
Apparatus and methods are also provided for the dispeasing
of the dry microparticles to the periodontal pocket whereby
they become tacky and adhere to the involved tissue so as to
induce long term therapeutic benefits.

31 'Clzims, 4 Drawing Sheets

D
- o -

-

-

20



OraPharma, Inc. -—NEW DRUG APPLICATION

Minocycline (PTS) 14.0 Patent Certification
NDA — -
- > T ) 2
Section 14.0  _ e
Patent Certification -

The undersigned certifies that the patcnts dcscnbtd in Section 13. 0 were hcensed to OraPharma,
 Ine. . .

\\a__ % L- ?)-OO -

LR Lawtcr Ph D.
Vice Pres
Product 'veloprncnt and Manufacturing

Document path: h\skuharcik\My documents\markus\newdrugapplication.doc . Version (Drafil)

CONFIDENTIAL Date: P e
Page 1 ‘ —F

21






EXCLUSIVITY SUMMARY for NDA # 50-781 SUPPL #___ ‘

-

Trade Name: ARESTIN . : Lt

Generic Name: (minocycline hydrochloride) mncrospheres Img- " -

Applicant Name: ORAPHARMA : HFD- 540 - -
Approval Date: ebruary 17, 2001 i -

-
-

PART I: IS AN EXCLUSIVITY DETERMINATION NEEDED;'

1. An exclusivity determination will be made for all original applications, l;ut only for certain__
supplements. Complete Parts II and I of this Exclusivity Summary only if you answer
"YES" to one of more of the following questions about the submission.

_.a)..Is_l ongmal NDA? YES/ X _/ NO/__/
b) Is it an effectiveness supplement? YES/__/ NO/ X/ -
If yes, what type (SE1, SE2, etc.)?

c) Did it require the review of clinical data other than to support a séfety claim or
change in labeling related to safety? (If it required review only of bioavailability or
bioequivalence data, answer "NO.")

YES/ X / NO/__/

If your answer is "no" because you believe the study is a bioavailability study and,
therefore, not eligible for exclusivity, EXPLAIN why it is a bioavailability study,
including your reasons for-disagreeing with any arguments made by the applicant that
the study was not simply a bioavailability study.

»

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

-— o ——

d) Did the applicant request exclusivity?

YES/ X_/ NO/_/

If the answer to (d) is "yes," how many years of exclusivity did the applicant request?

R PN T Y W I
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é

e) Has pediatric éxclusivity been granted for this Active Moiety? -~ -

]
-

YES/_/  NO/'X_/

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS GO N
'DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9. o '

2. Has a product with the same active ingrediént(s), dosage form, '
strength, route of administration, and dosing schedule previously been approved by FDA for

~ the same use? (Rx to OTC) Switches should be answered No — Please indicate as such). - -

If yes; N’D#?Qr_ug Name

IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON Page 9.

YES/__/NO/ X_/

3. Is this drug product or indication a DESI upgrade? - *

YES/__/NO/ X_/

IF THE ANSWER TO QUESTION 3 1S "YES," GO DIRECTLY TO THE SIGNATURE
BLOCKS ON Page 9 (even if a study was required for the upgrade).

PART II: FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES
(Answer either #1 or #2, as appropriate)

Has FDA previously approved under section 505 of the Act any drug product containing the
same active moiety as the drug under consideration? Answer "yes" if the active moiety
(including other esterified forms, salts, complexes, chelates or clathrates) has been previously
approved, but this particular form of the active moiety, e.g., this particular ester or salt
(including salts with hydrogen or coordination bonding) or other non-covalent derivative
(suchasa complex chelate, or clathrate) has not been approved. Answer "no" if the -
compound requires metabolic conversion (other than deesterification of an esterified form of
the drug) to produce an already approved actlve moiety.

