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CEQacmL lnua# .FIpRlrJcrolut -~~rlOOWCeWiU 
UxmETt sea SubaJIlrioa vo1.2, 88ctioa 2.1. The dQacription 
ia tlais'ir8Ctioa of the mA ia of (1 typfcal doxyqmline bycl&e 
moiety as described by the USP(1). 
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I 
TM8 aubairruioa i8 for the we of doxycyclh u8 ~1, izilaibftor of: 
collagma8e activ*ty of boat cell re8panm to hfection ml a6 an . 
antibiot%c to tr88t brct8rhl iafsctioa. 

. 

Ths&t*wJhpfttsdby~a~t~tfox~~oflow-~ 
doxycyclfru pot arr am antibiotic but rather mu, i&lbi+Ivr of 
collagenafm i.0 in agre-t with the published literdmre 
(11,12). Tbewaoflow-dou8 tetxaayaliaswbilebavinga 
poteathl to brSng about psprlatiow of brctuia remieant to 
tetracycl~ urwbll MOthr8nti~crobial~ anbtocaum 
alteration %ntbmf,croflcm of tbgastroirrtastiaril txwt * 
preae8ltrnomoze of 8pQteld.u balththreatthenthsum of 
tetracyclfnea at higher dous8 for the treatment of bacterial 
hf8CtiW. 

0' , 



.PerL~Ut ie a modified tetraycline kaown aa d&ycline, 
The tetracycline cl888 of antibioticrs have 8 broad spectrum of 
activity agaimt micxoorg~iuma including f8cultativa, aezmbic 
and anaembig bacterir(2). Tbie olaem of arstfb!iotfo8 ia 
bac!terio6t8tic with their main laecbaaim of action behy to 
inhibit protda 8pchemM;rJ - m 

TetraeycliDe resiotanoe iP tideoprtrd aumng bacte~r(3) . 
This reaiutawe may be do to8 1) limiting'acca8a of tatracycliaa 
totherlbwome8, 21 ulteriag the ribosome to prevent effectfvs 
binding of tatrelcyclinn, or.31 producfag tatracyulhe- 
AnautivatiDg spxylnell(4). Oorabirutim of them snrchanioru of 
re8i8taace have been described (4) . 

murteea determiaaats codSag for tetraoyclixm reeiutmce ix8 
bacteria are currently kwnr. of them tetbEl, tetm1; tdq, 
tet(t), and t&(P) enoode proteinm thut madiate an afflux 
ntechmiml for tetracyoliixle and the tetw, tetw. and t&m 
geaea 8ncodeprote$nu thatprevmttetracyclinm fmr,attaahhgto 
the riboeolphs. Athirdcla~sofgenem~ iaaluding ktOt), encode 
pmtein;e msdfating the breakdown 
of tha t&(P) date-’ 

oftetracyclias* Themwhaaiw 
baa sot been conclurrivrly 

detemimd(5). All but clairmee C, D, It, md IJ confer reuhtmc# 
to miaocycliau, IS). Tet(H)confer8 rerietaxlce to both trrtrrcyc1irw 
ar#Iubocyclineaewellsa ~1eecondgeneratiOI%tatracyclia, 
koaloge(6) . iany of the tetracyclinegenes fromgram-negative 



baciliiarelocateUon plaemidmandarersad3lytrartomi~aibl~ 
wi.thln and between apeciea45). oth4r trPPslaisaib1e tetracycliru- 
remirtallcegeMr paefcuhrlytho6e fowld.hgma-pojtiwb 
organha a2-e located on traxwpoaable chror#kPoiParrl elements that 
cap~traneferrcrdbcrt~otguriclaubyccwjugatioo['l). 

lhmblopaent of rmiatanodm to tetrrcycrlizta amoag organinau 
Isolated from the perietal pocketa ir frcquantly aeeaa ia 
patients with perbdontal disease treated with tstracyclitm(e). 
Ttw presence of tatracycliaa-reafrtant organbma inth8olnl 
nricrofbra of individual8 with no ptriodontitia and not ra~eiving 
tetracyclirre has aho been dewrued. Taaoate+rrcycliaa- 
reeistant bmterir bmm been ehma to conatitlate betmran 2 - 6% 
of the viable count irk aubgbaghal mmples(9~. -. 



M1cR0mzAx3Y Jsmi -t(ml-e 2.1, 2.2, 2.12, 2.13, 2.18, 
2.19) 

mr 2Omg b.i.d. 

mtt: Do%ycycliu8 ha8 been 8bouJa to conceutret8 An the 
ging!kvalcredcularfluidtuoto~tilma~ 
ccmceutr8tioa found in plasma aver the 8aae " 

tiara inteanl(aOl. This ie bclimmd in part; to be 
due to bcycycl5.me~s affinity for calciuap - 
CoIata~ 8uh8tanc88.(10) . 

suopinrrtion - urlna c llwdn hr. 
stool rmmr aaym 

The szapwlua of thir Nm eubuliuh irn'the the applioant 0 
i8notcf8iQiUg Pe@olkt, which f8 daayryclian, U ~ax%ibiOtic 
t;oeliaPinatepariapa~~corgaai~butrathsrarrur~t~ 
of colhg8Yl#&8e ralsa8ed b;u tha C8&18 Of tbs dfasrullti hO6t. 
Collagenam haa been ehcwn to CWX(I* tieour, arr~wa. am bow 
dauiage(13.). Tetracyelinsr hme'been shown to i&&bit tbe actitity 
of col~agenaet~lo,12~. fhi8 uctivitydoedlmtapp8ar tObe 
related to the antibiotic’8 antibacterial pmpartiem 8inco 
roadified tetracyclineo with no aWA&ctsrial activity have been 
shown to exhibit antioollagmasm activity(l31. 



