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202-736-3615 

November l&2002 

Elizabeth EL Dickinson, Esq. 
Associase General Counsel 
Food and Drug Adminkrarion 
5600 Fishers Lane 
Rmkville, MD 20857 

Re: ColIaGenex Exclusivitv for PerioStar@ 

Dear Ms. Dickinson: 

On Friday, I promised to provide the attached previous correspondence with FDA on 
rhe Pe~ioStatQp exclusivity question. I’ve also anached the approval letter, which says that the 
application is subject EO tie anuiioric uansition provision of FDAMA. 

There are some other poinrs that would come up in a litigation &at were MI raised in 
the letter ro Dr. Lumpkin, akhough at leasr some were discussed in a subsequent telephone 
conversasion. We’ll plan to discuss on Wednesday these addirional points as well as rhe ones 
in the Ierter to Dr. Lumpkin. 

We’re tooking forward to seeing you on Wednesday. 

Sincerely , 

h-Q-- 
Kate C. Beardsley 
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BUG & BEXRDSLEY 
QLQ E.rGxw S m . N.W. 

Sum 800 
W .USEUNGTON, DC. 2000(3-3w~3 

July 8. 1998 

Confidential. pursuant to 5 USC 552; 
18 USC 1905: 21 USC 331 (j,; 21 
CFR 314.30 and 20-6 1. 

M urray M . Lum pkin. M .D. 
Deputy Center Direcror for Review 

M anagem ent 
Center ior Drug Evaluation &  Research 
145 1 RocJcvilfe Pike. R m . 6027 (HFD-OO 1) 
Rockvilk, M D  20852 

Dear Dr. Lum pkin: 

f am writing this lener on behalf of my client. CollaGenex Pha~maceuricais. Inc...to 
follow up on an earlier lecrer and my recent discussion with M r. M orrisou regarding the 
regulatory srams of Col1aGene.x’ product Periosrat ,@ As you know. FDA has been reviewing 
CollaGenex’ NDA for PeriosraP as an antibiotic applicarion under the now repealed section 507 
of r.he Food, Drug, and Cosmetic Act (“FDCA”). CollaGenex believes thar PeriostaP should 
be approved under the new drug provisions in section 505 of rhe FDCA. The distinction is 
imponant because Periostar@  witi not be eligible for m arker excfusiviry if it is approved as an 
antibiotic. Given the fact that Periostar@  does not kill or inhibit m icroorganisms. ir seems both 
counrerinruitive and potenrial1y confking to u-cat ir as an antibiotic. 
reason to do so: 

Further. there is no legal 
Periosrar? does nor fit the tegal definition of an ansibioric because. among 

other reasons. it does not have the capacity co inhibit or desrroy m icroorganisms. It seems 
particularly unnecessary to designate Periostar@  as an antibiotic at a rim e when Congress has 
abolished the legal distinction between section 505 drugs and section 507 antibiodcs. This letter 
explains why CollaGenex believes it is only appropriate M  approve Periostat@  under section 505. 

Periostat@  (doxycyctine hyclate capsules. U.S.P.. 20 rug,) is intended to be used as an 
adjunct to scaling and root planing GO prom ote and m ainrain periodclntal attachm ent level gain 
and to reduce pocket deprb and bleeding on probing in patients with adult periodontal disease. 
Ir is recom m ended for long-term  daily use (up to one year). Periostat@  inhibits matrix 
m etalloproreinases (collagenase. gelatinase. etc. ). enzym es that cause connective tissue 
breakdown. Thus. it disrupts the chronic progressive tissue breakdown characrerisric of 
periodontal disease. 

Perios& is nor intended to nor does it destroy or inhibit m icroorganisms. To be sure. 
in dosages substantially higher than rhose in Periosrar@ . doxycycline has an amimicrobial effect. 
and doxyqcline is approved for chat use at dosages of 50 mg. M ice daily and above, At tie 20 



Murray M. Lumpkin. M.D. 
* July 8. 1998 

Page 2 

mg. dosage in Periosm~. however. doxycycline does not destroy or inhibit rnicroorga&ms, 
providing a serum doxycycline concennarion substantially below rhe minimum serum level of 
1.0 microgram/ml needed for an antimicrobial effecr. More information on studies of 
Periostat’s* ability (actually, its Lack thereof) co destroy or inhibit microorganisms has been 
provided previousiy in the Periostat@ NDA and in rhe anached Iester from Edward Korwek, 
submitted last September on ColIaGenex’ behalf. Also anached are absrraets of two 
for&coming a~-&les that provide additional information showing that Periostat@ is not 
anrimicrabial. 