YES/ X_/ NO/__/

Page 2
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If "yes," identify the approved drug product(s) contammg the active moiety, and if known,

the NDA #(s). o

NDA# 50,315 Minocin Capsules . o

NDA # 50427 - | Minocin

NDA # 50,444 Minocin Injection ;

NDA# 50,445 .. - Minocin Oral Suspension . -.j
NDA# 50451 Minocin | -

NDA £ B649 Minocin Pellet-F3

. Combination product.

If the product contains more than one active moiety (as defined in Part II, #1), has FDA
previously approved an application under section 505 containing any one of the active
moieties in the drug product? If, for example, the combination contains one never-before-
approved active moiety and one previously approved active moiety, answer "yes." (An .
active moiety that is marketed under an OTC monograph, but that was never approved under
an NDA, is considered not previously approved.)

N/A

If "yes," identify the approved drug product(s) containing the active moiety, and, if known,
the NDA #(s).

NDA# ’ ,

NDA #

NDA# ~

" IF THE ANSWER TO QUESTION 1OR 2 UNDER PART I IS "NO," GO DIRECTLY
TO THE SIGNATURE BLOCKS ON Page 9. IF "YES,"” GO TO PART 1L

.\.

..
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PART III: THREE-YEAR EXCLUSIVITY FOR NDA'S AND §UP'PLE-MEN;! S

To qualify for three years of exclusivity, an application or supplement must contaun "reports of
new clinical investigations (other than bioavailability studies) essential to the approval of the
application and conducted or sponsored by the applicant." This section should be completed
only if the answer to PART II, Question 1 or 2, was "yes."

1.

Does the application contain reports of clinical -

investigations? (The Agency interprets "clinical investigations" to fneail investigations
conducted on humans other than bioavailability studies.) If the apphcatlon contains clinical
investigations only by virtue of a right of reference to clinical investigatiéns in another
application, answer "yes," then skip to question 3(a). If the answer to 3¢a) is "yes" for any
investigation reférred to in another application, do not cémplete remainder of summary for
that investigation.

——

SIS YES /_X_/NO/__/

© e —

v

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON Page 9.

A clinical investigation is "essential to the approval" if the Agency could not have approved
the application or supplement without relying on that investigation. Thus, the investigation is
not essential to the approval if 1) no clinical investigation is necessary to support the
supplement or application in light of previously approved applications (i.e., information other
than clinical trials, such as bioavailability data, would be sufficient to provide a basis for
approval as an ANDA or 505(b)(2) application because of what is already known about a.
previously approved product), or 2) there are published reports of studies (other than those

.conducted or sponsored by the applicant) or other publicly available data that independently

would have been sufficient to support approval of the application, without reference to the
clinical investigation submitted in the application.

For the purposes of this section, studies comparing two products with the same ingredient(s) °
are considered to be bioavailability studies.

(@ In ligl;t of previously approved applications, is a clinical investigation (either
conducted by the applicant or available from some other source, including the
published literature) necessary to support approval of the application or supplement?

YES/ X_ /- - NO/__/

If "no," state the basis for your conclusion that a clinical trial is not necessary for
approval AND GO DIRECTLY TO SIGNATURE BLOCK ON Page 9:

Page 4
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(b) Did the apphcant submit a list of published studies relevant te the‘safety and
effectiveness of this drug product and a statement that the publicly avallab]e data
would not independently support approval of the application?

. "'r.

YES /__/"NO/X_/

(1) If the answer to 2(b) is "yes,-" do you personally know o'f'a‘ny reason to disagree with
the applicant's conclusion? If not applicable, answer NO. - <

_ YES/__/ NO/__/ N/A
Ifyes,explain: _. . _ . . - . -

(2)1£ swer to 2(b) is "no," are you aware of published studxes not conducted or

~«~ ~-SpO ored by the applicant or other publicly available data that could independently

demonstrate the safety and effectlveness of this drug product"
YES/__ /7 NO/X_ /

If yes, explain:

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical ‘
investigations submitted in the application that are essential to the approval:

Investigation #1, Study # __OPI-103A
Investigation #2, Study # ___OPI- 103B

Investigation #3, Study #

»

3. In addition to being essential, investigations must be "new"to support exclusivity.
The ggency interprets "new clinical investigation” to mean an investigation that 1) has
not bien relied on by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the results of another
investigation that was relied on by the agency to demonstrate the effectiveness of a
previously approved drug product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved application.

