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Doryx®
(Coated Doxycycline
Hyclate Pellets)

OESCRIPTION

DORYX® Capsules contaln specially coated
pelists  of doxycycline hyclate ot ofal
administration,  Also containg lactose, NF:
microcrysialiine cetlulose, NF; povidone, USP,
The Capsule shell and/or band containg FO and C
biue No, 1; FO ang C yeliow No. 6; D and C yaliow
No. 10; gelatin, NF: silicon gioxide; sodium mr?\
sulfate, NF; titanfum dioxide, USP. Doxycycline is
a broad-spectrum antibiotic syntheiically derived
from oxylevracychine and available as doxycycline
hyctate. The chemical designation of this light.
yollow trystathine powder is alpha-g8-desoxy-5.
oxytetracycline, Doxy¢ycline has a high degree of
lipoid solubiity and & low affinlty tar caltium
binding, 1t is highly stable in normal hyman serum,
Doxycycling will not degrade into an eplanhydro
form, '

CLINICAL PHARMACOLOGY

Tetracyclines are readily absorbed and ars bound
to plasma proteins in varying degres, They are
concentrated by the liver in the bile, and excreted
n the utine and feces at high concentrations and
In & biotogically active form,

Doxyeycline is vinually completely absorbed after
oral administration. Following a 200 mg dose,
nofmal adult voiyntéers advetaged peak setum
levels of 2.6 mcglmL of doxycycline at 2 hours
decreasing lo t 45 meg/ml at 24 howrs, Excretion
of doxycycline by the kidney I8 about 40% / 72
hours in  individuals with Aotmal  tunctlon
{ctaatining clearance about 75 mlumin).  This

arcentage excretion may tall as low as 1+5% /72
ours in individuats with severe renal insufficlency
{¢remtinine clearance below 10 ml/min), Studies
have shown no signiticant difference in serum half.
lite of doxycycimne (range 18.22 houts) In
Individuals with normal ang severely impalred
renat function,

Hemodialysis does not aiter serum half-lite.

Microblology:  Doxycyciine s primarily
bacteriostatic and Is thought to exert its
anlimicrobial effect by the Inhibition of protein
synthesis, Doxycycline is active against a wide
range of qram.positive and gram-negalive
organisms. The drugs in the telracycline class
nave closely similar antimicroblal spectra and
¢ross resistance among tham Is common,

Susceptibility Tests: Diffusion Techniques:
The uss ol antbiotic Oisc susceptibilly test
mathods which measure zone diameter gives an
accurate estimation of susceptibility of organisms
10 DORYX One such standard procedure' has
been recommandad for yse with discs 1or testing
animicrobials. Doxycyciine 30 meg discs shovid
be usad (or the gelermination of the susceptbilly
of organisms 10 doxyeycling.

With this l{pe of procedure, a report of
‘susceplivle’ from he labotatory indicates that the
Intacting organism is likely 16 respond to therapy.
A teport of “intermediale susceptibiity” suggests
that the organism would be susceptibie i high
dosage s used of If the Intection ig confined to

tissua and fluids (8.9, urina) in which high anublatie
{evels are oblained. A report of “resistant”
indicates that the infecting organism s not likely to
respond 10 tharapy. With the doxycycline dis¢, a
zone of 16 mm or greater indicates susceptiblity,
20ne sizes of 12 mm or less indicate resistance,
and z0ne 3lzes of 13 lo 15 mm indicate
Intermediate susceptibiiity.