An NDA for Periostat@ was submitted under secrion 505 in August f996, The product 
was assigned for review co CDER’s Division of Dermarologic and Denti Drug Producrs. 
Before fXng the applicarion. FDA requested that CollaGenex an-ret@ its cover letter to state 
that the appbcatioa was being submined under section 507, Although CollaGenex did not 
concur with FDA’s determination that Periostat@ is an antibiotic. rhe company submitred the 
retied cover lerrer, with the expressed intention of revisiting me designation issue ar a later 
date. In September 1997. Mr. Korwek submined the astached letrer requesting that. the 
Per&tat* appiicarion be redesignated under section 505. During my recent conversation with 
&f.r. Morrison, I agreed to renew in writing CollaGenex’s previous request- 

Tht: FDCA defines an annbiotic as 

“any drug intended for use by man containing any quantity of a 
chemical substance which is produced by a microorganism and 
which has the capacity to inhibit or destroy mickoorganisms in 
dilute solurion {including the chemically synthesized equivalent of 
any such substance). “’ 

The definition clearly contempLates that quanrity matters. To be an antibiotic. a drug must 
contain a “quantity of a chemical substance . _ . which has the capaciry ro inhibit or desrrny 
microorganisms in dilute solution.” A quantity of drug that does not have the capacity m 
inhibit or destroy microorganisms would not tit the definition. Thus. if Periostat@ has the 
capacity to inhibit or desrroy microorganisms in dilute solution, ir is an annbiotic; otherwise, it 
is not, FDA has saristied itself that doxycyctine capsules conraining 50, 100, or 300 

I. Former FDCA $507(a); former 21 U.S.C. 357(a); now FDCA 4 201Qj); 21 U.S.C. 
321(jj). 

2. An airernate reading. that the statute meant co encompass as an antibiotic a chemical 
substance if any quantity could destroy microorganisms. appears far less ptausible. Had 
Congress meant thar rbe law be interpreted this way, it could have eiiminared the reference to 
quantity altogether so that the sratuce said that any dnrg containing a chemical substance 
produced by a microorganism and which has the capacity CO inhibir microorganisms in dilute 
solurio!~ is an antibiotic. As a matter of stauxtory cortsuuct.ion, the reference to quantity in rhe 
antibiotic definition has meaning only if ir refers IO the quantity in the drug ar issue. 
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milligrams of doxycycline inhibit or destroy microorganisms in diltuhzl solution; ]FDA*s 
reguiation mablishing an antibiotic standard ac these strengths makes that clear-l Periostatco, 
however, which contains doxycycline ar a significantly lower strength, would not meet the 
ES. in that at sewn levels as adminisrered according to Periosut’s labeling, ic wilt not kill OT 
itibit microorganisms even at Nl labeled smngrh, much less when diluted. Thus. even 
though doxycycline may be an antibiotic in sume products. it is nac an antibiotic in Periostat.a 

Even if one were 10 concIude as a maner of law that Periosrat@ could fall within the 
definition of an antibiotic. FDA could. and in my view should. still deci& to approve it under 
section 505. There are several precedents for doing so. One obvious example is preservatives. 
Although some products contain ingredients rhat would be antibiotics at a higher dosage level. 
when the same ingredient is used for preservative purposes. FDA does not treat the product as 
an antibiotic.’ Similarfy , bosh Lorabid* (Ioracarbef). approved in 199 1_ and Azacram 
(amxmu~& appmed in t986. which are the subject of antibiotic monographs. were approved 
under seaion 505. 

Perhaps the best reason 10 neat Periostat@ as a secrion 505 drug is common sense. 
Both medical professionais and consumers understand char antibiotics are products intended to 
destroy or inhibit microorganisms. Virtually every text we have identified proceeds on such 
assumptions. Stedman’s medical dictionary, for example, defines antibiatic as “a ~Iubfe 

’ substance derived from a mold or bacterium that inhibits the growth of ocher 
microorganisms. es Similarly, Goodman and Gilman define antibiotic as a subs-e produced 
by various species of microorganisms that suppress the growth of other microorganisms and 
evencudly may destroy them. In the past. FDA has expressed the same view. One need look 
no further than the OTC rulemaking for Topical Antibiotic Products to see Ehat this is the case. 
In its tentative final monograph, FDA interpreted the term antibiotic to refer to a product that 
has the capacity to inhibit or destroy microorganisms and concluded that “... it would be 
misleading to allow marketing of an antibiotic conraining drug product w&out iabeling that 

3. 21 CFR 446.120a. (“Doxycycline hyctate capsules are composed of doxycyciine hyclate 
and one or more suitable and harmless lubricants and diluents enclosed in a gelatin capsules. 
Each capsules contains doxycycline hyctate equivalent to eitier 50. 100. or 300 milligrams of 
doxycyctine.“) (regulation to be revoked September 24, 1998 as pan of implementation of the 
FDA Modernization Act of 1997). 