Page §
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(b)

A

(a) For each investigation identified as "essential to thesapproval," has the
investigation been relied on by the agency to demonstrate the effectiveness of a
previously approved drug product? (If the investigation was relied.on only to
support the safety of a previously approved drug, answer "no.")"# _ .

Investigation #1 - YES/__/ NO/ X _/
Investigation #2 YES/_/ - NO/X_/
Investigation#3 ~ YES/_/ - NO/_J

If i:ou have answered "yes" for one or more investigatiosis, identify each such

~~_iffpestigation and the NDA in which each was relied upon:
NDA#___ Study#_ .

NDA # Study # __

NDA # Study #

For each investigation identified as "essential to the approval,” does the
investigation duplicate the results of another investigation that was relied on by
the agency to support the effectiveness of a previously approved drug product?

Investigation #1 YES/__/ NO/ X_/
Investigation #2 YES/__/ NO/ X_/

Investigation #3 YES/__/ NO/, /

. ﬂpu have answered "yes" for one or more investigations, identify the NDA in
~wwiich a similar investigation was relied on:

NDA#______ Study#

NDA # Study #

NDA # Study #

Page 6
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If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the
application or supplement that is essential to the approval (i.e., the investi gatxons

listed in #2(c), less any that are not "new"): - e
Investigation #_, Study # OPI-103 A - )

Investigation #_, Study # __ OPI-103B

4. To be eligible for exclusivity, a new investigation that is essential to approval must
also have been conducted or sponsored by the applicant. An invgstigation was
"conducted or sponsored by" the applicant if, before or during the conduct of the -
investigation, 1) the applicant was the sponsor of the IND named in the form FDA
1571 filed with the Agency, or 2) the applicant (or its predecessor in interest)
progled substantial support for the study. Ordinarily, substantial support will mean

e =P ing 50 percent or more of the cost of the study.

(a) For each investigation identified in response to question'3(c): if the investigation
was carried out under an IND, was the applicant identified on the FDA 1571 as the
sponsor?

Investigation #1: _OPI-103 A

IND# — YES / X_/ NO/__/ Explain
Investigation #2: OPI-103 B

IND# ~— YES/ 'X_/ NO/__/ Explain:

) For each investigation not carried out under an IND or for witich the applicant was
not identified as the sponsor, did the applicant certify that it or the applicant's
predeies§?r in) interest provided substantial support for the study?

e &

o N/A
Investigation #1

YES/__/Explain NO/__/ Explain .

Page 7
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Investigation #2 - " :

YES /__/ Explain NO/___/ Explain ____ e

(c) Notwithstanding an answer of "yes" to (a) or (b), are there- othef"reasons to believe
that the applicant should not be credited with having "conducted or sponsored” the
study? (Purchased studies may not be used as the basis for exclu§1v1ty However, if
all rights to the drug are purchased (not just studies on the drug), the applicant may be
considered to have sponsored or conducted the studies sponsored or conducted by its

pmdiessor in interest.)

oy

i YES/__/ NO/_X_/

If yes, explain:

]“S/ - | A-&-0/

Slgnatuﬂ 3f Preparer/Kalyafii BhatVRPM Date

Qs D -

Jonad\an Wilkin, M.D./Division Director- Date

Page 8
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f“ e 732 Louis Drive
’ e ' _ Warmunster. PA 18973
- ORAPHARMA, INC. . ¥
iy 215'936-2200 Te

wwwvgravharmacon: . ;

