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ORAPHARMA, INC. g -
. : 273.936:2200 Tel
T 333-9531 Fax

December 1, 2000

Jonathan K. erkln MD ' - T
Director, Division of Dermatological and Dental DnJg Products (HED 540)
Center for Drug Evaluation & Research -

Food and Drug Administration -

Document Control Room

9201 Corporate Boulevard

Rockvillg, 5!9 20850

RE: NDA 50-781 . , o -
Arestin (minocycline hcl) microspheres, 1mg ' B
Amendment: Unit dose ldentifier, Draft Labeling

Dear Dr Wilkin:

Reference is made to a telephone conversation held on December 1, 2000 between Dr.

M. Gautam-Basak and Ms. K. Bhatt in your Division and the undersigned from
OraPharma, Inc.

Dr. Gautam-Basak requested clarification as to what OraPharma called each individual =

dosage unit, as OraPharma, Inc. has referred to it by several names (| e. dispenser, unit
_dose tip, unit dose dispenser). -

| informed Dr. Gautam-Basak that our marketing team has decided to refer to each unit

dose as a “cartridge”. Dr. Gautam-Basak requested that we submit final revised text- for
the unit dose cartndge and the package insert. -

_The enclo documents; the drawing of a cartridge showing the “OP-1" identifier and

the revis aft package insert replacing all older terminology used with the unit dose
identifier “cartridge”.

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

Sincerely,

7/ G [a 7] Z'(
Markus F. erzlg
Executive Director, Regulatory Affairs and Quality Assurance

Form FDA 356h
Submitted in duplicate
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. - ; 732 louis Drive

\) PHARMA lNC : R -, 0 Warminster, PA 18974
RA ! : o ;. 215/956-2200 Vel
vwworapharma.com _ -~ o 215/443-9531" Fax
November 20, 2000 | . S

(]
Jonathan K. Wilkin, MD ~ ; "
Diréctor, Division-of Dermatologncal and Dental Drug Products (HF D -540)
Center for Drug Evaluation & Research '
Food and D .Administration
Document Coatrol Room
9201 Corporate Boulevard _
Rockville, MD 20850 -

RE: NDA 50-781
Minocycline PTS
Amendment: Draft Label Revisions

Dear Dr. Wilkin:
We have received your draft labeling for Arestin (minocycline hydrochloride)

Microspheres | mg. We appreciate the Division’s continued responsiveness 1o this
application and look forward to working with you to facilitate completion of a timely and

- successful review. The following comments and suggested revisions to your draft

labeling focus on three major sections, namely, microbiology, pharmacokinetics and
clinical studies. In addition, we have some comments on several miscellaneous
additions and changes to our original proposed labeling.

»

. Microbiology
A. ~J\Ie request that iines 25-34 of ine FDA draft iabeiing be deieted.

During drug development, FDA agreed with our plans to conduct a study
concerning changes in plaque microorganisms using DNA probes. At that
time there were no guidelines or precedents in the field for this type of
study, and the protocol we submitted and used prowided for sampling of

, only one site in each patient. We were the first sponsor to explore this
N relatively new technique.

Our microbiology study was designed for safety and as such looked for
long-standing alterations in the subgingival microflora across the patient
population. Sampling one site per patient and analyzing proportional

T ——
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OraPharma, Inc.
NDA 50-781 : Cee
Minocycline PTS - -

Amendment: Draft Label Revisions - ) .‘
November 20, 2000 | - , _
Page 2 i ‘;, "f ®

changes are acceptable methods 16 achieve that objective. To study
antimicrobial effects on specific organisms, more sengitive methods are
called for. These include a larger number of samples per patient, and an
analysis of either the change in number of sites harboring the organism, or
“the reduction in the numbers of a specific organism. - A consensus of . -
experts in this area, e.g., Goodman, Socransky and others, is that one
sampling site in each patient is inadequate to provide definitive data about
__~ %e qualitative and quantitative changes in plaque microorganisms.

77 . Recent publications support that one site per patient is not adequate to
obtain reliable results.
Having said that, we agree with the Agency that this type of work may be -
of value. Accordingly, if you desire, we would be willing to immediately
consider conducting such a trial with a suitable number of sites to
establish the relative distribution of microorganisms following treatment.

B. We propose that lines 35-38 be revised to read:

We believe it is important to describe that the sambling in this study was
performed at only two centers and only in a single site in each subject,
- - . - —gand that these changes were neither statistically nor clinically significant.
:IVe believe that this context will enable dental professionals to better
" understand how the trial was conducted and. to put the results in the .

proper perspective.
R Pharmacokinetics
A Inthis section we would like to add the following text at line 47: -

XY (NDA PK Section 6.2.4.1 Vol. 1.11 page 20)

JUR AL pRR-ON MGZ1:§ 0007 “07" AoN
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OraPharma, Inc.