4. See. e.g., 21 CFR 433.22. Biologic drugs that contain anribiotics as preservatives 
(regulation to be revoked September 23. 1998 as pan of implementation of rhe FDA 
Modernization Act of 1997). 

5. Stedman’s Medical Dictionary, 25* Edirion (1990). 

6. Goodman and Gilman, The Pharmaco@ic~ Basis cJf Therapeutics, ninth edition- p- lo%- 
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it&ares the product has microbial activity. -’ Treating Perkstar@ as an antibiotic when it has 
no antimicrobial effect wouId likewise be misieading. 

.. The FDA Modemkation Act of 1997 makes the common sense approach even 
stronger, Because the distinction between antibiotics and drugs has been eIim&ed. FDA 
need nor be concerned about the precedential effect of its decision on &is producr or abour 
wherher it is effeztuating the intent of the Congas. Both Cortgressional intent and the future 
t,reamenr of antibiotic products is clear. 

CoUaGenex appreciates your willingness to look at this issue. I wili caU you shonly to 
follow up. 

Sincerely, .-? 

Nancy L. But 

cc: NDA SO-744 

7. FDA. Topical Antimicrobial Drug Products for Over-the-Counter Human Use: Tentative 
Final Monograph. 47 Fed. Reg. 19986,19988.29991 (July 9. 1982X 



1luv-Iu-uL IOiJ1 rram- - 

September 1  I, 1997 

Ms. Am&da Ekyce NO&XI 
Chief Med iator and Ombudsman 
O ffice o fthe Commissioner 
Ks~om 14405, HF.7 
Food and Drug Admini&ti~n 
5600 F rshers Lane 
RodcviJJe, MD 20857 

Dear Ms. &yca Norton: 

Th is request is aubmitkd.~n behalf o f our diterrt, Cofiz&Sxwx 
PhamtacetAicaJs, Inc. (TollaGes&’ or the ‘Company”). W e  hereby mspectfulfy ask 
that the Food and Drug AdminktratJon (TDAg or the ‘agenc2r) designate the above 
referenced drug, wh ich is the subject o f a  pending new drug appJJ&Jon CNOA>, as 

. subjject to the p-Jsions o f secffon 605(b) o f the Fedetal Food, Drug, and Cosmetic Act 
CFDC AC%=), 27 U.S.C. Q  355(b). 

W h ile we receJgnize this is not a  typical designatfon request that is submitted 
undw 21 C.F.R. Part 3, it nonetheless involves a significant product jurisdictionaJ 
question appropriata far resolution by the Ombudsman’s of5c.1~. The prwise ‘tssue 
addressed herein is whether PerJosM@ is property subjectto the anti&tic pmvisio~~ of 
sec!ion 507 o f *e FDC Ad, 21 USC. $j 357. 
the statutory definition of iin ‘antibiotic drug.” 

In this regard, Perbstat@ does not meet 
It is a  synthetic drug that is n&her 

intended for use as an antim icrobial drug produd nor Is it c=apable o f inhibiing or 
destroying m icroorganisms at the’dose leveis that are u tilized for periodontal disease- 
n\erefare, Periostat~~ should not be subject to the antibiutk pmvisians af section 503 of - 
!be FDC Act. 
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Further in connecb’an with @ii designation rrzquest, we respectft@ qu& 
a V&M of21 C.F.R fi 3.10, assuming the applicabiiirty of21 C.F.R Part 3 6~ this 
muest. Thii provision provides that the appftcatian r&ew da& is stayed during tie 
pendancy af review by the pmdud jun’sdiction offcer. Since this request dues nat pertain 
to which center(s) wtlhin FDA should have primary jucisdi&on, but rMer to which section 
of the FI)C Act is pertinent to the appraval of ~8riostatbp, no feasms 8%&t to gay the . 
review of the pendlng N[IA for Perk&a&b because of the submission of this des~gnafkm 
request Any decision in m~pcmse to this petitfon will not affect jurisdiction Ilf the Center 
far Drug Evaktian atid Research (“COER~, whi& is rqkmible for m&w of the NDA 
for Per&tat@. We assume themfat tiat the waiver request has been granted upon the 
acceptance for f&g afthis designation bequest by FDA, unless we kar otherwise. Nate 
that if this request is nat granted upon acceptance of this petition for filirtg, then you 
should consider this submission withdrawn. .* 

In accardance with 21 C.F.R. 5 3.7, the fallowing infarmatian is 
‘%brnitted: 

KIEMTITY OF SPONSOR 

CotlaGenex Pharmaceutimfs, Inc. 
301 s. @ate street 
Newton, PA 18940 

Establishment Registration Number. Nat applicable. 

Company Contact P’efson: Mr. Christopher V. Powala 
Director, Drug Development & 

. Regulatory Affiirs 

_ T&phone No.: 

Facsimile No-: 

215-578-7388, extmsian 16 

215-579-8577 
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Ciassificstion Name: 

N5t appkable. 

