





DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 09100007

PUBLIC HEALTH SERVICE Expiration Date: March31, 1990.
FOOD AND DRUG ADMINISTRATION . See OMB Statementon Page 3.
APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE FORFDA USE ONLY
OR AN ANTIBIOTIC DRUG FOR HUMAN USE DATE RE&"VED DATEFILED ]
(Title 21, Code of Federal Regulations, 314) fﬂ 36

DIVISION ASSIGNED | NDAJANGA O ASS
2042

NOTE: No apphication may be filed unless a completed appiicatsion form hasbeenreceived (21 CFR Part 314).

NAME OF APPLY T . DATE OF JUBMISSIO
¢ollaGenex Pharmaceuticals, Inc. ugust 30,1996
TELEPHONE NO (include Area Code)
ADORESS (Number. Street. City. State and Zip Code) (215) 579-7619
NEW ORUG OR ANTIBIOTIC APPUCATION
301 South State Street Numaskgiﬂrz\aiuﬂy ssued)
Newtown, PA 18940 _
ORUG PRODUCT
ESTABLISHED NAME (e.g., USPIUSAN} PROPRIETARY NAME (If any)
doxycycline hyclate capsules USP . Periostat™
CODE NAME (i any) CHEMICAL NAME

4(Dimethlamino)-1,4,44,5,52,6,11,12s-ocatahydo-
3,510,12,12a-pentahydroxy-6-methyl-1,11-dioxo-2-
naphthacenecarboxamide monohydrochloride

DOSAGE FORM ROUTE OF ADMINISTRATION STRENGTH(S)

capsule oral 20mg

 PROPOSED INDICATIONS FOR USE

Treatment of adult periodontitis

UST NUMBERS OF ALLINVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFRPart 312). NEW DRUG OR ANTIBIOT,
314}, AND DRUG MASTERFILES (21CFR 314.420) REFERRED TO IN THIS APPUCATION:

(21 CFRPart

AADA 62-374
AADA 62-839

See Attachment 1 for Drug Master File References

INFORMATION ON APPUCATION
TYPE OF APPUCATION (Check one}

W THIS SUBMISSION IS A FULL APPLICATION (27 CFR 314.50) [ THIS SUBMISSION IS AN ABBREVIATED APPLICATION (ANDA) (21 CFR 314.55)

IF AN ANDA_IDENTIFY THE APPROVED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
NAME OF DRUG HOLDER OF APPROVED APPLICATION

STATUS OF APPLICATION (Check one)

] PRESUBMISSION (0 ANAMENOMENT TO A PENDING APPLICATION [J SUPPLEMENTAL APPLICATION
[l ORIGINAL APPLICATION [] RESUBMISSION -

PROPOSED MARKETING STATUS (Check one)

B APPLICATION FOR A PRESCRIPTION DRUG PRODUCT (Rx) a APPLICATION FOR AN OVER - THE - COUNTER PROdUCT {(07Q)

FORMFDA 356h (10/89) - Page !



CONTENTS OF APPLICATION

This aoolicauon contains the followina items: (Check all that apply)

X 1 index Vol 2.1
X | 2. Summary (21 CFR 314.50(c)) Vol 2.2
3. Chemistry, manufacturing. and control section (21 CFR 314.50(d) (1)) Presubmitted on May 31, 1996
14 a Samples (21 CFR 314.50 (e} (1)) {(Submit only upon FDA’s request)
X| b. Methods Validation Package (21 CFR 314.50 (e} (2) (i)} Vols 2.3-2.4
»‘\\\ ¢. Labeling (21 CFR 314.50 (e} (2) {ii})
N
i i 4
X i. draftlabeling (4 copres) Vol 2.4
1. final printed labeling (12 copies)
X | 5. Nonclinical pharmacology and toxicology section (21 CFR 314.50(d)(2))  Vols 2.5-2.10
ineti i labiti i fR314. ‘
X 6. Human pharmacokinetics and bioavatilability section {21 CFR 314.50(d) (3)) Vols 2.11-2.17
7. Micrabiology secuon (21 CFR 314.50 (d} (4))
X Yols 2.18-2.19
8. Clinical data section (21 CFR 314.50 (d) (5)) :
X X7 -2 903100
s YULS L. LUVLIUT
9. Safety update report (21 CFR 314.50(d) (5) (vi) (b))
10. Stausucal secuon (21 CFR 314.50(d) (6))
X Yols 2,110, 2.21-2,109
11. Case report tabulations (21 CFR 314.50 (f) (1))
- YVale2 1112 12%
Fe VUL e A A XM T W
X 12. Casereports forms {21 CFR314.50 (f) (1)) Vols 2.129
13. Patentinformation on any patent which ctaims the drug {21 U.S.C 355 (b) or ()
X Yol2.1
14. A patent certification with respect to any patent which claims the drug (21 U.S.C.355 (b) (2) or (j) (2) (A))
h ¥4 YMal 2 1o
“*| 15. OTHER (Specify) TobE=2

1
1
3.
4
b

6.

