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November 18, 2002

Elizabeth H. Dickinson, Esq.
Assaciate General Counsel
Food and Drug Administration
5600 Fishers Lane

Rockyille, MD 20857

Re: CollaGenex Exclusivity for PerioStar®

Dear Ms. Dickinson:

On Friday, I promised w provide the attached previous correspondence with FDA on
the PerioStar® exclusivity question. I’ve also artached the approval letter, which says that the
application is subject 1o the antibiotc transition provision of FDAMA.

There are some other points that would come up in a litigation that were not raised in
the letter 1o Dr. Lumpkin, although at least some were discussed in a subsequent telephone
conversarion. We'll plan to discuss on Wednesday these additional points as well as the ones

in the letter to Dr. Lumpkin.
We’'re looking forward to seeing you on Wednesday.
Sincerely,

Kate C. Beardsley
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July B, 1998

Confidential pursuant to S USC 552;
18 USC 1905; 21 USC 331 (j); 21
CFR 314.30 and 20.61.

Murray M. Lumpkin. M.D. .
Deputy Center Director tor Review
Management
Center for Drug Evaluation & Research
1451 Rockville Pike. Rm. 6027 (HFD-001)
Rockville, MD 20852

Dear Dr. Lumpkin:

[ am writing this letter on behalf of my client. CollaGenex Pharmaceuticais. Inc...to
follow up on an earlier lenter and my recent discussion with Mr. Marrison regarding the
regulatory statws of CollaGenex’ praduct Periostat,® As you know. FDA has been reviewing
CollaGenex' NDA for Periostat® as an antibiotic application under the now repealed secton 507
of the Food, Drug, and Cosmetic Act ("FDCA"). CollaGenex believes that Periostat® should
be approved under the new drug provisions in section 505 of the FDCA. The distincdon is
important because Periostat® will not be eligible for market exclusivity if it is approved as an
antibiotic. Given the fact that Periostar® does not kill or inhibit microorganisms. it seems both
counterintuitive and potentially canfusing to treat it as an andbiotic. Further, there is no legal
reason to do so; Periostar® does not fit the legal definition of an antibiotic because. among
other reasons. it does not have the capacity (o inhibit or destroy microorganisms. It seems
partcularly unnecessary to designate Periostat® as an antibiotic at a time when Congress has
abolished the legal distinction between section 505 drugs and section 507 antibiotics. This letter
explains why CollaGenex believes it is only appropriate o approve Periostat® under section S05.

Periastat® (doxycycline hyclate capsules. U.S.P.. 20 mg.) is intended w0 be used as an
adjunct to scaling and root planing to promote and mainwin periodontal attachment level gain
and to reduce pocket depth and bleeding on probing in patients with adult periodontal disease.
It is recommended for long-term daily use (up to one year). Periostat® inhibits matrix
metalloproteinases (collagenase. gelatinase. etc.). enzymes that cause connective lissue
breakdown. Thus. it distupts the chronic progressive tissue breakdown characteristic of
periodontal disease.

Periostar® is not intended to nor does it destray or inhibit microorganisms. Ta be sure,
‘n dosages substantially higher than those in Periostar®, doxycyclfne has an andmicrobial effect.,
and doxycycline is approved for that use at dosages of 30 mg. twice daily and abave. At the 20



R {~{00 r.ug r=L{af

_ Murray M. Lumpkin. M.D.
July 8. 1998
Page 2

mg. dosage in Periostat®, however, doxycycline does not destroy or inhibit microorganisms,
providing a serum doxycycline concentration substannally below the minimum serum level of
1.0 microgram/mul needed for an antimicrobial effect. More information on studies of
Periostat’s® ability (actually, its lack thereof) to destroy or inhibit microorganisms has been
provided previously in the Periostat® NDA and in the attached letter from Edward Korwek,
submitted last September on CollaGenex’ behalf. Also awached are abstracts of two
forthcoming articles that provide additional information showing that Periostar® is not
anrimicrobial.

An NDA for Periostar® was submined under section 503 in August 1996. The product
was assigned for review to CDER's Division of Dermatologic and Dental Drug Products.
Before filing the application. FDA requested that CollaGenex amend its cover letier to state
that the application was being submirted under section 507. Although CollaGenex did not
concur with FDA's determination that Periostat® is an antibiotic. the company submirted the
revised cover letter, with the expressed intention of revisiting the designation issue at a later
date. In September 1997. Mr. Korwek submirted the attached letter requesting that the
Periostat® application be redesignated under section 505. During my recent conversation with
Mr. Morrisan, [ agreed to renew in writing CollaGenex's previous request.