Common, Generic, of Usual Name: 

Dcucycydfne hydrate c;lpsules USP (20 mg.) ’ 

Proprietary Name: 

Chemicaf, Phyrricaf, or Biologtcal Campasiff on: 

Each PeriostW caps& is formulated to contain 20 mg of doxycydine hydate 
USP as the only aclive ingredient. - 

Status and Brief Reports of Development Work* 

With- respect to the indicated use of doxycydine that is the subject ofttris 
request, in 1983, it was demon&a&d that a semisynthetic tetfacyciine, 
minocycline, could inhibit collagen breakdown irt the uncontrolled diabetic germ- 
ftee rat modd of periodontal disease by a mechanism independent of its 
an@microbial properties (\/al. 2.2, pp. 21-26). Futier studies illust&ed that this 
effect was achieved by blocking hostderived matrix metallopr@einases 
(WMPs”) (coliagenase) and thus inhibiting bone and callagen loss. Animal 
tidi& have demonstrated that the tetracydines, which have been chemically 

. altered to render the molecule to be devoid of any anti-micrubiil activity, also 
. 

Since it is impassibk to include copies of all of the refefenwd information 
tith5~1t exceeding the gage limitations specified at 21 C.F.R. 5 3.7(c), we atB prwidfng 
xtead general citations to relevant valumes of the NffA XI-744 fkx Per&tat@. 
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inhibit ofher matrix metaliopratein~ases, such as gsfatinasa and macmphage 
efastase, and tiws can inhibit ctx~nsctive tissue destruction by s’non- 
antimicrobial mechanism (vol. 2.5, pp. 4-155). It also was found that doxycydine 
was the most potent inhibitor af MMPs of all the commercially available 
tetxacydfnes- 

It ha8 been shawn in dinicai studies that cotfagenasa activity was re&& 
in gingival crevictllar fluid as well as in adjacent gingival tissue after 14 days of 
20 mg b.i.d.. doxycydine hycfate administration (WI. 2.109, pp. 14; 91-101). 
Owing a 1%week study evaluating the eff&ts of doxycycfine hydate, 20 mg 
b.i.d. and placebo in patients with adult periodontiiis, it was demonstrated that 

I No significant changes in gingivai inflammation occufted, but there 
was a significant r&&ion of gingiva! cravMar fluid flop, an 
indication of MMP activfty; 

0 Clinical parameters oft&sue breakdown, ie., dinicaJ attachment - -. 
Ieve{ and pocket depth, were signifkantiy irnpm; d 

- 

* G ingival cxevicular fluid collagenase a&i&y was stdtistically 
significant&y reduced by 47.3 percent; e 

Descfiption of Manufactuting Proc8sa: 

CollaGenex relies on third-party awtraci manufacturers to produce 
daxycydine hyclate, the active ingredient in Psri~st&@, and ta manufacture the 
finirrhed dosage form o/al. 1.1, CMC Section). 

- . 

Pmpaaed Use crrindicatkns: 

Per&tat@ is intended for use as a part of a pmfesslonat orat health 
program to promote periadantaf attachment gairt and to reduce bone kx%~ W 
pod@!? depth and bleeding on probing in patients with acluit periodontal disease 
(VQL 202 pp. l-!7). . 
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Description of Modes of Action:. 
. 

MMPs are an impartant family of zinc- and cafciumdependeti 
endopeptidases secret8d ar releas~$f by a varkty of host cells (e.g., 
polymorphonucko~, maaphages, bone caibs, and fibrobfasts) that -@ion 
at neutral pH and use the various #mstituents of the tzctmx%lar zmtrix 88 tieif- 
substrates. These pruteinases are-inwived in normal physiologic events such 
as bone remodeling and involution tithe pos&pa#tum uterus A variety of‘ 
pathoiogk process88 are characterked by 8kxrted~eveis of MMPs, however, 
giving rise to increased conn&ive tissue breakdown. Tfreae disease pmcas.ses 
include rheumatuid and osteoarthritis, osteuporosis, and cancer mtstadasia. tn 
particular, it has been shown that adult periodanti& is accompanied by 
increased Ieveis af neutrophil caflagenase in the gimival err=vicular fiuid. _ 

. 

Unlike existing treatments which focus on U?e bacberiai infedton - 
associated with periodontitis, Periostat@. as a MMP inhibitor, disrupts the chronic . 
progressive tissue degradation charaderistic &he c&ease. As dkcussed in ihe 
Periostat@ NDA o/of. 22, pp. 21~26), the active ingredient in Perkstat@ *- 
(doxycycline hyclate) treats periodontitis by inhibiig matrix m8tafIoproteinases 
(if%, kukocyte-type and f&rob&t-type cailagenase, gelatinaae, and 
maMophage elastase) (Vol. 2.5, pp. 4455). Thii mechanism af adion is 
independent of the drug’s antimia-obiaf properties at higher dosage levels (Vol. 
2.18, pp* l-50). 

