




DEPARTMENTOF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

FOOO AN0 ORUG ADMINISTRATION 

APPLICATION TO MARKETA NEW DRUG FOR HUMAN USE 
OR AN ANTIBIOTIC DRUG FOR HUMAN USE 

(Title 2 1, Code of Federal Regulations. 3 !4) 

fo~Amnwed: OMBNo. 0910~; 
&‘btiOnO~tc: MJrch31. 1990. 
See OMB Strrcmcnr on Page 3. 

fOR FDA USE ONLY 

OlVlStON ASSIGNED 

NOTf: No aophcatton may be filed unless 1 completed l ophc~uon form has been recewed (Zf CfRp~t7314). 

rAME OF APPL’?%haGenex Pharmaceuticals, Inc. 
OATE Of UBMISSIO 

August YOJ996 

1 &OORESS (Number. Strrcf. City. Strfc rnd&Y Code) 

301 South State Street 
Newtown, PA 18940. 

TELEPHONE NO (hcfucfc Arca Co&J 

(215) 579-7619 
N E W  ORUG OR ANllElOllC Af’PU~TION 
NUMBERff&rw~ly trsucd) 

ORUG PROOUCT 

I ESTARLISHEO NAME (e.g.. USPfUSaNJ PROPRIETARY NAME [If~nyJ 

doxycycline hyclate capsules USP Periostat” 

( CODE NAME (If Jny) 

I IOSAGE FORM 

1 CHEMlCAl  NAME 

co-1.4~al1J2-ll~ 
3,S,lOJ2J2quhlqdroxy~l,lldAorc-2- 
cmpb&weabxamidc rnoaobyd~e 

ROUTE Of ADMINISTRATION 1 STRENGTH(S) 

h 

F ‘ROPOSEO INDICATIONS FOR USE 

Treatment of adult periodontitis 

1 r NUMBERS Of ALL INVESTIGATIONAL N E W  ORUG APPi lCATlONS (2I ffR PJn312). NEWORUG OR 
3 114:. AND ORUG MASTER FILES (ZICFR3 14.4ZOJ REFERRED TO IN THIS AJ’PUCATION: 

AADA 62-374 
AADA 62-839 

See Attachment 1 for Drug Master File References 

INFORMA’llON ON APPLKATIOH 

TYPE OF APPLICATION (Check one) 

m  THIS SUBMISSION IS A  FULL APPLICATION (Zl(7R314.10~ q THIS SUElhl lSSlDN IS AN ABBREVIATED APPLlCATlON(ANOA) (21 CFR 314.55) - 
IF AN ANOA. IOENTIFY THE APPROVED ORUG PROOUCFl-HAT IS THE BASIS FOR THE SUBMISSION 

NAME OF DRUG HOLDER OF APPROVE0 APPLICATION 

I 

E 1 PRESU~MISSI~N 
m  .ORIGINAL APPLICATION 

STATUS OF APPLICArlON IUwck m) 

0 AN AkENOMENT TO A  PENDING APPLICATION 
0 RESUBMISSION --- 

0 SUPPLEMENTAL APPLICATION 

PROPOSED MARKETING STATUS (~hecf ml  

m  APPLI&iTION FOR A  PRESCRIPTION ORUG PROOUCT (RxJ 
_- 

0 APPLIGITION FDR AN OVER- THE -COUNTER PROOUCT (OKJ 

FORM FOA 356h (IO/891 Page 1 



t CONTENTS OF APPLICATTON 
This aoolrcatron contains the followina items: (Check all that apply) 

X 1 Index VOI 2.1 

- 

X 1 2. Summary (2 1 CFR 3 14.SO (c)) Vol2.2 

3. Chemistry, manufacturing. and conrrol seaion (2 I CFR 314.50 (d) (1)) 

, 4. a. Samples (2 1 CFR 3 14.50 (e) (1)) (Submit onfy upon FDA’s request) 

R=dmitted on May 3l, 19% 

I 

X b. Methods Validation Package (2 I CFR 3 14.50 (e) (2) (i)) VO~J 2-32*4 
I 

c. Labeling (21 CFR 314.50 (e) (2) (ii)) 