The FDCA defines an antbiouc as

“any drug intended for use by man containing any quantty of a
chemical substance which is produced by a microorganism and
which has the capacity to inhibit or destroy microorganisms in
dilute solution (including the chemically synthesized equivalent of
any such substance). "'

The definition clearly contemplates that quandty matters. To be an antibiotic. a drug must
contain a "quantty of a chemicai substance ... which has the capaciry to inhibit or destroy
microorganismus in dilute solution.” A quandry of drug that does not have the capacity
inhibit or destroy microorganisms would not it the definidon.’ Thus. if Periostat® has the
capacity to inhibit or destroy microorganisms in dilute soludon, it is an antibiotic; otherwise, it
is not. FDA has satisfied itself that doxycycline capsules conwining 50, 100, or 300

l. Former FDCA § 507(a); former 21 U.S.C. 357(a); now FDCA § 201(j); 21 U.S.C.
321GD)-

2. Aaq alternate reading. that the statute meant to encompass as an antibiotic a chemical
substance if any quantity could destroy microorganisms. appears far less plausible. Had

. Congress meant that the law be interpreted this way, it could have eliminated the reference (0
quantity altogether so that the statte said that any drug conuining a chemical substance
produced by a microorganism and which has the capacity to inhibit microorganisms in dilute
solution is an andbiotic. As a matter of s@mtory coastruction, the reference to quandty in the
antibiotic definition has meaning only if it refers ta the quantity in the drug at issue.
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milligrams of doxycycline inhibit or destroy microorganisms in dilute solution; FDA's
regulation establishing an anribiotic standard at these strengths makes that clear.’ Periostar®
however, which contains doxycycline at a significantly lower swength, would not meet the '
test. in that at serum levels as administered according to Periostar’s labeling, it will not kil or
inhibit microorganisms even at full labeled strength, much less when diluted. Thus. even
though doxycycline may be an anabiodc in some products, it is not an antibiotic in Periostat.®

Even if one were to conclude as a maner of law that Periostat® could fall within the
definition of an antibiodc. FDA could, and in my view should. sdll decide to approve it under
section 505. There are several precedents for doing so. One obvious example is preservatves.
Although some products contain ingredients that would be antibiotics at a higher dosage level.
when the same ingredient is used for preservauve purposes. FDA does not treat the product as
an andbiotic.® Similarly, both Lorabid® (loracarbef), approved in 1991. and Azacam
{aztreonam), approved in 1986, which are the subject of antibiotic monographs. were approved
under section S0S.

Perhaps the best reason 1o treat Periostat® as a section 505 drug is common sense.
Both medical professionals and consumers understand that antibiodcs are products intended to
destroy or inhibit microorganisms. Virtually every texr we have identified proceeds on such
assumptions. Stedman’s medical dictionary, for exampie, defines antbicdc as "a soluble

’ substance derived from a mold or bacterium thac inhibits the growth of other

microorganisms.** Similarly, Goodman and Gilman define antibiotic as a substance produced
by various species of microorganisms that suppress the growth of other microorganisms and
eventually may destroy them.® In the past. FDA has expressed the same view. One need look
no further than the OTC rulemaking for Topical Anabiotic Products to see that this is the case.
In its tentative final monograph, FDA interpreted the term antibiotic to refer to 2 product that
has the capacity to inhibit or destroy microarganisms and concluded that “... it would be
misleading to allow marketing of an antibiotic contining drug product without labeling that

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

4. See.e.g., 21 CFR 433.22. Biologic drugs that contin antibiotics as preservanves
(regulation to be revoked September 24, 1998 as pant of implementation of the FDA
Modernizadon Act of 1997).

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

6. Goodman and Gilman. The Pharmacological Basis of Therapeudcs. ninth edition. p. 1029.

F-~237
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indicates the product has microbial activity."’ Treating Periostar® as an antibiotic when it has
no antimicrobial effect would likewise be misleading.

The FDA Modernization Act of 1997 makes the common sense approach even
stronger. Because the distinctdon between antibiotics and drugs has been eliminated. FDA
need not be concerned about the precedential effect of its decision on this product or about
whether it is effectuating the intent of the Congress. Both Congressional intent and the future
trearment of antibiotc products is clear.