As also discussed in the Periostat@ MM, dases &low 50 mg q.d. 
doxycydine hycfate are not effective in praviding a measurable antftraderial 
affect (Vol. 2.18, pp. l-50). The data and infknation submitted in auppori of the 
~etiostat@ NDA conform that doxycydine hycfate at doses of 20 mg. q.d. w 20 
mg bid. ‘pmvide a serum doxycydine concentration below the minimum 1.0 
&R?t-dOxycyclirr8 COn=nfratiOn (vcri. 33, p. n). Th8 V3SUfts ShOW that @SITU3 
cmmhtions wefe at a sfeady state by day 7 for the three treatment groups, 
With the mean pce-dOSe plasma doxycydine ~0nct?ntd011~ at steady’stat 
ranging from 0.13 to 0.14 )sgiml, 0.32 to 03 pg/mC, and 0.25 to 0.31 ps/rnL 
following 20 mg q.d-, 20 mg b.i.d., and 60 mg q.d. dosing, tespectiveiy. The 
mean steady state concentration and the mean steaw state ma%imUm 
crmcentrcrtian values fatlowing doxycycfine hyclaze treatments of 20 mg q-d. and 
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20 mg b.i.d. were all statJstkaJJy .s.ignifkantJy lower #an l.UJ.@mL.&e accepted 
- threshold for antimicrobial activity. 

AJso, in tern of this request nonclinical stud&s c&d in the Pen’osta~P 
NOA ding culture @ate anaJysJs and specJaiJan via DNA probe analysis showed 
no antJ-bacteriaJ effect of doxycydine hydate 20 q.+ or 20 mg b-J-d. (Vof. 2.10, pp. 
I-50 and Vol. 219, Report~W3211F). No efkk were &sewed on total 
anaerobic backia ActinotraciUus &&an~ycetemcnm~ Pn~~llutlla W&me&a, 
or Potphymmonas gingivalis, fisobacten’s, or Actidum~ fbn the petiodotium 
of patients with adult periodorztik 

Recant studies have shown that doxycycJine and novei tebacyctine 
analogs chemicaliy modified to fender them devoie of antimicrobial activity can 
inhibit cs~nective tissue breakdown-by a variety af dire& and indirect . 
mechanisms including (Voi. 2.5, p. 4; VoL 2.2, pp. 21-26): 

1. D frecf, nan-campetitive inhibitian of active cdlagenase, which 

appears b depend on the Cay and Zn+-t binding prqxiks of ** 
doxycydine; 

2 Preverrtion of the conversion of pm-collagenase b collagenase, 

which appears to be independent of metal ion binding properties: 
and 

3, inhJbJtJon of tie degradation of the swum protein, a,-proteirtase 

inhtbitor. 

A Iphal-proteinase inhibitor is JnvoJved in the inhibitton of tier tissue 
destnrct#e e@mes such as e&age which are not dJn&Jy JnhibWd by daxycy&e. 
Maintenance’ of high concerrtrations of a,-proteinase inhibit in tissue woutd protect 
eJaastasesusceptJ&Je connective tissue components such as eiastic fibers, fibrunectin, 
and ptoteogJycan8, as well as maintaining high IeveJs of the naturally occurring TlMPs _ 
(tissue inhibitors of metallopmteinases), which are also substrates for elastase. 
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Schedule and Duratfm  of Um:. 

P&x&& is recom m ended for long-term  daily USB (up to ORB year) at dose level 
of 20 mg bid. 

Dose and Routa of Administatf~n: 

Per&tat@ is intended sol&y for arai adm inisbation. . . . . 

Descripb’on af Relatid P roducts and Regulatory S tatus: 

Existing therapies and those treatm ents known by the Cam pany to be 
under developm ent for periodorrtitis am designed prim arily to treat the bactatiI 
bbction asaoc@ed with periodotrtftis on’ a short-term , periodic basis. These 
treatm ents indude m echanical and surgical techniques, pmphylacb’c 
approaches, such as m outhwashes, and JotMy delivered @wrapi.esF -_ 

We note that a variety of dnrgs. indicated for arrtim icrubial~ use am *- 
som etim es regulated under section 507 of the FDC Act and sam etim es not 
These include m etronidazole, vvhid? is subject to s8ctbn SOS. The precise basis 
far why som e antijnfectives are classilied as antibiotics and other am not is ’ 
unclear. The agency appears ta have been inconsistent in defining drugs that 
are subject to section 507. 