1 agree 10 update this application with new safety information about the drug that may ressonably atffect the statement of coatraindications,
warnings, precautions, or adverse reacuons in the draft labeling. ! agree ta submrt these safety update reports as follows: (1) 4 months atfter
the inrtial submission. (2) tollowing receipt of an approvabie letter and (3) at ather imes as requested by FDA_ 1f this application s approved, |
agree tocomply with ail laws and regulations that apply to approved appiications. including the followng:

. Good manufacturing practice reqgulationsin 21 CFR210and 211,

. Labeling regulations«n 21 CFR 201,

Inthe case of a prescription drug product, prescription drug adverusing regulationsin 21 CFR 202,

. Regulations on making changesin applicaucnin 21 CFR314.70.314.71,and 31472,
. Regqulatioasonreportsin 21 CFR314.80 and 314.81.

Local. staie and Federal environmentsl impactlaws.

tt this application applies 1o a drug product that FDA has propased for scheduling under the conurolled subsances Actt agree not to market the
product unul the Orug Enforcement Administration makes a final scheduting deasion,

NAME OF RESPONSIBLE OFFICIAL OR AGENT SIGNATURE OF RESPONSIBLE QFFI ORAGENT DATE
Christopher V. Powala ()é . A% éM .ﬂ: /Q:/h/é\ ) 4 / 30 / q(‘ '
ADORESS (Street. City, State, Zip Code) 7 TELEPHONE NO_ (incladc Ares Code)
CollaGenex Pharmaceuticals, Inc. )
_301 S. State Street, Newtown, PA 18940 - - (215) 579-7619

(WARNING: A willfully false statementis a cniminal offense. U.5.C. Title 18, Sec.1001.)

FORM FOA 356h (10/89) Page 2




OEPARTMENT OF HEALTH AND HUMAN SERV(CES
PUBLICHEALTH SERVICE
FOOD AND ORUG AOMINISTRATION .
APPULICATION TO MARKET ANEW DRUG FOR HUMAN USE
OR AN ANTIBIOTIC DRUG FOR HUMAN USE
(Title 21, Code of Federal Regulations, 314}

Faem Agproved: OMB Na. 0910-G001t
Expiration 0ate; Macch 31, 1950,
See OM8 Statemencon Page 3.

FORFOAUSE ONLY

DATE RECEIVED OATE-FILED

OIVISION ASSIGNED | NOAJANDA NO as$

NOTE: No aogtcation may be filed uniess a completed applicavon torm Ratbeen received (21 (FR Pare 1 1 4).

NAME OF APPLL T. .
¢6llaGenex Pharmaceuticals, Inc.

DATE OF JusMiSSiaN

1/17/4k

AQOQRESS {(Number. Streec. Gity. State and Zip Code}
301 South State Street
Newtown, PA 18940

TELEPHONE NO (include Ares Code}

(215) 579-7619

-

|
|
|

NUMBER {If acevsqusly ntued)

50-744

NEW DRUG OR ANTIBIOTIC APPUCATION

ORUG PROOUCT

ESTABUSHED NAME (e.g., USPIUSAN)

doxycycline hyclate capsules USP

PROPRIETARY NAME (if any}

. Periostat™

CODE NAME (If any} CHEMICAL NAME

4-(Dtmethifamino)-1.4,40.5,50.6,11,12s-0ocatshydo-
3.5.10.1th penubyd roxy-6-metlryi-1,11-dloxo-1-

2rb ide monohvdrochloride

OQSAGe FORM ROUTE OF AQMINISTRATION

capsule

STRENGTH(S)

oral

20mg

PROPQOSCD INDICATIONS FORUSE

Treatment of adult periodontitis

J14), aNO ORUG MASTER FILES (21CFR 314.420) REFERRED TO IN THIS APPUCATION:

AADA 62-374
AADA 62-839

See Attachment 1 for Drug Master File References

INFORMATION ON APPUCATION

UST NUMBERS OF ALLINVESTIGATIONAL NEW QRUG APPUCATIONS (21 CFRPart 312). NEW DRUG OR ANTIBIOTIC APPUCATIONS (21 (FRPant

TYPE QF aPPUCATION [Check one)