Standardised procedures require the use of
laboratory control organisms. The 30 mcg
telracycline dlsc should give 20ne diameters
batweon 19 and 28 mm for &, aureus ATCC 25923
and betwean 18 and 2§ mm for £ coll ATCC
25922, The 30 mcg doxygcycline disc should give
zane diamaters between 23 and 29 mm for S,
sureus ATCC 25923 and between 18 and 24 mm
for €, coll ATCC 25922,

Otlution Techniques: A bacterial isolate may be
considered susceptible i the MIC (minimal
inhibitory concentration) value lor doxycycline ls
less than 4 moeg/ml. Organisms are considered
resistant il the MIC is greater than 12.5 meg/mi.,
MICs gteater than 4.0 meg/mb and less than 12.5
meg/ml indicatss Intermediate susceptibility,

As with standard dilfusion mathods, ditution
procedures requite the use of laberatory control
mechanisms,  Standard doxycycline powder
should give MIC values In the range of 0.25
meg/mb. and 1.0 megibl ot S, aureus ATCC
25923, For E. coll ATCC 25922 the MIC range
shoutd be between 1.0 meg/mi and 4,0 mge/mt.,

INDICATIONS AND USAGE

Dox cr:ﬁno 18 indicated in infections caused by
the Iol owing microorganisms:
Rickeftaine (Rocky Mountain spolied faver,
lyphus feve! and (he (yphus group,
ricketistalpox and lick lavers),
Mycoplasma pneumoniae {PPLO, Ealon's
agent).
Agents of psittacosls and ornithosis,
Agents of lymphogranuloma veneteum and
granuioma Inguinale.

The {oliowing gramsnegatlve microorganiams:
Haemophiius ducreyl (chancrold)
Yersinia pestis (lotmery Pasteurelia pestls)
Francisella tularensis {formerly Pasteureila
tularansis)
8artonalla baclilformis
Bactercides species
Vibrio aholarae (formerly Vibro camma)
Campylobacter fatus (formerly Vibrio fetus)
Brucelia species {In  conjunction  with
siroptomyein},

Baecause many strains of the following groups of
microorganisms have been shown 16 be tesistant
to tetracyclines, cultute and susceptibility testing
are recommanded.

Doxycycting Is Indicated lor treatmant of Intactions
caused by tha [ollowing gram-.negative
microotganisms, when bactariclogical testing
indicalas appropriate suscepubility 1o the drug:

Escherichig coll

Enterobacter asrogenes (lormerly Aerobacter
aatogenss) .
Shigelia species

Mima species and Herelles spacies
Haemophilis infiusnzae (respiratory intections)
Kiebsiella specles {respiratoty and utinary
infections)

Oaxycychng i3 Indicated (or ireaiment of intactions
caused by the lollowing gram-positive
microorganisms when bacteriologlcal testing
indicates appropriate ausceptibility to the drug;

Streptococcus Species:
Up to 44 percent of strains of Strept 3

v rh

CHILOHOQD TO THE AGE OF 8 YEARS) MAY
CAUSE PERMANENT DISCOLORATION OF THE
TEETH (YELLOW-GRAY-BROWN),

This adverse reaction is more common during long
term use of the drugs but has been observed

pyogenes and 74 percant of Streptococcus
fascalls have been found to be resistant to
tetracycline drugs. Therefore, tetracyclines should
not be used for streptococcal disease uniess the
organism  has been demonstrated to be
suscaplible,

For upper respiratory Infections due to group A
beta-hemolytic streptococet, peniciiiin Is the usual
'ONQ of cholce, Including prophylaxis of rheumatic
over,

Diplocaccus pneumoniae

Staphyiococtus aureus, (respiratory, skin and soft-
tissue infactions). Tetracyclings are not the drug of
choice In the treaiment of any type of
staphylococeat Infaction,

Anihfax due (o Baciilus anthracis, Including
innalation anthrax (post-exposurs): to reduce the
incldence or progression of disease foliowing
exposure 10 aerolizad bacllius anthracis,

Whan penicillin Is contraindicaled, doxycycline is
an alternative drug in the reatment of infections
due to:

Treponema pallidum and Treponema pertenue
(syphitis and yaws)

Listera monocytogenses

Clostridium species

Fusonacterium fusiforme (Vincant's infection)
Actinomyces spacies

tn acute intestinal ameblasis doxycycline may be a
usélul adjunct to amebicidas,

in severa acne goxycychine may be useful
adjunctive tharapy.