~ for the above

¢/C 'd  BSTION

- ' ’ 215/443-95 Fax

January 11, 2001 o ' e ‘

"}
Jonathan K. WJlkm MD ... )
Director, Division of Dermatologncal and Dental Drug Products (HFD- 540)
Center for Drug Evaluation & Research o
Food and Drug Administration : _ -
Documem"(_f_oakol Room

9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 50-781
Arestin (minocycline hcl) microspheres, 1mg
Amendment: Market Exclusivity

Dear Dr. Wilkin:

Reference is made to 21CFR 314.108 (4) regarding market exclusivity for a new product having

an active moiety that has been previously approved in another application under section 505(b)
of the act.

OraPharma, Inc. has conducted clinical studies with the Arestin™ product containing -
minocycline, the active moiety, for the above referenced new drug applncanon OraPharma, Inc. .
therefore requests three (3) years market exclusivity.

Reference is also made to a telefax submitted to FDA on January 9, 2001 and NDA amendment -
No. 20.1 dated January 9, 2001, which was submitted erroneously dug to a misunderstanding of
a request made by the Division. '

I hope this clagfies and satisfies your inquiry for OraPharma, Inc.’'s market exclusivity request
erence product.

If you have any questions regarding this submission, please contact me at (215) 956-2207.

"7 Sincerely,

%Ao o -

rkus-F. Hemg
Executwe Director, Regulatory Affairs and Quality Assurance

Form FDA 356h
Submitted in duplicate

-
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OraPharma, Inc. o -

732 Louis Drive P U
Warminster, PA 18974 : ORAPHARMA lNC' -
215-956-2200 '

Facsimile: 215-443-95_31 ' - FAXCOVER SHEET

To: "Ms. Kalyani Bhatt, Project Manager Fn;m:-' Markus Herzig .

) ;

‘Company; |FDA | Date: | Japuary 9, 2001 -

‘| Fax No.:* | 301-827-2091

No. of pages w/cover: | S

re: _ ¥ [npa-so-7s1

et e i

Urgent Reply ASAP

Piesse comment

L

Pisose review

For your information

Dear Ms. Bhatt:\

Attached is theMaiting Exchusivity
questions, please don’t hesitate to contact me.
Sincerely,

7@4- /“*) N
Markus Herzig

This facsimile contains confidential information intended for the person(s) named above. 2: rou have:
received this facsimile in error, please notify us irnmediately by telephone and destroy

6/t d EGLI"ON

' smendment to NDA $0-781 If you have any

X ission.
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“uep



.l. | o h _ ‘ |
. ' . ’ 732 Louis Drive

- . - Warminster, PA 18974
ORAPHARMA, INC. - 2 ) i
e TR 215/956-2200 Tel
www.orapharma.com . T . 215/443-9531 Fax
January 9,2001 ' ' e | b
Jonathan K. Wilkin, MD !

Director, Division of Dermatological and Dental Drug Products (HFD-540)
Center for Drug Evaluation & Research
Food and Drug Administration - T
Document Room :

. 9201. 11 Boulevard
Rockville, MD—20850

RE: NDA 50-781
Arestin (minocycline hel) microspheres, 1mg
Amendment: Marketing Exclusivity

DearDr lekm KN . e , . .
S Y : s - T . L 2

Reference is made to a telephone call on January 9, 2001 by Ms. K. Bhatt in your Dnvusmn with

the undersigned in which she requested OraPharma, Inc. to officially request marketing

exclusivity for the above referenced product according to the patents covering this product.