NDA 50-781 - - -
Minocycline PTS - Ty
Amendment: Draft Label Revisions _ S,
November 20, 2000 , - ..
Page 3 ~ '
g
— ﬁe believe that it is important to describe the high levels of minocycline T
- - -4hat are present in the crevicular fluid over at least 14 days. The
“Sustained release of minocycline from microspheres is a fundamental
basis for the original development of this produgt, and is therefore an -
important aspect of the mechanism of action of ARESTIN. We believe -
this should be communicated to the dental professional.
B. In table 1 we added the SEM as requested by the Division.

11 /74%

" A

Clinical Studies

A

In this section of the draft labeling, line 64, you changed the mean probing
depth baseline range from mm and——mm to 5.90 and 5.81 mm.
The original values reflect the range of the data we presented in Table 2.
Please clarify the source of the values in your draft.

In the description of the patients that were included in our clinical trials,
we propose to msert the followmg sentence after the word "health” in line- -

o | N

’ 'qhese patients were prospectively included in the studies and were

valuated as a sub-population. Therefore, we believe it is important to
include these populations in the labeling and to disseminate informiation
about these difficult to treat patients.

Concemmg Table 2, we request that the Agency remsert the row
containing the 9 months data.

We believe that this information was inadvertently deleted since the titie of
the table and the statistical description in the footnotes to the table both
refer to the 9 months data that were removed from this draft. We also
acknowledge our typographical error in describing the data as SD when
the table actually presented SEM, and have corrected this description.
—
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OraPharma, Inc.

NDA 50-781 , L
Minocycline PTS -
Amendment: Draft Label Revisions b ¢
November 20, 2000 et
Page 4 - PRk

D. On line 85 of your draft labeling, you refer to probing depth reductions of -
1.42 mm, -1.10 mm, and -1.18 mm for SRP + ARESTIN, SRP + Vehicle,
and SRP alone, respectively Our onginal proposed lapeling contained

-the values-- = . respectively. Our values ..
are contained in the ISE and we have not been able to determine the
source of the values you inserted.

——

~Er ‘-:oncemmg Table 3, the last row of the data and the text in the labeling
describing those data were deleted in your draft. We therefore propose to
reinsert both the second row of Table 3 and the text language as follows
into the labeling.

resulted in a greater percentage of pockets
showing a change in PD of 22 mm and > 3 mm compared to SRP
alone at 9 months, as shown in Table — - -

OraPharma evaluated the numbers and percentages of pockets showing a
change of pocket depth by > 2 or 2 3 mm as was agreed to by the Division
reflected in the meeting minutes of the pre-NDA meeting of June 7, 1999.
We believe that such information is valuable to the dental professional
treating patients.

F. OraPharma requests that the following information be added to the
"Ciinical Studies” section of he labeling at line 80:
“In both studies, the following patient subgroufis were prospectively
analyzed: smokers, patients over and under 50 years of age, and
- - . tients with a previous history of cardiovascular disease. —

In smokers, the mean reduction in pocket depth at 9
months was less in all treatment groups than in non-smokers, but

the reduction in mean pocket depth at 9 months. with : :
ARESTIN™ was significantly greater than in SRP alone orin SRP + -

N vehicie — TABLE 4.
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OraPharma, Inc.

NDA 50-781 : T
Minocycline PTS -
Amendment: Draft Label Revisions ,
November 20, 2000 . -
Page 5 '

The patient subgroups described above were predefiied in the statistical
analysis plan, and were prospectively analyzed as an integral part of the
dlinical studies. These analyses were reviewed by thef pre-NDA meeting
“on June 7, 1999, and in the statistical anmalysis plan submitted to the -
Division Oct. 22,1999, (IND — Serfial Aiumber 106), after a
teleconference between representatives from your Division, Biostatistics
~~ ¥nd OraPharma, Inc. on Oct. 21, 1999. The IND submission was made
“7 77 Zprior to unblinding the studies and starting the analysis. The results of
each of these analyses were highly statistically significant. They confer
information we believe should be in the labelin§ because it addresses
clinically important and difficult to treat segments of the patient population.

Since deeper pockets are also difficult to treat, the studies were also
prospectively analyzed in this regard. The data showed statistically
significant differences between SRP + ARESTIN versus SRP alone. -
Again, we believe this is important information for the dental professional.

IV. Miscellaneous Additions/Changes

o A Description
On line 9 we would like to insert: ~

Arn important characteristic of the pclymer chosen for ARESTIN's™
development is its ability to hydrolyze and cause the microspheres to
adhere to the tissues of the periodontal pocket, thereby facilitating
- - . - ~gpustained drug levels. We believe that it is important for the dental
—~=gprofessional to be aware of this characteristic of the product in order to
" use it properly and to better inform the patient of the procedure and the
patient’s expectations.