Doxycycline 1 indicated In the trealment of
trachoma. Although the Infectious agent ls not
always  ellminaled, as  judged by
immunotivorescencs,

incluslon con{unctlvma may bo treated with oral
doxycycline alone, or with a combination ¢f toplcal
agonts,

Ooxycycline is Indicated for the treaiment of
uncomplicated urethral, endocervical or rectal
infections j\ adults caused by Chiamydie
trachomatis®.

Ooxycycline 18 indicated for the treatment of
nongonococcal urethritls caused bl cnlam!d/a
trachomatis and Ureaplasma urealyticum and fot
the treatment of acute epyidymo-orchms cauged
by Chiamydia trachomatisé.

Doxyeytling s Indicated ior the treatment of
uncomphicated gonococcal Infections In aduits
(excepl for anorectal infections In men), the
gonococcal arthritis-dermatilis syndrome and
acute opld&dymo-orchius caused by
N.gonorrhosae*.

CONTRAINDICATIONS

The drug is contraindicaled in persons' who have
shown hyparcensitivily 1o any of the tetracyclines,

WARNINGS

THE USE OF DRUGS OF THE TETRACYCLINE
CLASS DURING TOOTH DEVELOPMENT (LAST
HALF  OF PREGNANCY, INFANCY AND

g repeated shon term courses. Enamel
hypoplasia has aiso been reponied.

TETRAGYCLINE DRUGS, THEREFORE,
SHOULD NOT 8E USED IN THIS AGE GROUP.
EXCEPT FOR  ANTHRAX, INCLUDING
INHALATION ANTHRAX (POST-EXPOSURE),
UNLESS OTHER DRUGS ARE NOT LIKELY T
8E EFFECTIVE OR ARE CONTRAINDICATED.

Pseudomembranous colltls has baaen reported
with nearly ali antlbacterial agents, Including
doxrcycnno, and may range In saverity from miigd
to llfa-ihreatening. Thetelore, it is Important to
considet this diagnosis In patienls who present
with dlarrhea subsequent 0 the administeation of
anlibactariai agents,

Treatment with antibacteriai agents elters the
normal flora of the colon and may permit
overgrowth of clostndia, Studles indicale that a
1oxin produces by Ciostridium difficlie s a phmary
cause of "antibiotic-associated colitls.”

After the diagnosis of pseudomembrancus colitis
has bean esiablished, therapeutlc measures
should be Inluated. Mild  cases  of
pseudomembrancus colils usually respond 10
discontinuation of the drug alone. In moderate 1o
Severe cases, consideration should be glven to
management with fiulds and elecirolytes, protsin
supplemantation, and treaiment with an
anubacierial drug, clinicaily effective against
Clostridium difficis colivs,

Results of animal stydies indicate that
tetracyclines cross the placenta, are found In felal
fissues and can have toxic eliects on (he
developing letus (often related to retardation of
skelelon  development), Bvidencs  of
embryotoxicity hag bean noted in animals treated
early in pregnancy. |l any tetracyciine (s used
during pregnancy of I the patient becomes
pregnant whits taking these drugs, the patllent
'mtoula be appraised of potentlal hazard 10 the
etus,

As with ather tetracyclines, doxycycling forms a
stable cajclum complex In any bone-forming
tlssue, A decrease In the fibuia growh rale hag
been observed In prematures Qiven oral
totracycline In dosss of 25 mo/ikg every six houts,
This reaction was shown 10 ba reveraible whean the
drug was discontinued,

Photosensitivily manlfesied by an exaggerated
sunburn has been observed in some Individuals
taking tetracyclines, Patlents apt lo e exposed to
direct sunlight or uliraviolet light should be advised
that this reaction can occur wih tétracycline drugs,
and treatment snould be discontinued at the lirs!
avidance of skin grythema.