OraPharma, Inc. Jiewith regietts #iarket exdusivity uritl August 17,2010 for Asestin™.
ust 17, 2010 is the date when the tateat wo patents (patent no. 5236355 and patent no..
22498) expire. 7 . T e

If you have any questions regarding this submission, please contact me at (215) 956-2207. - -

i also attached a copy of the cover letter dated June §, 2000 (amendm®nt 3.1) in which

OraPharma, Inc. provided microbiology feedback to questions raised by Dr. Riley, for which we

would appreciate recewmg feedback as we have worked on finding a more sensitive method to
. - measure bio

. Sincerely
774/«, A T
Markus F. Herzug
Executive Director, _Begulatory Affairs and Quality Assurance

Form FDA 356h
Submitted in duplicate

§/0 "d E5I1-oN | WdSP:2 1007 -6 -ver
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: ‘ Fonm Apgroved: OMB No.
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Dete: Aged 0, 2000

FOOD AND DRUG ADMINISTRATION *1 Sos OM8 Statement on pege 2.

FDA USE ONLY

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, kS APPLICATION uumséa
OR AN ANTIBIOTIC DRUG FOR HUMAN USE .- b
(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION | . . s i .

NAME OF APPLICANT : ~ | DATE OF SUBMISSION ~ - }
OraPharma, Inc. . January 9,2001 . : e
- o

TELEPHONE NO. (Incivoe Ares Cooe) - . FACSIMILE (FAX) Number (inclsde Area Code) )
215-956-2200 * 215-443-9531 : ot
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Cade or Mail Code, AUTHORIZED U.S. AGENT T & ADDRESS (Number. Streat, City, State.
ang U.S. License number i previously issued): 2P Code, wiephone & FAX number) IF APPLICABLE -
732 Louis Drive . T T . Markus F. Merzig
Warmmster PA 18974 ’ 732 Louis Drive

- Wamninster, PA 18974 |

"I PRODUCT DESCRIPTION—

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER. OR BIOLOGICS LICENSE APPLICATION NUMBER (If (Seviously insued) 50-781 Co

ESTABLISHED NAME (9.g.. Proper name. USP/USAN name) Minocycline PTS | PROPRIETARY NAME (rsde name) IF ANY ARESTIN™
{Minocycline Periodontal Therapeutic Systern)

CHEMICNJBIOCH‘-MICNJBLOOO PRODUCT NAME @feny) 7 - dimethy)amlne -6-daemethyl - 6 - CODE NAME {if any) ~
deoxytetracycline hydrochloride
DOSAGEFORM:prmI = oo - S‘I'RBOGTHS 1mg . o MOFADMN!S'IRATION &Jbg!ngnral

.ma:)mmmnmmusswhmmmpymmwmmmmmmmmmms

APPLICATION INFORMATION

APPLICATION TYPE - ] =
(chack one) (3 NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION (ANDA. AADA, 21 CFR 314,94}
] 8I0LOGICS LICENSE APPLICATION (21 CFR part 601) )
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE &3 so0s () (1) O 505 () (2 O so7
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drup Holdér of Approved Application
TYPE OF SUBMISSION > E .
{check one) [T ORIGINAL APPLICATION i AMENOMENT TO A PENDING APPUICATION 3 RESUBMISSION
O enesusmission O aswuaL rerorT {0 esTASUSIMENT DESCRIPTION w»i.euem O supac supPLEMENT
© T Frcacy suePLEMeVEE - [ LABELING SUPPLEMENT [0 SEaSTRY MAMUFACTURING AND CONTROLS SUPPLEMENT (] OTHER

REASON FOR SUBMISSION Raquestad Information

PROPOSED MARKETING STATUS (check ane) | @ prescrrmON PROGUCT (b | €3 over ne counter PrODUCT TC)
NUMBER OF VOLUMES SUBMITTED THIS APPUCATIONIS [} PAPER [ PAPERANDELECTROMC [ ELECTROMC
ESTABLISHMENT INFORMATION -

waiooba:imsdnlmnmbchnng,mwmmhmmmanioprodud(mmMmtybeusedilnecessary),»,tndudomma_
eddress, contact, eigphons number, registration aumber (CFN), DMF number. and menufacturing sieps and/or type of testing (e.g. Finsl dossge form, Stabiity testing)
conducted at the site. mmmmmumqwmu.luumlmberm

NA

.