CollaGenex appreciates your willingness to look at this issue. ¥ will call you shonly to

follow up.
Siﬂcemly ' A\

Ao <
A & i _
Nancy L. Buc

cc: NDA 50-744

7. FDA. Topical Antimicrobial Drug Products for Over-the-Counter Human Use: Tentaave
Final Monograph. 47 Fed. Reg. 29986. 29988. 29991 (July 9. 1982).
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September 11, 1987
Ms. Amanda Bryce Nartan 8Y HAND DELIVERY

Chief Mediator and Ombudsman
Office of the Commissicner
Room 14-105, HF-7

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Re: Periostat® NDA 50-774; Request for Designation

Dear Ms. Bryca Nartan:

This request is submitted an behalf of our client, CollaGenex
Pharmaceuticals, Inc. ("CollaGenex” or the “Gompany”). We hereby respectfully ask
that the Food and Drug Administration ("FDA" or the “agency”) designate the above
referenced drug, which is the subject of a pending new drug application ("NDA"), as

subject to the provisions of section 505(b) of the Federal Foad, Drug, and Cosmetic Act
(*FDC Act), 21 U.S.C. § 355(b). ’ ‘

While we recognize this is nat a typical designation request that is submitted
under 21 C.F.R. Part 3, it nonetheless involves a significant product jurisdictional
question appropriate for resolution by the Ombudsman's office. The precise issue
addressed herein is whether Periostat® is properly subject to the antibictic provisions of
section 507 of the FOC Act, 21 U.S.C. § 357. In this regard, Periostat® does nat meet
the statutory definition of an “antibiotic drug.” It is a synthetic drug that is neither
intended for use as an antimicrabial drug product nor is it capable of inhibiting ar
destroying microorganisms at the dose levels that are utilized for periodantal disease.

Therefore, Periostat® should not be subject to the antibictic pravisions of section 507 of
the FDC Act.

ERCEEZIX LONDOM. MOBOIW pAXIN¢ FRAGUR WARSAW

OC « 871551 - Gaaza12. 2 * Afflnnd Offiw
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Further in connection with this designation request, we raspectfully request
a waiver of 21 C.F.R. § 3.10, assuming the applicability of 21 C.F.R. Part 3 to this
request. This provision provides that the application review clack is stayed during the
pendancy of review by the product jurisdiction officer. Since this request does not pertain
to which center(s) within FDA should have primary jurisdiction, but rather to which section
of the FOC Act is pertinent to the approval of Periostat®, no reasans exist to stay the .
review of the pending NDA for Periostat® because of the submission of this designation
request. Any decision in respanse to this petition will nat affect jurisdiction of the Cantar
for Drug Evaluation and Research ("CDER"), which is responsible far review of the NDA
for Periastat®. We assuma therefore that the waiver request has been granted upaon the
acceptanca for fillng of this designation request by FDA, unless we hear otherwise. Naote
that if this request is nat granted upon acceptance of this petition for ﬁltng. then you
should cansider this submnssaon w@drawn

In accordance with 21 C.F.R. § 3.7, the following informatian is
aybmitted:
IDENTITY OF SPONSOR
CollaGenex Pharmaceuticals, Inc.

301 S. State Street
Newtan, PA 18940

Establishment Registratian Number: Nat applicable.

Company Cantact Persan: Mr. Christopher V. Powala
Director, Drug Development &
Regulatory Affairs
Telapﬁone No.: 215-579-7388, extensian 16
Facsimile Na.: 215-579-8577

MOC - §TI4W - 0eAT4II DR
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PRODUCT DESCRIPTION
| .Classiﬁcaﬁon Name:

Not applicable.

Common, Generic, or Usual Namae:

Doxycycline hyclate capsules USP (20 mg.)

Proprietary Name:
Penostat®.

Chemical, Physical, or Biolagical Campasition:

Each Periostat® capsule is formulated to contain 20 mg of doxycycline hyclate
USP as the only active ingredient.  ~

Status and Brief Reparts of Davelopment Work:™

With respect to the indicated use of doxycycline that is the subject of this
requast, in 1983, it was demonstrated that a semisynthetic tetracycline,
minocycline, could inhibit callagen breakdown in the uncontrolled diabetic germ-
free rat model of periodantal disease by a mechanism independent of its
antimicrobial properties (Vol. 2.2, pp. 21-26). Further studies illustrated that this
effect was achigved by blacking host-defived matrix metalloproteinases
("MMPs") (collagenase) and thus inhibiting bone and collagen foss. Animal
studies have demonstrated that the tetracyclines, which have been chemicaily
altered to render the molecule ta be devoid of any anti-microbial activity, alsa

Sincg it is impaossible to include copies of all of the referenced information
vithout exceeding the page limitations specified at 21 C.F.R. § 3.7(c). we are praviding
stead general citations to relevant valumes of the NDA 50-744 for Periastat®.