The antianabolic action of the te{facyclines may
cause an increass In BUN. = Stules to date
indicate that this doas not occur with the use of
doxycyeline in patlents with Impawed renal
function,

PRECAUTIONS

As with other anubiolic preparations, use of this
drug may fesult in overgrowth of nonsusceptivle
organisms, including fungl. |l superiniection
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occurs, the antiblotic should be discontinued and
sppropriate therapy instituted,

All inieclions due 1o group A beta‘Bemolylic
streptococe] should be trealed for at least 10 days,

Laborstory testa: In venareal digease when
coexistent syphilis {s suspected, dark-fleld
examination should be done batote treatment is
slarted and the blood serology repeated monthiy
tor at least 4 months,

in long term therapy, periodia laboratory evaluation
of organ systems, Includln%.hamatopolollc. renal
and nepalic siudies should be performed,

Drug Intersctions: Because tetracyciines have
been shown 10 depress plasma prothrombin
activity, patients who are on anticoagulant therap
may fequirea downward adjustment of thelr
anticoagulant dosage.

Since bacteriostatic drugs may Interfere with ihe
bactericidal action of peniciilin, it is advisable to
aveid giving tettacyciines ln conjunclion with
peniciilin,

For concomitant therapy with antacids of lron-
conlaining preparations and tood see ‘DOSAGE
AND ADMINISTRATION section,

Carcinogenesis, mulagenesis, impairment of
tertliity: Long term sludies are currently baing
conducted to datermine whether {siracyclines
have carcinogenic potential,  Animal studies
conducted In rals and mice have not provided
conclusive evidence that telracyclines may be
carcinogenic or that they impair lertifity, In two
mammatian cell assays (L51784 mouse
lymphoma and Chinese hamster lung cells in vitro)
positive responses lor mutagenicity occurred at
concantrations of 60 and 10 meg/mi respectively.
in humans no assoclalion betwsen tetracyciines
and thess effects have been made.

Pregnancy: Teratogenic Effects. ngnanc(
Catagory There are no sdequate and well-
conrolied studies on the use of doxycycline in
pragnant woman. The vast majority of reported
éxpationce with doxycycline during human
gteqnancy I8 shon-term, first trimester exposure.
here ate no human data avaiiabie 1o asgess the
offects of long-term therapy of doxycycline in
pregnant women such as that proposed for
{roatment of anthrax exposure. An expert review
of publighed data on experlences with doxycycline
use during pregnancy by TERIS ~ the Teratogen
Information Sysiem = condluded that therapeutic
doses during pregnancy are unlikely 10 pose a
substantial teratogenic risk (the quanity and
quality of data were assessed as dmited to falr),
but yye data are insufticient Lo stats that there 18 no
risk<,

A case-control study (18,515 mothers of infants
with congenital anomalies and 32,804 mothers of
Infants with no congenital anomalies) shows a
weak bul marginally statistically significant
assoclation with 1otal malformations and use of
doxycycline anytime during pregnancy. (Sixty-
three (0.19%) of the contrals and 56 (0.30%) of the
cases were lrasted with doxycyclng), This
association was not seen when the analysis was
conlined (o maternat ireatment during the period of
otganaganesis (ie. In the second and third months
of gestation) with the exception of & marginal
relationship with nogm tube detect based on only
two exposed cases”,

A small prospective study of 8t aoregnancles
describes 43 pregnant women treated for 10 days
with doxycyciine during early first trimester, All
mothers reported th’% oxposed Infants were
normal &t t year of age”,

Nurging Mothers: Tetracyclines are excreted in
human milk, howaver, the extent of absorption of
tetracyclines, Including doxycycline, by tha
broastied infant is not known, Shonlerm use by
factating women 8  not  necessarily
contraindlcated; howaver, the effects of prolonged
exposure, to doxycycline in breast milk are
unknown®, Because of the potential for adverse
reactions In nursing Infants trom doxycycline, a
decision should be made whether to discontinue
nursing of {0 discontinue the drug, laking Into
aceount the (mgomncc of the drug to the mothar.
(See WARNINGS),