~ross References (list related License Applicstions, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application)

~F

FORM FDA 356h (1/97)
PAGE 1
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This application contalns the following items: (Check all that apply) - 4

-
1. Index _ -, 0

2. Labeling (check one) [0 Dratt Labaling - [0 FinakRrinted Labeling

3. Summary (21 CFR 314.50(c)) - ¢7 - ) )

4. Chemistry section : . T . -

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50(0) (1), 21 CFR 601.2)
B. Samples (21 CFR 314 50 () (1), 21 CFR 601.2 (a)) (Submit.only upon FDA’S request). .

C. Memmsvaﬁdabonmduoo(oq 21 CFR314 50 (e) (2) (1). 2% CFR601.2) s “.‘
Nondlinical pharmacology and toxicology saction (.. 21 CFR 314.50 @@, 21 CFR 601.2) S -

Human pharmacokinetics and bioavaitability section (e. 0. 21 CFR 314.50 (d) (), 21 CFR 6015)

Clinical Migrobiology. (6.g. 21 EFR 314.50-(0) (4))

. Clinical data section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

ool ~vlo|loe

Safety update raport (e.9. 21 CFR 314.50 (9) (5) (vi) (b), 21 CFR 601.2)

10. Statstical aibm {e.9. 21 CFR 314.50 (d) (8), 21 CFR 601.2)

11. Case reporttabutations (e.9. 21 CFR 314.50 (f) (1), 21 CFR 601.2) ‘ : _ .

12. Case report forms (6.9. 21 CFR 314.50 (f) (2), 21 CFR 601.2) i

TS, Paiont iormalion pn sty gl SHth iiime the g 1 USE. WS Byer ()

14. A patent certification with respect to any patent which claims the drup (21 U.S.C.355 (b) (2) or ) ) (A)

15. Establishmant dascription 21 CFR Part 600, # applicable)

16. WMJ‘F&*M”NG» s . R R 3 o

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

18. User Feg Coavar Sheet (Form FDA 3397)

ololololcloleliololololololololalols|olo|olo

19. OTHER (Specify)

CERTIFICATION

i agree 1o update this application with new safety information about the product that may reasonably affect the statement of wnb‘amd;cauons
warnings, precautions. or adverse reactions in the draft labeling. | agree to submit safaty update reports as providad for by regulation or as--
requested by FDA. I this application is approved, | agreo to comply with all applicable laws and regulabons that apply to approved applications,
including. but not limited to the following:

Good manufacturing practice reoulatlons tn 21 CFR 210 and 211, 606, and/or 820.

Biological establishment standards in 21 CFR Part 600. ’ -
. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 808.

. In the case of a prescription drug or biologica! mdud.presaipﬂondmadvemsm regutations in 21 CFR 202.

. Regulations on making changas in application in 21 CFR 314.70, 314.71, 314.72, 314, 97 314.99, and 601.12,

. Regulatons on Reports in 21 CFR 314.80, 314.81, 600,80 and 600.81.

Local, state and Federal environmental impact laws. . o
lfmisapplmbonappbes drug product that FDA has proposed for schedufling under the Controlied Substances Act, | agree not to market the
Lproductuntl the DruaEr t Adrministration makes a final scheduling dedision.