\DC - ST1561 « Gec2413.03
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inhibit other matrix metalloproteinasas, such as gelatinase and macrophage
elastass, and thus can inhibit connactive tissue destruction by a non-
antimicrobial mechanism (Vol. 2.5, pp. 4-155). It also was found that doxycycline
was the most patent inhibitor of MMPs of all the commercially available
tetracyclines.

It has been shown in clinical studies that collagenase activity was reduced
in gingival crevicular fluid as well as in adjacent gingival tissue after 14 days of
20 mg b.i.d. doxycyciine hyctate administration (Vol. 2.109, pp. 1-8; 91-101).
During a 12-week study evaluating the effects of doxycycline hyclate, 20 mg
b.i.d. and placebo in patients with adult pericdontitis, it was demonstrated that:

« No significant changes in gingival nflammation occurred, but there
was a significant reduction of gingival cravicuiar fluid flow, an
indication of MMP activity; :

¢ Clinical parameters of tissue breakdown, i.e., clinical attachment
level and pocket depth, were significantly improved; ’

e Gingival crevicular fiuid collagenase activity was statistically
significantly reduced by 47.3 percent;

Description of Manufacturing Procesa:

CollaGenex relies on ihird-party contract manufacturers to produce
doxycycline hyclate, the active ingredient in Periostat®, and to manufacture the
finished dosage form (Val. 1.1, CMC Section).

Proposed Use or Indications:

Periostat® is intended for use as a part of a professionat oral health
pregram to promote periadantal attachment gain and to reduce baone loss,
pocket depth and bleeding on probing in patients with aduit periodaontal disease
(Val. 202, pp. 1-17).

NADC - €71841 - 5443413.82
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Description of Modss of Actian:

MMPs are an impartant family of zinc- and caicium-dependent
endopeptidases secreted ar released by a variety of host calls (e.g.,
polymorphonucleacytes, macrophages, bane calls, and fibroblasts) that function
at neutral pH and use the various constituents of the extracellular matrix as their
substrates. These proteinases are invoived in normal physiologic events such
as bone remodeling and involution of the post-partumn uterus. A variety of
pathologic processes are characterized by elevated-levels of MMPs, hawever,
giving rise to increased connective tissue breakdown. These disease pracssses
include rheumatoid and osteoarthritis, osteoporosis, and cancer metastasis. In
particular, it has been shown that adult pericdontitis is accompanied by
increased levels of neutrophil coilagenase in the giggival crevicular fluid. .

Unlike existing treatments which facus an the bacterial infection _
associated with periodontitis, Periostat®, as a MMP inhibitor, disrupts the chronic
progressive tissue degradation characteristic of the disease. As discussed in the
Perastat® NDA (Vol. 2.2, pp. 21-26), the active ingredient in Periostat® -
(doxycycline hyclate) treats periodontitis by inhibiting matrix metalloproteinases
(i.a., leukacyte-type and fibroblast-type collagenase, gelatinase, and
macrophage elastase) (Vol. 2.5, pp. 4-155). This mechanism of action is

independent of the drug's antimicrobial properties at higher dosage levels (Vol.
2.18, pp. 1-50).

As alsa discussed in the Periostat® NDA, doses below 50 mg q.d.
doxycycline hyclate are not effective in providing a measurable antibacterial
effect (Vol. 2.18, pp. 1-50). The data and information subrmitted in support of the
Pariastat® NDA confirm that doxycycline hyclate st doses of 20 mg. q.d. ar 20
mg b.i.d. pravide a serum doxycycline concentration below the minimum 1.0
pg/mL daoxycycline concentration (Val. 2.2, p. 77). The resuits show that plasma
concentrations were at a steady state by day 7 for the three treatment graups,
with the mean pre-dase plasma daxycycline concentrations at steady state
ranging from 0.13 to 0.14 pg/mL, 0.32 ta 0.34 ug/mL, and 0.25 ta 0.31 pg/mL
following 20 mg q.d., 20 mg b.i.d., and 50 mg q.d. dosing, respectively. The
mean steady state concentration and the mean steady state maximum
cancentration values fallowing doxycyciine hyclate treatments of 20 mg q.d. and

\\BC - §7184N - 4424582
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~ 20mg b i.d. were all statistically significantly lower than 1. OngmL. the accepted
- threshold for antimicrobial activity.

- Alsg, in tarms of this request, nonclinical studies cited in the Pericstat®
NDA using cuiture plate analysis and speciation via DNA probe analysis showed
no anti-hacterial effect of doxycycline hyclate 20 q.d. or 20 mg b.i.d. (Vol. 2.18, pp.
1-50 and Vol. 2.18, Report 5732.11F). No effects were ohserved an total
anaerobic bactaria Actinobacillus actinomycetemcomitans, Frevotella intermedia,
or Porphyromonas gingivalis, Fusabactena, or Actinamyces from the periodontium
of patients with adult periodontitis.