Pediatric use: See Warnings and Dosage and
Administration,

ADVERSE REACTIONS

Oue 1o oral doxycycline’s virtually compiete
absorption, side effects to the lower bowel,
panticularly diarrhoea, have been infrequent. The
following adverse tions have been obsarved in
patients racelving tetracyclines:

Gastrointestinal:  Anorexia, nausea, vomiting,
diarthosa, glossitis, dysphagla, enterocolitls, and
inflammatory lesions (with moniilal overgrowtn) in
the anogenital reglon, Thesd reactions have been
caused by both the orai and parentecal
administration of tetracyclines, Rare instances of
esophagltis and esophageal uiceration have been
reported in patlents recelving capsule and tablet
forms of drugs in the tetracycline class, Most of
these patienis took maedicationsa Immediately
belore going 1o bed. (See Dosags and
Adminlstration).

Skin:  Maculopaputat and erythematous rashas.
Exfollative dermatitis has been raported but is
uncommon, Photosensitivity is discussed above
{866 Warnings).

Renal toxicity: Alse in BUN has been reported and
Is apparently dose related. {See Warnings).

Hyperseonsitivity reactions: Untlcarla,
angioneurotic edema, anaphylaxis, anaphyiactold
Urpura, pericarditis, and exacerbation of systemic
upus srythematosus,

Bulging fontanals in Infants and banign Intracranial
hypenension In adults have been teporied In
individuals recelving tetracyctines, These
conditions disappeared when the drug was
discontinued,

Biood: Hemolytic anemla, thrombocytopenta,
neutropenia and eosinophilla have been reported
with tetracyclines. When given over prolonged
petiods, tetracyclines have been reported to
produce brown-black microscoplc dlscoiouration
of thyrold glands, No abnormalities of thyrold
functions are known to occut,

DOSAGE AND ADMINISTRATION

THE USUAL DOSAGE AND FREQUENCY OF
ADMINISTRATION OF DOXYCYCLINE DIFFERS
FROM THAT OF THE OTHER TETRACYCLINES,
EXCEEDING THE RECOMMENDED 0QSAGE
MAY RESULT IN AN INCREASED INCIDENCE
OF SIDE EFFECTS.

Adults: The usual dose of oral doxycycline ja 200
mg on the first day of treatmant (agministered 100

© mg evary 12 hours) followed by a mainenance

dose of 100 mg/day. The malnlenance dose may
be adminlstered as & single dose of as 50 mg
every 12 hours, In the management of more
severe Infections (particularly chronle Infections of
the urinary tract), 100 mg every 12 hours is
recommended,

For pediatrio patients above eight years of age:
The tecommended dosage schedule for pediatic
atisnts walghing 100 pounds or tess is 2 mp/b of
y welght divided into two doses on the first day
of treatment, followed by 1 mg/ib of body welght
glven as a single dally dose or divided into two
doses on subsequent days. For more severe
infactions up to 2 m@/lb of body welght may be
used. For pediatric patlents over 100 pounds, the
usual aduit dose should be used,

Uncomplicated gonococeal infections In adulla
{axcept anorectal infections lnzmon): 100 mg, by
mouth, twice-a-day for 7 days®, As an shernale
single visit dose, administer 300mg slat followed In
one hour by & second 300 mg dose. The dose
may be adminlstered with food, Including mik of
carbonated beverage, as required,

Acute apididymo-orchiis  ceused by N,
onorrhoese. 100 mg, by mouth, twice-a-day for at
eas! 10 daysz.

Prlmag« and secondary gyphills: 300 mg a day in
divideq doses lor at least 10 cays.