W THIS SUBMISSION IS A FULL APPUCXHON (21 CFR 21450y (3 THIS SUBMLS.SlON IS AN-ABIREVIATED APPUCATION (ANDA)Y (21 CFR 314 55)

IF AN ANDA. lOENTIFY THE APPROVED DRUG PROOUCT THAT 15 THE BASIS FOR THE SUBMISSION

NAaME OF ORUG il

HOULDER OF APPRQVED APPUCATION

STATUS QF aPPLICATION [((heck onel

PRESUBAISSION B AN AMENOMENT TO A PENDUNG APPUCATION
ORIGINAL APPUCATION - - [J resusmissIOn _——

] SUPPLEMENTAL APPLICATION.

|
|
|

PROFOSED MARKETING STATUS {Check onel

B 4ePUCH TICN FOR A PRECRIFTION DRUG PROOUCT (Rx)

O APPLICATION FOR 211 OVER - THE - COUNTER PRODUCT (OTC)

FOQRIMFOA 3SEN(10/89)

Pace !

-
{
|



N’

CONTENTS OF APPLICATION

This agolication contains the followina items: (Check all that apolv)
1.

index

- Summary (21 CFR 314.50 (<)

. Chemistry, manufacturing, and control section (21 CFR 314.50 (d) (1))

. 3. Samples (21 CFR 314.50 (e} (1)) (Submit only upon FDA’s request)

b. Methods Validauon Pac~kage(21 CFR 314.50 (e} (2} (1))

c. Labeling (21 CFR 314.50 (e} (2) (i)}

i. drafulabeting (4 copres)

. final printed labeling (12 copies)

. Nondinical pharmacolagy and toxicology section (21 CFR314.50 (d) (2))

. Human gharmacokinetics and bioavailability section {21 CFR 314.50 (d).(3))

- Micrabiolagy secuon (21 CFR 314.50 (d) (4))

. Clinical data section (21 CFR 314.50 {(d) (5)

. Safety update report {21 CFR 314.50 (d) (S} (vi} (b))

| 10. Statistical section (21 CFR 314.50 (d) (6))

1. Case report tabulations {21 CFR 314.50 () (1))

| 12. Case reparts forms (21 CFR 314.50 (f} (1))

! 13. Patentinformaton on any patent which claims the drug (21 U.S.C 355 (b) or (<))

| 14. A patentcertification with respect 1o any patent which daims the drug (21 U.5.C 355 (b} (2 o~ (i)} (2) (A))

X

15. OTHER (Specify}

Minor Amendment

VN B N

! agree 1a update this 2001CaTUON with new talety information abaut the drug that may ressonsbly atfect the natement of cantrandications,
wa¢nings. orecautions. or adverte rescuons in the dratt labeling. | agtee ta submt these safery update repors as fallows: (1) 4 months atter
the wntial tubmussion. (2) following recerpt of an appravable letter and (J) at other umes as requested by FOA_ if thes agplication 1 approved. |
1gree 10 comply with aillaws and requiauans that apply ta approved agoicauons. induding the fotllowing:

. Good manuticturing pracuce requlationsin 21 CFR 210 and 218,

Labeling requlations in 21 CFR 2071,

. Inthe case of 3 prescrioton drug product. prescrption drug sdvectising reguiatiansin 21 CFR 202,
Aegquiations onmaking changes mn applicaton« 21 CFR 31470, 11471, and 314 72,

. Requlationsonreportsmn 21 CFRI14.80 and 314.81,

. LOCaL state and Federal enviconmental impact laws.

i thus agoication aopires 10 4 drug product that FOA has propased for scnheduling under the comrotled substances ATt agree NOtta macket the
groguct untt the Orug Enforcement Administraucn makes a final wheduling deciyon,

NAME OF

RISPONSIBLE OFFICIAL OR AGENT SIGNATURE OF RESPONSIBLE OFFDL OR AGENT OATE

Christopher V. Powala . %@é‘/‘ Z/* M /1 7/‘“(

ADORESS (Street, Cicy, State, 2ip Coae} TELEPHONE NO. (tncluge Ares Code)
CollaGenex Pharmaceuticals, Inc. _ -

301 S, State Street, Newtown, PA 12940 - ~_(2157579-7619

(WARNING: A willfully false statementis a criminal offense. U.S.C. Titde (8, Sec.1001))

ORM FDA 156h (10/89) T