Recent studies have shown that doxycycline and novel tetracycline
analogs chemically modified to render them devoid of antimicrobial activity can
inhibit connective tissue breakdown by a variety of direct and indirect
mechanisms including (Vol. 2.5, p. 4; Vaol. 2.2, pp. 21-28):

1. Direct, nan-competitive inhibition of active collagenase, which
appears o depend on the Ca++ and Zn++ hinding properties of
doxycycline;

2. Prevention of the conversion of pro-collagenase ta collagenase,

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

3. Inhibition of the degradation of the serumn pratein, o-proteinase
inhibitor.

Alpha,-proteinase inhibitor is invaived in the inhibition of other tissue
destructive enzymes such as elastase which are not directly inhibited by doxycycline.
Maintenance of high concentrations of a,-proteinase inhibitor in tissue would protect
elastase-susceptible connective tissue components such as elastic fibers, fibronectin,
and proteoglycans, as well as maintaining high levels of the naturally occurring TIMPs
'tissue inhibitors of metalloproteinases), which are also suhstrates for elastase.

DT - GTIMN - 044241283
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Schedule and Duration of Use:

" Periastat® is recommended for lang-term daily use (up to one year) at dose level
of 20 mg b.i.d.

Dase and Routs of Adminiatration:

Periostat® is intended solely for orai administration.
Description of Ralatad Products and Regulatory Status:

Existing therapies and those treatments known by the Company to be
under development for periodontitis are designed primarily ta treat the bacterial
Infection associated with periodaontitis an a short-term, psriadic basis. Thess
treatments include mechanical and surgical techniques, prophyfactic
approaches, such as mauthwashes, and locally delivered therapies. .

We note that a variety of drugs indicated for antimicrobial use are
sametimes regulated under sectian 507 of the FDC Act and sometimes not.

These include metronidazale, which is subject to section 505. The precise basis
for why some anti-infactives are classified as antibiotics and others are not is ’

unclear. The agency appears to have been inconsistent in defining drugs that
are subject to section 507.

Other Relavant Information:

By way of background, CollaGenex submitted to FDA the referenced
pending. NDA for Periostat® on August 30, 18868. The Periostat® NDA was
accepted for filing on October 29, 1988. When CollaGenex originally submitted
the application it was designatad as NDA No. 20-842. On September 16, 19688,
hawever, CDER's Division of Dermatologic and Dental Drug Products (the
“Division”) informed the Campany that the NDA number had been changed to
50-744, a reflection of the fact that FDA assigns the §0,000-series numhbers to
full antibiatic applications. Nonetheless, the application is currently being
reviewed by the Division of Dermatalagic and Dental Drug Products, not the

BC « CILS67T - 044341302
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Division of Anti-Infective Orug Praducts. Various FDA personnel have informed
CollaGenex that its application is being handled and reviewed under section 507
of the FOC Act. .

. The Dental Drug Division advised CollaGenex when it filed the NDA that
CallaGenex could request that the NDA be designated as a S05(b) application. .
The Company was also informed, however, that the submission of such a
request at that time could significantly impede the agency’s acceptance of the
NDA for fifing and substantive review. The Division alsa suggested that
CollaGenex revise the applicable NDA cover lettar and readdress the new
drug/antibiotic designation issue onca the NDA had been accepted for filing.
Therefore, on September 17, 1896, CollaGenex submitted a revised caver letter
and Form FDA 345h ta reflect the new NDA number and to state that the NDA
was submitted pursuant ta section 507 of the FDC Act rather than section 506. *
The Company is now addressing the antibiotic issue that is in dispute by the
submission of this designation request. Although the agency component
(CDER) s natin questxon. the pmduct jurisdiction of Periostat® under sectlon

’ 507 is in disputs

CollaGenax‘s Recommandation:

CallaGenex agrees that the agency compaonent with primary jurisdiction
far the review of the Periastat® NDA should be the Canter far Drug Evaluation and
Research, particularly the Divisiarnr of Dermatologic and Dental Products, not the
Division of Anti-infective Drug Products. Given the mechanism of action of and the
indicated use for the drug which is the subject of NDA 50-774, the Anti-Infective .
Divisicn would nat be the appropriate Division to review the subject NDA. CollaGenex
aiso believes that the appropriate classification of its product is as a non-antibiatic drug

subject to approval under section 5§05, nat saction 507, of the FDC Act, far the reasans
discussed below.