CXher Rstavant fnforrnatfcn: 

By way of background, ColiaGenex subm itted to FDA the m fem nwd 
pending. NDA for ~eriosktt@  on August 30.3 986. The Peck&at@ NDA was 
accepted for filing on Ocbbst 29.1998. When CollaGenex originally subm itted 
the~application it was designated as NDA No. 204342 On Septem ber +l6,1966, 
however, CDEB’s @ fision of Derm atologic and Dental Drug Products (the 
‘Division”) inform ed the Cam pany that the NDA num ber had &em changed to l 

50-744, a tie&on of the fact that FDA assigns the 50,000-series num bers to 
full antibiotic applications. Nonetheless, the application is cunenlty being 
reviewed by the Division of Derm atalagic and Dentat Dmg Produck, notthe 
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Dkiaion of Anti-IMe Drug Prqducis. Vafious FW personnef have informed 
ColiaGenex ti~at its application is being bandied and reviewed under &&ion 507 
afthdTKXct. 

. 7he Oental On& Division advised CallaGenex when it fried the NDA that 
CoUaGenex could request that the NflA be designated as a SOS@) app@zakn. _ 
The Company was also informed, however, that the submission of such a 
request at that time could ~ignifkant.Q impede ttre agency’s acceptance &he 
NDA forfifing and substantive reviqw. The D’iision aisa suggested that . 
ColfaGenex revise the applicable WA cover letter and resddteas the new 
drugkntibiotic designation issue once tiw NUA had been accspted for Ming- 
Therefore, on September 17, 3996, CollaGenex submitted a revised MVW k&r 
and Form FDA 345h to mf!ect the new NOA number and to $ate that the MA 
was submitted pursuant to sectian 507 of the FDC Act ~attrer #an sacfinn 505. ’ 
The Company is c\ow addressing the antibiotic issue that is in dispti by the 
submissian of this designation request Although the agency component 
(XXER) Is ncrt ht question, the product jurisdiction of Periostat@ under section I 507isindispute. * * - . 

CaIfaGenex’s ~ecommendtian: I 

CrilIaGene% agrees that the agency component with primary jutisdir=tion 
for the review of the Periostat@ NOA should be the Center for Drug Evaluation and 
Research, particularly the DiMsion of Dennatoiogic and Dental Products, not the 
Bivisian of Anti-lnfec&e Drug Products. Given the metianism of action of and the 
indicated use for the drug whiti is ttre subject of NDA 50-774, the Anti-Infective 
Division wtluld not be the appropriate SIMsion ta review the subjjsd NDA. C&&&x 
also believes @at the appropriate classification of its pmduci is as a non-antibiotIc dnrg 
subject to approval undei section 505, nat section 507, of the FIX Act, far the teasans 
diicUS8ed below. 

¶ Certain written conespondence that CollaGenex received fmm f&IA regarding * 
NOA 50-n subsequerrt to that date states that the application was submitted PurSub 
-to SecdOn SOS(b) of the FDC Act An action k@er received on August 2?.1997, 
however, s&tes that the NOA is not appmvable under section 507 of the Act 
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The mlevmt provisions pktaining to tii recommendation am sec&ns 
201 (g)‘and 507(a) of the FDC Act, 21 USC. $5 355(g)-and .357(a): Sedfon 201(g) is 
pertinent because aIthtlugh section SW(a) defines an antibiatic., it does so in the 
context of the US8 of th8 word ‘drUg.= &%tiOfI 507 r&&s to “any CifUg . . . fat Use by 
man’ that has czxtain chacactsristics further defined by secfion 507(a). S&ion 507 
thersfom cannot be read in isatatian. It must be read in rxrnjunction with section 201(B), 
which defines the term “drug’ that is rsferenced in se&n 507. 

. 
. . 

tn pertinent part, section 2111(g) of the F?C Act defines the word ‘drug’ to 
mean an arti& ‘fntended for use in the diagnosis, cure, mitiganion, Ereatmeti, or 
prevention of diiease of man or tier animals” (emghasis added). Theretire, whether 
a substance is a ‘dnrg’ or ‘dnrg pmdud” subject to s&ion 507(a) depeinds on the 
pmduct’s intended use,. FDA’s mgutatiorts state that the words Yntended USE? or 
WI& of aim&t import refer to the abjactlve intent afthe manufacturxx or other person 
legally mspansibIe for the (abeling of the pmdud 21 CER 3 207 .I26 (t 896). 

kctive intent can be shown by, among other things, lab&g ciaims, advertisiig 
rrrtiterials, or oral or writ&~ tiementsof such persons or their rc3pnsserrtatives. Id: ’ 