The nou-clam of Pcriost8t um a8 antibiotic il.8 bamed 001 the 
daily dome of ZOmg thou 8 day. Tkledoeelbwal1belowthe 
usual doeage of c3oxyqwliae(i.~. 20oI9 firre dAy folloued I#y 
10oug for the nox?z 7 co 10 &ym, given to eradieats bacteria rt 
the rrite of iaf8uthx8(~41. 

2% leant of this 2wbw ia not to a88888 tb8 aativity of 

dasycyclhe again8tperlep8thgezdcbacrteda. lYaemfomtbi8 
3~~fewuill notaddrems g1801ate8/r81evanceto -roved 
lndlcatfoar' , 'Didc content stuQi08~," lax! broth/rgu dllutioor 
tzcaparieou8', BUC#Dbk diffUSium CkficrlatioDa 8tUd&@8*, QUlity 
controll studlw BlIc aad Didc tJiffwicm) @, *- l tudlw’, 
wimnopMlus and tWssexda Studiw8, gB;acteriolagh8% Efficacpk 
l XCrrolatsrr Appruved. and %utabliebnmnt of IntSrprativm Critedr@i~ 

This zdvI(w Will 8ttw to: 1) V?CtfV the v 
preaautation of the study data? 21 awem8 from tbm otucty data and 
fra0 tb publiSh& ]Iit~turcl if th0 WC Of tht8 product aould 
potantlallycawe the owurrwwof-yblgb 
CCXiCePtrirtiOXi8 Of @ktibiOtiC-riSiSt&Ukt baclsti ip pt&wt# b@biag 
trsatlsd with the prodwt, cud 31 wbethor4&sa could be m 
altcratlosu fn the mlcrcbiti ecology of various watcdcal e&w 
Of thb ~ti@klZt fn SUCb P Wrry W t0 bring ZtbOUt w 8id8 
effaota. 

smDrB8 -r 
w. 

mreew atudiscr w ooudwted to addrew the i88ua8 ofr 1) 
4!laallcroblal&ctivity, and2)888es~t ofbactarbl rwl8tence. 

Dam for dfffemsi dlof& rt!@wm was eubdtted. Th8 
applicant io applying for a regimen of 2otag b.i.d. All 
mkrobi~logy CWRWUt8 in this Lwim are based on the 2Om9 b.i.d. 
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The mean c!mmx lwml8 for c3uqqclinr lalQm8lky E8qu$aM to 
eradicate fafactiagoxydmna f8 *llltcg~tls). whila 
approximtsly 33t of the mbject8 givua Puiwtat bad Came lawlr 
exceeding the thraahold effect of lnitzgjti, the suean Cbx la-mlu 
didnatexmed Zmc@mL 

Tha allti.microbial wtivity of Periorrtae w&e Btuded by 
c&aractcridag the picmbial flora of the giag+mZ cmvfcem of 
siudy patlente at bmelipe and after 18 mcmtb of treatment with 
Perioiltat . These studi were done using either mm probes 01~ 
culturB tecllIliQuw to detect and quantitate org4Rlaimu known to be 
associrtwd with perbdantal disease es well a8 thaws which are 
considamdtobs putofthe %mrnml ricrabial fUra( maq 
of the atudiee demonstrated any obviom c-w-*- 
di8tribution of cama-po8itivB or urw-wgative nlorphotype8 
i8olated at baselkra ad after treatnwmt. There were, however; 
some reductiona in the xxdmre of certain bacteria in tImme 
indivMual8 receivibag Periolrtat. Ho ova- by opportua~tfc 
microorganiwf~ suah w the yeart ww noted ia any of the atudie8. 
BaaadcartbsWICROBIQLO3Y-ICI@WI~~aadUIct 
characterization of the mfcrobidl flonr stud&err Pariostat given 
according to the 8trplied fordoeagercgimandoes notacemtoact 

. w as antibiotfc. 

$tudiwsubmittdrddrrooingthedeMlaparrnt Of rwist8at 
bactsk‘ia at the 8ite of irrfection 8howd 8 transient -of' 
tttracyclfncrremiutanceintbaurkemorganisauAotiaaqycu 
vi&?omw and RlAY*ot#i~ nt!clMtum. The 3.ncxeaBw occurrd 8t 
13 muan- for& d8-8nd 18montb8fcrrP. auclwtun. Xn 
botbcawrrbaotliarrvaluwretunaedby~month~ for A. vicrc#w 
andbmonthm for P.nudea~poattbera~. Iso CrDsll rrc8i8tance 
to aIQicilli&, bimylpemicillill, cafo%ein, wi&, or 
mctroaidarole werenoted fnthemarkeroxgasim A. viswuwor 
F. muc?lea~ during the etudies. The data 8mblaittrrd with: this 



. 

applicatA= iP CuzIefomt l&b the publliebrd litxaatura uhicb 
fndfcatee Chat reei0tant populatiorrrr of bmoteria & not 
pxmanently damlq3 ae a re8ult of treating adult periocbtitis 
with ~etraeycl~(17,18), 

Noda~-&ttdtrddrer8illgtbr,i88U~Of davalaprsat:of 
tetracyclbe-resistant bacteria‘in the gastrdntestlnal'trrct, 
gdto-urim2y tract or other body sites of fndividurlm receiviag 
Perioatat . 

HO daUrWeS0 8~tuadindcltiOXktO t&~~~t~intut~ 
tract apedfically addreadng alteration in the microilorcr of 
the gaotrointsstM tract such aa:- 1) overgrowth of already _ 
preouat ri-rganbwJ such au yeaet and Clostridium cUffScUe; 
or 2) reduction in colcmiration reeiatuace. 
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