1 Certain written correspandence that CollaGenex recsived fram FOA regarding

NDA 50-77 subsequent ta that date states that the application was submitted pursuant
ta section §05(b) of the FOC Act. An action letter received on August 27, 1997,
however, states that the NDA is not approvabie under section 507 of the Act

NNDC - §71581 - Geagairog
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The relavant provisions pertalmng to this recommendation are sections
201(g) and 507(a) of the FDC Act, 21 U.S.C. §§ 355(g)-and 357(a): Sectian 201(g) is
pertinent because although section 507(a) defines an antibiatic, it does so in the
cantext of the use of the word “drug.” Section 507 refers to “any drug . . . far use by
man"” that has cartain charactsristics further defined by section 507(a). Section 507
therefore cannot be read in isclation. it must be read in conjunction with section 201(g),
which deﬁnes the term "drug that is referanced in section 507

in pertinent part, section 201(g) of the FOC Act defines the word *drug* to

mean an article “intended for use in the diagnosis, cure, mitigation, treatment, aor
preventian of disease of man or other animals® (emphasis added). Therefore, whether
a substance is a “drug” ar “drug product” subject to section 507(a) depends on the
product’s intended use.. FDA's regulations state that the words “intended use” or
wards of similar impart refer to the objective intent of the manufacturer or other person
leqally respansible for the labeling of the product. 21 C.F.R. § 201.128 (1886).

‘ectiva intent can be shown by, among cother things, labeling claims, advertising
materals, or oral or written statements of such persons or their representatives. Id.

A product subcategory which meets the statutory definition of a “drug” in
section 201(g) is an “antibiotic drug” If it also meets the requirements of section S07(a).
Jnder the FDC Act all antibictics described in section 507 are drugs if they meet the
equirements of section 201(g), but not all drugs are antibiotics. The impaortance of this
fistinction traditionally is that antibiatics can be subject to certification and other
equirements, whereas most other drugs are not. More relevant today is the
ansideration that although antibiotics are subject to abbreviated applications,? they are
10t subject to the exclusivity provisions of Title | of the Drug Price Campatition and
‘atent Term Restoration Act of 1984 because they are nat approved under section 505.

iee 87 Fed. Reg. 17950,-17951 (1992) and Glaxo, Inc. v. Heckler, 623 F. Supp. 89
E.D.N.C. 1985).

See 21 C.F.R. § 314.92.

DC - GTISEN « 04hz41302
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Section 507(a) of the FOC Act defines the terrn “antibictic drug” to mean
*any drug intanded for use by man containing any quantity of any chemical substance
which is produced by a microorganism gnd which has the gapacity to inhibit or destroy
microorganisms in dilute solution (including the chemically synthesized equivalent of
any such substance)” (emphases added). It is unclear what the “intended for® language
in section 507 adds, if anything, beyond that same language appearing in section
201(a) pertaining to the general definition of a drug. Thus, for a product to be
categorized as an “antibiotic” drug, the rest of the language in section 507 states that
twa requirements must be met. The drug must both be produced by a micraorganism
{or be the synthetic equivalent thereof) gnd have the “capacity” ta inhibit or destroy
microorganisms “in dilute salution.” In short, the definition is two-pronged, stating that
status of a compound as an antibictic is dependent both on its source or, in the casa of

a synthetic praduct, on its chemical stmcture and its mzcrobxal activity in “dllute
solution.”

Periostat® does nat meet the statutory “antibiotic drug® provisions of
...sctsons 201(a) and 507(a). !t neither is intended for use as an antimicrabial agent nor
daoes it actually have the capacity to inhibit ar destray microorganisms at the
recormmended dosage levels that are used to treat periodontitis. The clinical and
nanclinical studies described in the “Machanism of Action” section of the Periostat®
NDA, which are reflactive af abjective intent, clearly demonstrate that the only active
ingredient in the drug praduct, doxycycline hyclate, is for use in the treatment of

periodontitis in a manner which is not dependent upon the inhibition or destruction of
microorganisms.

In terms of the “source” aspect of the first prong of the antibiatic definition,
doxycycline is synthetically praduced and is not obtained fram microbial sources.
Periostat® does not contain any quantity of a drug derived fram a microbe, particularty
since microbes do naot praduce daxycycline. Further, doxycycline is nat the "chemicaily
synthesized equivalent™ of oxytetracycline. Daxycycline is chemicaily different from
oxytetracycline. Although doxycycline is derived from oxytetracycline, which is obtained
frorm microarganisms, this fact should not trigger the source requiramant of the
lefinition. Section §07(a) does nat state that any use of a microarganism to produce a
irug renders the drug an antibiotic. For example, the use of a microorganism to
yoduce an intermediate ar a precursor of a drug, including active or inactive
;ompanents, should naot render the product an antibiatic. If it did, this interpretation

\DC- G?lﬂ;ﬂ ~04ql413.03
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wuuld ignare the actual language of the statute. Moreaver, such an interpretation
would require the agancy to engage in a tiorough investigation of the sourca of every
component used in the manufacture of a drug, perhaps even for those that do not
actually appear in the final drug praduct.