A product kubcategoly which meets the statutq definition of a “dnrg’ Jn 
section 201(g) is an ‘antibiotic dmg” If it also meets the requirements of section 507(a). 
Jndet the FOCI Act all arrt&iotin; desctibed in section 507 an3 drugs if they meet the 
equiremerrts of section 201 (g), but not alt drugs are antibiotics. The importance of this 
listinction traditionally is that antibiqtks can be subject to certification and other 
equirwnents, whereas moat other drugs am not More relevant today is the 
xxxjidetation that although antibiotics are subject to abbreviated applkation8,z Wy a18 
lot subject to the exclusivity pmvisians af Tie I of the Dnrg Pricer Competition and 
%tent TWTI Restatation Act of ‘l984 because they am not appmved under section 505. 
iw S7 Fed. Reg. 17950;I7951 (lQG2) and Glaxo, 1~. v. HecM~ 623 F. Supp- 69 
Ef3.N.C. 1985). 

. 

See 27 C,F.R, 5 314.92. 



Aov-18-02 18:40 From- T-766 P. 16123 f-257 

Vs. Amanda Boyce Norton 
jeptember 11,1997 
Page 10 ’ 

. 

Section 507(a) of the FDC Act defines @e term “antibiotic Sjrug” to mea 
“any drug irrtended for use by man containing any quantity of any chemical substance 
which is produced by a microorganism and which has the m to inhibft or destroy 
microorganisms in dilute solutian (indud’mg the chamicaiiy synthesized equivaleti of 
any such substan@” (emphases added). It is unclear what the ‘intended for” language 
in section 507 adds, if anything, beyand that same language-appearing in section . 
201(a) pertaining to the general definition of a drug. T&S, for a product b be 
categorized as an fantibiatic’ drug, the rest of the language in section 507 statdbt 
twa requirements must be met The drug must both be produced by a microorganism 
(of be the synthetic equivalent thereof) d h8v8 the ‘capa&y” b inhibit of destroy 
micmoqanisms “in dilute solution.’ In short, the definition is two-pronged, stating that 
status of a compound as an antibiotic is dependent both on its source or, in the case of 
a synthetic product. on its chemical structure, and its microbial activity in “dtlute 
soiution-’ 

Psn’aW does not me& the statutory ‘antif&tic drug” provisions of 
&ions 201 (a) and 507(a). It neither is intended for we as an antimicrobial age@ nor 
does it actually have the capaiity to inhibit or-destroy miagqfg~nisms~ at the -- 
recommended dosage levels that are used to treat periodontitk Tfi& dinical and 
non&k81 studies described in the ‘Mechanism of Action” section of UI~ PeriosWslD 
NDA, which are reflective of objective intent, c!eariy demons&at8 that the only active - 
ingredient in the drug product, doxycycline hyciate, is for use in the treatment of 
periodontitis in a manner which is nut dependent upgn the inhibiorr or destruction of 
microorganisms. 

In. tams of the “source” aspect of the first prong of the antibiotic definition, 
doxycyctine is syntMkaliy produced and is not obtained from miwobia~ SOWUS. 
PedoW does not contain any quantity of a drug derived from a microbe, particulady 
since microbes do not pmduce doxycycline. Further, doxycyctine is no? the khemical(y 
synthesized equWer@ of oxytetracycline, Ooxycydine is chemically difftxwt fbm 
wytetmcyd~ne. Mough doxycyciine is derived from oxytetracycline, which is obtained 
from microorganisms, this fact should not trigger the source requirement of the 

- Minition. Section W?(a) does not state that any use of a microorganism to produce a 
log renders the drug an antibiotic. For example, tie use of a microorganism to 
xoduce an intermediate or a precursor of a drug, including active or inactive 
components, should not render the product an antibiotk If it did, this interpretation 
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would ignore the actua! language ofthe@atuk. Mqreover, such sn inberpr&aiian 
would require the agency to engage in a thorough investigation of the sourw of every 
component wed in the manufacture of a C&IQ, pertraps even for those #at do not 
atiatly appear in the final drug product, 

Undue emph&is on the %CIU~CB~ prong of the iktibiotic definifion can be 
problematic for other reasans. In this age of modem genetic techniques; . ’ * ** -- - 
microorganisms can produce a variety af substances Eiuch as hormones, insulin, and 
other drugs.. Then, too, biological drugs that acfl re@ated~undet section 351 of the - 
Public Health Service Act, 42 U.S.C. 5 262, could alsa be class&d as atibfotiar under 
this prong of the definition. See Intercenter &n~rnkt 8eWeen the Cenbx for Drug 
Evaluation and Resear’ch and the Center for Biofogies Evaluation and Resf%~rcfi 
(CBER), at p. 5 (excepting products of cell culture from CBER regulation that are 
antibiotics), Futier, although antiiiotic regulation was e&abIisheci in 1945 when thene 
was ins@kient knowledge and controt of f&menWan ptbcasaes and ~~~wcIs of 
anaiysks substantial advances in manufacturing and assay methods havrt oazwred~ 
i’he current tack of 8ny certification rec@emenk3 for arrtibiotics is testimony to these 
advancements. See 21 C.F.R. 5 433.1 (1998). Indeed, the antibiotic pruvkiotrs, as 
originally enacted, antic$pated deveiopmentr;’ that would make antiiiotic certification 
unneceskry. See Statement of Watson 8. h#Uer, May 15,V345, on i-i.-Rep. No, 702, 
79th Cong., 1st Sess., reprinted h Senate Reports, 7Qth Gong;, 1st Sass., at p. 11. For + 
this reason, provisions were enacted in 1945- and still are contained in the law tnday 
that allow far FUA+to exempt anUktic drugs from any of the reqt.&?ments of se&an 
sJ7- see sectian 507(c), 21 u.s.c: f 357(c). 