B. Dosage and Administration
We recommend uniformly changing the words “tipsidispensers” to the
. word “cartridge” in this Section and in any other mention in the labeling. In
RN addition, at the end of this section, line 210, we propose to add:

———

[
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OraPharma, Inc. :

NDA 50-781 : Ce e
Minocycline PTS ' - -
Amendment: Draft Label Revisions A .
November 20, 2000 _ -~
Page 6 '

We believe that this is very important information to-include in this section,
since it directly affects how the product is.applied.” Imthe clinical studies,
no adhesive or dressing was used, since the product itself is inherently
blo-adhessve : 7

C. How Supplied h

As we submitted in our NDA amendment 14.1 on November 9, 2000, we

_____ Jdded as requested by the Chemistry Review Team a product identifier to
-.~each cartridge:

-
-

“Each unit dose cartridge contains the prodbct identifier “OP-1".

in the remaining sections of the draft labeling, up to “Dosage and Administration,” we
are in agreement with the Agency’s proposed revisions, and have only edited minor
spelling mistakes and similar clencal errors.

Additionally, we want to alert you that the figures 1 through 3 in the Dosage &
Administration Section will be updated with the hands wearing surgical gloves as is
standard in the dental profession, as soon as the art work becomes available.

We look forward to the Agency'’s review of our response to your draft, and to continuing -
to work closely with the Division._In the future, we hope to continue to further the
knowledge of periodontal disease and treatments.

if you have any guestions regarding this submission, please contact me at (215) 956—
2207. :

- Slncerely,:-],
Wﬁé/» 6@7

Markus F. H
Executive Director, Regulatory Affairs and Quahty Assurance

Form FDA 356h
Submitted in duplicate
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FOOD AND DRUG ADMINISTRATION

DEPARTMENT OF HEALTH AND HUMAN SERVICES

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC,
OR AN ANTIBIOTIC DRUG FOR HUMAN USE -}
' (Title 21, Code of Federal Regulations, 314 & 601) o

Form Approved: OM8 No. 0910-0338
Expiration Dste: April 30, 2000
See OMB Statement on page 2.

hta "FOR FDA USE ONLY
APPUCA'HQN NUMBER

APPLICANT INFORMATION

NAME OF APPLICANT
OraPharma, Inc.

DATE OF SUBMISSION
November 20, 2000

TELEPHONE NO. (Include Area Cods)
215-956-2200

FACSIMILE (FAX) Number (Inc!udo Area Cods)
215-443-9531

and U.S. Liconse number ff previously iasued):
732 Louis Drive
Wwarminster, PA 18974 - .-

——

APPLICANT ADDRESS (Number, Streef, City, State, Country, ZIP Code or Mail Code,

ZIP Coag, tetephone & FAX numot;t) IF APPLICABLE

Markus F. Herzig )

732 Louis Drive R
Warminster, PA 18974

AUTHORIZED U.S. AGENT NAME s ADDRESS (Number, Street, City, Sme

PRODUCT DESCRIPHON- -

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BICLOGICS LICENSE APPLICATION NUMBER (Hf pravicusly issusd) 50-781

{Minocycdline Periodontal Therapeutic System)

ESTABLISHED NAME (8.g.. Proper name, USP/USAN ngme) Minocycline PTS

PROPRIETARY NAME (tradb nams) IF ANY ARESTIN™

deoxytetracycline hydrochtoride

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (if any) 7 - dimethylamme 6- demelhyl 6-

CODE NAME (it any) —

DOSAGE FORM: topical STRENGTHS: 1 mg

ROUTE OF ADMINISTRATION: Subginglval

(PROPOSED) INDICATION(S) FOR USE: Adjunctive therapy to scaling and root planing procadures !n patients with adult pariodontitis

OPLICATION INFORMATION

‘PLICATION TYPE

{check one) [ NEW DRUG APPLICATION (21 CFR 314.50)

[ ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

[0 BIOLOGICS LICENSE APPLICATION (21 CFR part 801)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE [ 505 () (1)

0O 505 ®) (2) 0 so7

IF AN ANDA, OR AADA. IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT iS THE BASIS FOR THE SUBMISSION _

[ presuBmIsSION O annuaL REPORT

([ erficacy supPLeniENT 4 (] LABELING SUPPLEMENT

[ ESTABLISHMENT DESCRIPTION SUPPLEMENT

(3 CHEMISTRY MANUFAGTURING AND CONTROLS SUPPLEMENT [ ] OTHER

Name of Orug Holder of Approved Application
TYPE OF SUBMISSION -
(check one) ) ORIGINAL APPLICATION BJ AMENDMENT YO A PENDING APPLICATION O resusmission

O3 surac suppPLEMENT

REASON FOR SUBMISSION Raqiestad Information

PROPOSED MARKETING STATUS (check ane)

I B PRESCRIPTION PRODUCT (Rx)

I O OvER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED

THIS APPLICATION IS [ papER

{J earer anD ELECTRONIC

O erectronC

| ESTABLISHMENT INFORMATION

- - -

Provide locations of a8 menutacturing, packaging and control sites for drug substance and drug product {continuation sheets may be used if necessary). include name.
address, contact, telephone number. registration number (CFN), DMF number, and manufacturing steps andior type of testing (@.g. Final dosage form. Stability testing)

NA

conducted et the sie, Please indicate whather the site is ready for inspection or, if not, when X will be ready.