Undue emphas;s on the “source” prang of tha anhblcmc definition can be
problematic for other reasons. in this age of modem genetic techniques,
microorganisms can produce a variety of substances such as hormones, insulin, and
other drugs.- Then, too, biclogical drugs that are reguiated under section 351 of the .
Public Health Service Act, 42 U.S.C. § 262, could alsa be classified as antibiotics under
this prong of the definition. See Intercenter Agreement Between the Center for Drug
Evaluation and Research and the Center for Biologics Evaluation and Research
(CBER), at p. § (excepting products of cell culture from CBER regulation that are
antibiatics). Further, althaugh antibiotic regulation was established in 1945 when there
was insufficient knowledge and control of fermentation processes and methods of
analysis,’ substantial advances in manufacturing and assay methods have occurred.
‘he current fack of any certification requirements for antibiotics is testimarny to these
advancements. See 21 C.F.R. § 433.1 (1896). Indeed, the antibiotic provisions, as
ariginally enacted, anticipated developments that would make antibiotic certification
unnecessary. See Statement of Watson B. Miller, May 15, 1945, on H. Rept. No. 702,
79th Cong., 1st Sess., reprinted in Senate Reports, 79th Cong., 1st Sess., atp. 11. For -
this reason, provisians were enacted in 1945 and still are contained in the law today
that allow for FDA'to exempt antibictic drugs from any of the requirements of section
507. See section 507(c), 21 U.S.C. § 357(c).

These and other cansiderations discussed below indicate that whataver
relative importance the “source” prong of the antibiotic definition may once have had
vis-a-vis the second prong of the definition, such importance seems to have waned
considerably. The substantive and distinguishing aspect of the definition in section
$07(a) therefore pertains to the second prang, the capacity of a drug to inhibit or
destroy microorganisms “in dilute solution.” Since this quoted language is not definad
in the statute or in FDA's regulations, nor does there appear 1o be relevant legislative

1 Sas, 6.g.. Senate Rep. Na. 1744, Views of Senators E. McKinley Dirksen and

Raman L. Hruska, reprinted in 1962 U.S. Code Caong. & Adm. News 2884, 2928.

NADC - ETLS6T - 0443411.02
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history on the topu:, we can only presume what may have been intended. The
language seems to refer to some inherent capacity of a chemical to exert an
antimicrobial effect, even when “diluted.” Many chemicals can have antimicrobial
effects at *high” doses, whether derived from microorganisms or not. To repeast a trite,
but relevant phrase, “The dose is the poison.” In the present situation, we cannat help
but feel therefore that this quoted language, coupled with the intended use language of
section 201(a), is a reference to the dosage level at which drugs are administered.
Indeed, even clasgsical antibiotics, such as erythromycin or penicillin, will nat inhibit or
destroy microomaniams to any clinically significant degree-if they are sufficlently diluted.
Similarly, in the *dilute solution® of the recommended dosage levels of 20 mg b.id.,
Periostat® does not have the capacity to inhibit or destroy microorganisms.

Finally, we note also that the Clinton Administration and FDA in a report
entitled “Reinventing the Regulation of Drugs and Medical Davices® (April, 1985) both
are committed to repealing section §07. All antibiotics would formally be made subject
to regulation under section 505. Indeed, the practical reality today is that antibictics

ready are regulated like other drugs subject to section 505. We therefora wish to
emphaaize the significant competitive anomaly posed by section 507 status for -
Periostat®. Without Title | exclusivity, Periostat® will be subject to generic compstition
immediately upon publication of a relevant antiblctic monagraph. CollaGenex has
invested $14 million in the development of its drug for periadontal use. An advarse
decision will enable competitars to copy Periostat® and will forca CollaGenex to spend
millions of doltars more in defending its patents covering Periostat®. It also will fikaly
discourage further product innavation in the anti-infective area. The potential of these
additional costs could prove devastating to CollaGenex as a small campany.

In fight of the foregoing facts and premises considered, Periostat® is not -
and shaould nat be treated as - an antibiotic drug within the meaning of sections 201(a)
and 507(a) of the FDC Act. CallaGenex therefore respectfully requests that FDA
designate the Periostat® NDA that has been accapted for filing by the Division of :
Dermatolagic and Dental Drug Praducts as subject to the new drug pm\nmons of section
505, not section 5§07, of the FDC Act.