These and other considerations discussed below indicate that whatever 
relative importance the %ource prong of the antibiotic d&GIian may once have had 
Vi.&-Vis the second prong of the definition, such importapcs stfems to hava waned 
considerably. The substarrtive and distinguishing aspect of the d&Bon in wclim 
507(a) therefore pertains to the second prong, the capacity af a drug to inWt or 
d&my microorganisms ‘in dilute saWan.” Sinca this quoted language is not defined 
in the statute or in FDA’s regulations, nor does there appearto be relevant legisfative . 

3 See, e.g., Senate Rep- No. 1744, Views of Senators E McKinley DiMen and 
Ramon L. Hruska, reprinM;n 1962 US, Code Gang. & Adm. News 2684,2928. 
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history on the topic, wa can only presum? what may-have been Wended- The 
lmg~ge seems to refer to some inherent capacity of a chemical to exert & 
antiiczcbiaS efiix& ever\ when ‘diluted,’ Many chemicaia cq~ have antirni~iai 
effects at ‘higtr’ doses, whether derived from micxoorgakms or not. To repeat a trite, 
but relevant phrase, The dose is the pokonWm In the pmmti sRuatian, we cannot help 
but feel therefore that this quoted language, coupled w&h the intended use language of 
section ZJt(a), is a Faference to the dosage level at wi$& drugs are admtiired. 
Indeed, 8uen dassical antibiotks, ‘such as eq&nxnycin or penic#n. till not Inhii or 
destroy micruotganisms to any &ically signiticati degree3 they are suflident@ diIt&xi. 
s’iiiady, in the ‘dilute sofution” of the nxommended dosage levels of 20 mg b.i.d,, 
Periastat@ does not have the capacity to inhibit or de&my microorganisms. 

Finally, w note also that the Clinton Administration and FDA in a mpoti 
entitled ‘Reinventing the Regulation of Drugs and Medic&t Devices0 (April, 1995) both 
are ammitt@ to repealing section 507. All antibiotics would @x~~~afly be made subject 
to ceguktion under se&m HE. Indeed, the pracikal reMi tcday ia #at antfbiatftz 

lady ace regubted lika tier drugs subjeci to section 505. We therefofe Hiah bo 
efnpha8&3 the signiiicant comp&ftive anantaty posed by section 337 status far - 
Perios!at@. V!@hout Title I exck~~ivity, Periostat@ will be subject to generic competitkm 
immediatdy upon publication of a relevant antibiotic morrograph. Co~~aGenex has 
invested 814 millIon in the devefopmeti of Its dnrg tit periodontaluse. An adverse * 
decision till enable competitc~~ to copy PerioetdD and will force CollaGenew to spend 
milfions of dollars more in defending i6 pate- covering Periastat@. it alao will Jikely 
discourage further product innovadqn in the ant;i-iM@ive: ZHWI, The potential of these 
additional costs could prove devastating to CokGenex as a small company. 

fn light of ttce foregoing facts and pramises considered, Periostat@ is not - 
and should not be treakd as - an antibiotic dnsg w’@hin the meaning of s&ions 201(a) 
and 507(a) of the Foe Act. CollaGenex therefore respectfufty retqum that FUA 
designate the PStio~ NOA that has been accapted for filing by the t&i&on of 
Dermato!ogic and OenCal Drug fmducts as subject to the new drug provision8 of secfion 
5Q5, not section 507, of the FOC Act. . 

. l 
. 
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Please do noi hesit& b cpntact& ‘If you have tinyquestiocls regmg 
this request fbr deaignatian, if you need additional i&rmation. of if you would like ~SI 
me&t with us to dktcuss thii math further. _ . . casL 

. . 

cc Mr. cflriabapherv. Powah, - * 
CoifaGefwc Pham7acMkals, Inc 
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Wis run&d you thatpu muss comply with the reqtirwnurtrIfman approved NDA tact f&r& tmda 
21 cm 3 1430 and 3 14.81. 
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