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

: pplication)
FORM FDA 356h (7/87) =
PAGE 1
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This application contains the following items. (Check all that apply)

1. Index )

2. Labeling (check one) 3 Draft Labeling o O Final Prjpted Labeling
3. Summary (21 CFR 314.50(c)) - , .

. .
4. Chemistry section ) 7y

A. Chamistry, manutfacturing, and controts information (e.g. 21 CFR 314.50(d) (1): 21 CFR 601.2) .

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA'S request) : _

'C. Methods validation package (6.9. 21 CFR 314.50 (e) (2) (), 21 CFR 601.2) -

Nondimica! pharmacology and toxicotogy section (e.g. 21 CFR 314.50 (d) (2), 21 CFR604.2) -

Hurman pharmacokinetics and bicavaiability 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. Ctinical Microbiology (e.g. 21 CFR 314.50 (d) (4)) . t
S :
9

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

10. Stafistical. {e.g. 21 CFR 314.50 () (8), 21 CFR 601.2) =

11. Caso ulations (e.g. 21 CFR 314.50 (1) (1), 21 CFR 601.2)

12. Case report forms (e.g. 21 CFR 314.50 (1) (2). 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 cortification with raspect to any patant which claims the drug (21 U.S.C.355 (b) (2) or () (2) (A)

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

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

17. Fleld copy certification (21 CFR 314.50(k} (3))

D|0|0|D|0|D|o|0|0|0|0|0|0|0|o|o| 00 0|®|0

18. L_Jser Fee Cover Sheet (Form FDA 3397)

’g 19. OTHER (Specify)
RTIFICATION

| agrea o updats this appiication with new safety Information about the product that may reasonadly affect the statement of contraindications,

wamings, precautions, or adverse reactions in the draft labeling. | agree fo submit safety update reports as provided for by requlation or as ~~

requestad by FDA. if this application Is approved, | agree to comply with all applicable laws and regutations that apply to approved applications, - .

including, but not limited to the folowing: ) - '
1. Good manufacturing practica regulations In 21 CFR 210 and 211, 808, and/or 820. °

2. Biological establishment standards in 21 CFR Pant 600.
3. Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809. _
4. 'n the cese of a prescription drug or biological produdt, orescription drug advertising regulations In 24 CFR 202.
.5. Reguiations on making changes in appkcation 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 6500.81.
7. Locat, state and Faderal anvironmental Impact laws.
If this application appli a drug product that FDA has proposed for scheduling under the Controiled Substancas Act, ! agree not to market the
1 product uni! the &rﬁaﬁ&mﬂi Adminisiration makes a final scheduling dedision. ’ :
The data and in i this submission have been review and. to the best of my knowledge are certified 10 be true and acourate.
Warning: o willfully false statement is 3 criminal offense, U.S. Code, titie 18, section 1001. . -
SIGNA RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE )
_ﬁg‘ i % Markus F. Herzig, Executive Director Regulatory Aftairs and November 20, 2000
&4 A - 1 Quality Assurance
ADDRESS (Street, City, State, and ZIP Cot) / i TELEPHONE NUMBER
732 Louis Drive 215-856-2200
Warmi PA 18974 C- =

Public reporting burden for this coliection of information Is estimated to average 40 hours per rasponse, incduding the time for reviawing
instructions, .searching existing data sources. gathering and maintaining the data needed, ahd completing raviewing the coliection of
information. Send comments regarding this burden eslenate or any dther aspect of this collection of information. including suggestions for reducing
this burden to: ’

DHHS, Reports Clearance Officer An_vgency may not conduct or sponsor, and a
Paperwork Reduction Projact (0910-0338) porson is not required to respond to, 3 colection of
Hubert H. Humphrey Buikiing, Room 531-H Information unless Rt displays 3 currently valid OMB
200 indapandance Avenue, SW. control number.
washington, DC 20201 .
—~F
Please DO NOT RETURN this form to this address. .
FORM FDA 356h (7/97) Crnatud by Neve Nordich Pharmacetest, U
) PAGE 2

g 4 ereReON | Ndv1:5 0007 “07"AON



-3
WITHHOLD

8

PAGE (S)