Uncomplicated urathral, endocervical, or rectal
infection In adults caused by Chlamydia
trachomatis: 100 mg by mouth, fwice-a-day for at
least 7 daysé,

Nongonaceccal  urethrilis  caused by C.
trachomatls and U, urealyticum’ 190 mg, by
mouth, twice-a-day lor af least 7 days*,

Acuts  opldidymo-orehitls  caused by C.
trachomnalls: 200 mg by mouth, twice-a-day for at
least 10 days®,

Inhalation anthrax (post-exposure): ADULTS: 100
mg of doxycyeline, by mouth twice-a-gay for 60
days, CHILDREN: walghing less than 100 ib (45
kg{; 1 mgAb (2,2 mg/kg) of body welght, by mouth,
twice-a-day for 80 days. Children welghing 100 ib
of more should recelve the adull dose,

The therapeutic antibacterlal serum aciivity will
usually persist for 24 hours following
recommended dosage.

When used In streptococcal Infactions, therapy
should be continued for 10 days,

Agminisiration of adequate amounts of fluict along
with capsule and tablet forms of drugs In the
tetracycline class Is recommended to wash down
the drugs and reduce the risk of esophageal
Irritation and uiceration (see Adverse Reactions).

! gastrie lrritation occurs, it Is recommended that
doxycycline be given with food or mikk, Tha
absorption of doxycyciine is not markedly
ln:::oncod by simultaneous Ingestion of food or
milk,

Concomitent therapy: Antacids containing

aluminium, caiclum or magnesium, sodlum _

bicarbonate, and iron-containing preparstions

should not be glven to patienls taking oral
telracyciines.

Studies to date have indicated that administration
of goxycychne at the usual recommended 0oses
soes not lead 1o excessive accumulation of the
antibiolic in patients with renal Impalrment,

HOW SUPPLIED

OORYX Capsules 100 mg have a yellow
transparent body with ilght blue opaque cap; the
capsule beanng the inscription *DORYX WC* in
white Pailets are coloured yeliow. Each capsulé
contains specially coated peliets of doxycycling
hyclate equivalent 1o 100 mg of doxycycline
supplied in:

Buik containers of 80,000 capsulss (NDC §0548.
400-01).

DORYX® capaules 75 mg have an crangs
ransiucent body with opaque green cap. the
capsute beaning the Inscription *Doryx* on the tap
and 75mQ” on the body In black, Pellats are
coloured yellow, £ach capsuie contains specially
coated pellets of Doxycyciine Hyclate squivatent
to 75 mg Doxycycline suppiled In: Bulk containers
of 80,000 capsutes (NDU 50548-550.01),

STORAGE CONDITIONS
Store at controlied room temperature balow
25°C (T1*F).
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Caution = Fedsral law prohibits dlspensing
without prescription,

Revised Oclobsr 2002

Manufactured by:

F H Faulding & Co Uimited
1538 Maln North Road
Salisbury South

South Aystralia 5108

Distributed by:

Warner Chlicott Laboratories™
Warner Chilcott, Inc.

100 Enterprise Orive
Rockaway, NJ 07866 USA
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NDA SUPPL AMENDMENT
@Wamer Chilcott, Inc.

February 4, 2003
Janice Soreth, M.D., Director
Division of Anti-Infective Drug Products (HFD-580) oz _
Food and Drug Administration (CDER) RECEIVED
Document Control Room .
9201 Corporate Blvd. FEB 0 5 2003
Rockville, MD 20850 MEQA/CDER

RE: NDA 50-582 Doryx®Capsules (coated doxycycline hyclate pellets) 75 mg
Bulk FPL for approved Supplement NDA 50-582/S-016

Dear Dr. Soreth:

We are hereby submitting this information requested in your approval dated June 18,
2002 for S-016. Provided are 20 copies of the current bulk Package Leaflet (443271/6
dated October 2002) which reflect the additional information requested by the Agency in
your approval letter dated June 16, 2002.

Please note that the final Package Insert (W0838G015 dated July 2002) has been
previously provided to the Agency in our submission dated 11/08/2002

Should you have any questions or comments concerning this submission, please contact
me at (973) 442-3374. 1 can also be reached by FAX at (973) 442-3280

Sincerely,

Deborah Panei
Manager
Regulatory Affairs
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