\\QC . w@l « Sedt413.00
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P!ease do not hesitats to cantact ma if you have any qu&ctwns regarding
this request for designation, if you need additional information, or if you would like to
meet with us to discuss thia maﬁer further.

Cardially yours,

2%«4

cc:  Mr. Christopher V. Powala,
CollaGenex Pharmaceuticals, Inc.

WADC - STISUL - CaauAl3 Ot
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- .DEPARTMENT OFHEALTH & HUMAN SERVICES Pubfic Heslth Service

- Food end Drug Adminarations

Rockvile MD 20857
NDA 50-744
SEP 30 o8

Attention: Chsistopber Powala

. Director, Daug Development and Regulatory Affairs

301.South State Street
Newtown, PA 18940

Dear Mr. Powala:

Please refer ta your new drug application (NDA) dated August 30, 1996, received Augnst 30,
1996, submgitted under section S05(b) of the Federal Food, Drug, and Cosmetic Act for
Periostar™ (dcxy:yclme hydate USP) Capsulcs. 20 mg. We note thag this application is subject
to the exemption provisions contained in section 125(d)(2) of Title 1 of the FDA Moderization
Act of 1997.

We acknowledge receipt of your submissions dated August 28, October 1, November 13,
December 8, 1997, January 6, 14,-and 19, February 10, March 2, 18, and 31, Apeil 23 and 28,
July 9 and 29, and September 3, 14, 16, 22, 24 (2}, and 25, 1998, Your submission of March 31,
1998 constituted a full respounse to our August 27, 1997, action letter, The user fec goal datefor

_ this application is October 1, 1998.

This new drug application provides for the use of Periostat™ (doxyq'diuc hyclate USP)
Capsulcs, 20 mg as an adjunct to subgingival scaling and roat planing to promate attachment level
gain and 1o reduce pocket depth in patients with adutt perodontitis.

We have completed the review of this application, as amended, and have condluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use

as recommended in the enclosed labeling text. Accordingly, the application is approved cffective
on the date of this letter.

The final pnnted labeling (FPL) must be identical to the enclosed labeling (texx for the package
insert, immediate coatainer and carton labels). Marketing the product with FPL that is not
identical to the appraved labeling text may render the praduct mishranded and an unapproved
new drug. We acknowledge your commitment made in the teleconference with this Division on
September 16, 1998, to revise the carton and cantainer labefing o that the prominenca of the
established name and tradename is commensurate and in accordanca with 21 CFR 201.10(g)(2).

Plcase submit 20 capies of the FPL as 300n as it is available, in no case more than 30 days after it
is printed. Please individually mount ten of the copies on heavy-weight paper or similar material
For administrative purposes, this submission should be designated "FPL for approved NDA
50-744". Appraval of this submission by FDA is not required before the labeling is used.

e —
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We remind you of your Phase 4 commutments agreed ta in your'submissions dated Angust 3,
1998, and September 14, 1998. These commitments, respectively, are listed below:

Protocols, datg, and final reports should be submitted to your IND fhr this product and & copy of
the cover letter seat to this NDA. If an IND is not requiced to meet your Phese 4 commitments,
plcase submit protocals, dats and final reports to this NDA as correspondence. In sddition, under
21 CFR 3 14.82(b)(2)(vE), we request that you include 2 stanis summary of each commitment in
your annual report to this NDA. The status summary should includs the number of patients
entered in cach clinical study, expected completion and submission dates, and any changes in
plans since the last annual report. For adminisrative purposes, all submissions, including labeling
mpplmwn!&rdamatodm%m4wmmmmmbcdadydmgmwd?huc4
Comumitments”®.

In addition, please submit three copies of the introductory promotional materials that you propose
0 use &rdnsproduc:. All proposed materials should be submitted in draft or mock-up form, not
final print. Pleass submit ane capy ta this Division and two capies of both the promotional

materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Commuuications, HFD-40
Faod and Drug Administration

5600 Fishers Lans

Rockville, Maryland 20857

Please submit one market package of the drug product when it is available.

We remind you that you must comply with ths requirements for an approved NDA set forth under
21 CFR 314.80 and 314.81.
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If you have any questions, contact Ray Blay, PhD., Project Madager, «t (301) §27-2020.
/sl
Jt:ﬂ:'nll Wilkin, M.D. .

vinon of Dennstologic and Dental Drug Products
Oﬁm of Drug Evalustioa V

Center for Drug Evaluation and Research