X i. draft labeling (4 copies) vo, 2-4 

ii. final printed labeling (12 copies) 
1 

X 5. Nonclinical pharmacology and toxicology section (21 CFR 314.50 (d) (2)) vols 252.10 

7 x 6. Human pharmacokinetics and bioavailabiiitysection(21 CfR314.SO(d)(3)) VoIs 2.11-2.17 

7. Microbiology section (2 1 CFR 3 14.50 (d) (4)) 
X vols9 

8. Clinical data section (21 CFR 3 14.50 (d) (5)) 
v 

7 9. . Safety update report (2 1 CFR 3 14.50 (d) (5) (vi) (b)) 

10. Statistical section (21 CFR 314.50(d) (6)) 
Vob 2.110.2,21-2,109 

11. Case report tabulations (21 CFR 314.50 (f) (1)) 
v 17 

12. Case reports forms(21 CFR314.50 (f)(l)) Vols 2.129 

13. Patent information on any patentwhich claimsthe drug (21 U.S.C355 (b) or (cl) 
Vol2.1 

14. A patent certification with respectto any patent which claims the drug (21 USS’3SS (b) (2) or(j) (2) (A)) 
VI 
* 1s. OTHER (Specify1 

I agree fo updrtc thlr ~ppl~otcon wth new mfety tnformJtion *born the drug thJt mJy tcrsonrbfy Jffcct the RJtcment Of contramd#~t1ons. 
wJrntngs. precautions. or Jdrcrre rc~ct~otv in the draft IJbeling. I Jgrec Co submn these s~fet-y updJtc repxu Js follows: (1) 4 months Jftef 
the tnmrl submlsrlon. (2) followng rccelpt of Jn JpprovJble letter Jnd (3) Jt other times Js requested by FDA If this JpphcJtlon n JPPCOVC~. I 
agree 10 comply wtxh all laws Jnd regutattonr that Jpply to approved JppilCJttOnS. rncludrng me foilowtng: 

1. Good mJnufaccur#ng practrce regulatronr rn 21 CFR 210 and 211. 
1. LJbel~ngrcgulJt~onscn 21 CFRZQl. 
3. In the CJSC of J prercrlprlon drug product. prescrIption drug JdvtnISlnd regulrttonr m 2 1 CFR 202. 
4. RCgUlJtIOnS 0” mdklflg ChJngcSI” J,,pkJt,O,,I”21 CFR314J0.314.71. Jnd 314.72. 
I. RcgulJr~onronre~ns1n21CFR314.80Jnd314.01. 
6. Local. ste:c and FederJl envwonmentul MII~JCT lava. 

If rhls JppllcJrIon Jppl~cs to J drug product rhat FDA has proposed for schedulmg under the controlled subrunces ACI I Jgree not co mJrtef the 
product unul the Drug Enforcement Admm~srratcon mJtes J flnJl scheduhng dcos~on. 

NAME OF RESPONSIBLE OFFICIALORAGENT 

Chrisiophei +.-Powala 

ColJaGener Pharmaceuticals, Inc. 
301 S,PStrctlt. lB940 --_ (215) 579-7619 

(WARNING: A willfully false statement is a criminal offense. U.S.C. Title 18, Sec.1001.) 



OEPARTMENT OF HEAL-W AN0 HUMAN SERVKES 
PUBLIC HEALTH SERVICE ._ 

FOOO AN0 ORUG AOMlNiSTlUkTlON 

APPUCATION TO MARKEI-i-A NEW DRUG FOR HUMAN USE 
OR AN ANTIBIOTIC DRUG FOR HUMAN USE 

(?iUe 2 1, CodeofFederal Regulations. 3!4) 

\ 
FOR FDA USE ONLY ;- 

OAIERECEIVEO DATE-CIl.EO 
I 

1 
OWlSION ASSIGNEO NO~~AN~ANO ass 

. 

ml C-f41 State Street 
- 

Newtown, PA 18940 

TELEPHOM NO (Include Arc J Co&J 

(215) 579-7619 I 
NEWORU~ORAN~~E~O~C~PPUC~~~ON 
NUMBER IIf or~vmudr rtrucd) i 

1 50-744 . 