The data and in/ Mml:dmhavebmmmd.bmmdmyhauedoemmﬁedbbomwmw

Wlmlﬂg & willfully faise statement is @ criminat offanse, U.S. Code, title 18, section 1001.

qmuaupg

ADORESS (Street. City, TELEPHONE NUMBER
732 Louis Drive 215.856-2200

Wamningiar, PA 18974

‘ RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Markus F. Merzig, Executive Dlroctor Regulatory Affairs and January 9, 2001
Wk\ Quality Assurance
Stote 2IP Code)

Public anhoMoniormh coltection ofinfonmﬂonbastﬁnatodbmmgemhourspormpomo,mmmmforrewmng
instructions, ssqrching existing data  sources. gathering and mmmummw and compieling reviewing the collection of
information. San commoma regarding this burden astimato or any other sspect of this coliection of information. including suggestions for reducing
this burden to:

DHHS, Reports cloaranco Officer An agency may not conduct or sponsor, end &

. { Peperwork Reduction Project (0910-0338) person Is not required to respond to, a collection of
Hubert H. Humphrey Building, Room 531-H information unless it displays:a currently vafid OM8
200 indepandence Avenue, S W, control number,

—~
Plaase DO NOT RETURN this form to this address, - >

FORM FDA 356h (7/97)

Crusnd ¥y None Notlisx Pharmoccetical, lec.
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UraPharma, inc. _ ____ NEWDRUG APPLICATION
Minocycline PTS 16.0 DEBARMENT CERTIFICATION
NDA .

ITEM 16: DEBARMENT CERTIFICATION

Pursuant to Section 306 (k) (1) of the Food, Drug and Cosmetic Act; the undersigned
certifies that OraPharma, Inc. did not and will not use in any ca'pé'city’services of any
person debarred under subsection (a) or (b) [Section 306(a) or (b)], in.connection with
the New Drug Application for TRADEMARK™ (minocycline PTS), NDA No. ——

S 7 PR .
%/44 2 /Z()'j )
a4

Markus F. Herzig
Executive Director, Regulatory Affairs
OraPharma, Inc.

ITEM 16 Debament y99 m12 d16.doc ’ FINAL
CONFIDENTIAL I o )
Page 1 -7



December 13, 1999

Markus F. Herzig ‘ I

Executive Director, Regulatory Affairs ’

OraPharma, Inc. ‘ _ V]

732 Louis Drive. - - . - .

Warminster, Pennsylvama 18974 -

Dear Markus:

Pa—

Applied Aﬁ'a]ﬁ?aadusu'ies. Inc. (AAI) is a supplier of services to the pharmaceutical industry in general as well
as to OraPharma, Inc. in particular. AAI carries out its operations in compliance with the current policies,

guidelines and regulations promulgated by the Food and Drug Administration l(FDA) under requirements of the

Federal Food, Drug, and Cosmetic Act and related Acts.

Inasmuch as AA] provides pharmaceutical services to OraPharma, Inc. and the results of those services (records
and data) may be used by OraPharma, Inc. in applications to the FDA seeking marketing approval, AAI now
wishes to fulfill its obligation to OraPharma, Inc. by attesting to compliance. with the Generic Drug Enforcement
Act of 1992. Specifically:

1.  Applied Analytical Industries, Inc. certifies that, in the course of supplying pharmaceutical services to
OraPharma. Inc. in support of any of its drug marketing applications, it did not and will not use in any
capacity the services of any person or firm debarred under subsections (a) or (b) of section 306 of the
Generic Drug Enforcement Act of 1992.

2. Applied Analytical Industries, Inc. certifies that, to the best of its knowledge, no person in the firm or
affiliated with the firm and responsible for the development or submission of records or data in support

of any abbreviated drug application for OraPharma, Inc. has been convicted within the last five years of -

any crime described in subsections (a) and (b) of section 306 of the Generi¢ Drug Enforcement Act of
1992.

_Applied AnalyticaHidustries, Inc. stands ready to provide OraPharma, Inc. with any additional information that
may be required.ingipport of the above certifications.

Sincerely,

Mark P. Hayes, Ph.D.
Regulatory Affairs
macks .-

cc: Marty Beasley (AAI)

’ ‘ ;*4
1206 North 23" Street, Wilmington, NC 28405 800.575.4AAl or 910.251.6700 Faxs 910.251.6755
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