ESTAtJLISXEO NAME (e.g.. USPIULW) 

0auciPROOUcr 

PROPRIETARY NAME f/froyJ 

dosycydine hydate capsules USP 
I 

Periostat- 

COOE NAME (If dnyl 

OOSAGi iORM 

capsule 

PROPOSED INOICATIONS FO.3 USE 

1 

CHEMICAL NAME i 

am~hUuccnearbo.amidc nwn+drod&+dc I 
ROUTE OF AOMlN!STRhllON ] STRENGTH(S) I 

Treatment of adult periodontitis 

LIST NUMBERSOf ALLlNVESTlGATlONALNEWORUG~PU~T~O~S~2~ ~~~PI~~JI~J.NEWORUGORANT~E~~~IC~PU~T~N~~~~ ~;IPJcc 
3 14Js AN0 ORUG MASTER FILES (2 JG; 3 14.4ZOJ REFERRED l-0 IN THIS APPUCATJON: I 

AADA 62-374 
MDA 62-839 

See Attachment 1 for Drug Master File References 

I 
TYPE OF APPUCATK)N Kheck aorl 

w THIS SUEMISSION~S ACULLAPPUunON(ZI CFI?314.S01 a THIS 5U8MUkINlS AY+A~BREvIATEO APPL~GxTION(ANOA) (21 CFR 314 551 
. I 

If AN ANOA.lOENTIFY I-Hf APPROVE0 DRUG f’RoOUflTMA1 IS THE %CiIS FOA THE SUBMlSSlON 

rJAME OF ORUG -_ HOLDER OF APPROVE0 APPLICATION 
I 1 I 

STATUS OF MPLICA~ION fOnck MJ I 

P 

-- 

PRESUBMISSION AN AMENOMENT 70 A PENOING APPUCnlQ@ 4 
ORICINAC~APFLICATIO~ 

@, 
0 REsUEMi5SION 

0 SUPPLLhiENrAL APPLlC;ltO:l- 
--. I 

PROPOSED MARlEilNG STATUS (Check -, I-.- 

E c.IYuG~~TICN for; r;~GjCi?iPiKl:~ ORUG PF?OOUC~(RXJ a nPPLle~I0rc FOR A,# OVER - TWE -COUNTER PROOUCT (OKI 
‘ i 

fam-tco~ ~ssh(10m9) PICC ' 



\ 
i z 

CONTENTS of AwffanoN 
This doolicatton conrainr rhe foilowino iremsr (Check all thar~oolv) 

1. index 

2. Summary (2 1 CFR 314.50 (~1) 
I - 

I 
3. Chemisrry. manufacturing. and control tecrion (2 I CFR 3 14.50 (d) (111 

; 

I I 4. a. Samples (21 CFR 314.50 (ef (1)) (Submit only upon FDA’s request) I I 

I b. Method% Validation Package (21 CFR 3 14.50 (e) (2) (i)) i 
I 

c. Labeling (21 CFR 3 14.50 (e) (2) (ii)) 
1 

I i. drafrlabeling (4 copres~ I 

I ii. final printed labeling (12 copier) 

I 
5. Nonclinical pharmacology and toxicology secxion (2 I CFR3 14.50 (d) (2)) 

1”. Ii uman pharmacokinericr and bioavailability section (21 CFA 3 14.50 (d)‘(3)) 

1 7. Microbiology Ietion (21 CfR 314.50 (d) (411 
- 

8. Clinical data section (2 1 CFR 3 I4SO (d) (5)) 
-2 - --_ 

9. Safety update reporr (21 CFR 3 14.50 (d) (5) (vi) (b)) 

1 10. Starisrical section (21 CFR 314.50 (d) (6)) 
- 

I 
1 1. Case repon tabulations (21 CFR 3 14.50 (f) (1)) 

-_ 

I 
12. Case reports forms (21 CFR 3 14.50 (f) (1)) 

.I 13. Parent information on any parent which claims rhe drug (2 I U.S.C 35.5 (b) or (cl) 

1 14. A patenr cenification with respeccto any patent which claims the drug (21 U.S.C 3SS(b) (21 e’fi) (21 (Al) 

ColIaGenex Pharmaceuticak, Tnc 
301 s. WSf4Q --.- --- (RLx!Yf 579-7619 

I (WA<NlrcG: A willfully false statement is a criminal offense. U.S.C lirte (8. Sec. 1001.) 

FORM raa 116h (llJn39l 


