DOXYCYCLINE - doxycyctine capsule
mbic Pharmaceuticals Inc.

Doxycycline Capsules, USP
Rx only.

To reduce the development of drug-resistant bacteria and maintain the
effectiveness of doxycycline capsules, USP and other antibacterial dru

doxycycline capsules, USP should be used only to treat or prevent infections.
proven or strongly suspected to be caused by bac

DESCRIPTION
Doxycycline, USP & a broad - spectrum antibacterial synthetialy derived from
oxytetracycine. Doxycycine monohydrate capsukes USP, 100 mg and 75 mg

mg o
doxycycine for oral adminstraton. The chemical designation of the it yelow
o pale yelow powder is alpha- 6- deoxy- 5- oxytelracycine.

Structural formul:
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CoptaaNa0g < W0 MW. = 46245
Doxycycline has a high degree of Ipid sokubity and a low affinty for calcium
Dindng, It s Mgy Siabe 1 normal numan Serum. Doxycycine wa ot degrade
nto an epanhydro form.

Inert. ingredients: microcrystaline celulose: sodium starch glycolate; pov
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edble black nk containing shelac, propykne ghcol. ron oxide biack and
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CLINICAL PHARMACOLOGY

and are bound They by the Iver in the urine and feces n Doxycyclne & P
Follo the foloving valu
Tme (i1 1s 2 3 4 8 12 24 48 T2
Conc.1.02 226 2.67 301 3.16 3.03 2.03 162 095 0.37 0.5
(ugim)
Average Observed Values.
Maximum Concentration 361 ugimt (= 0.9 s
Time of Maximum Concentration 26hr (= 1150
Elmination Rate Constant 0,049 per hr (+ 0.03 sd)
HalrLite 1633 hr (+ 453 50)

Excretion of doxycycine by the kidney is about 40%/72 hours in ndiduals with normal function (creatinine clearance about 75
mLimin). This percentage excretion may fal as ow s 1 to
5%(72 hours in ndvidudls 10 mumin). Studies

22 houts) . ndidoas wih normal and severely mpaierenafunctn.
Hemodalysis does not ater serum hait1

Popuiation ana
following standard of care ntravenous and oral dosing i 44 pediatrc patients (2 to 18
yeas o age) showe tha olometrcalyscaledcarence (L) of oxycycine n podlrc
10 <8 years of age (medan (range] 3.58 [2.27 t0 10.82] Lin/70 kg, N =11)
¥ ot drfer somfcanty from pedetrcpatent ~6 10 16 yers o se 027 (111 o

y wes
doeycyclng CL i hose 23 to <6 yeats o age (medan (range] 0071 [0.04L to 0 3091

raland 1V dosing was.
W

1) formulation alone.

Microbiology:
Mechanism of Action

by binding to the 305 bacteriostatic actity Gram-
positive and Gram-negative bacteria

Resistance

Cross resistance with other tetracyclnes is common,

Antimicrobial Activity

Doxycycline has been shown to be active against most isolates of the following microorganisms, both i wiro and in cliical nfections (see.
INDICATIONS AND USAGE).

Gram-Negative Bacteria
Acietobacter species
Bartonela bacilformis
Brucella species
Campylbacter fetus
Enterobacter aerogenes
Escherichia cofl

Francisela tuarensis
Hoemophius ducreyi

Gram-Positive Bacteria
Bacilus anthracis

Listeria monocytogenes
Streptococcus pneumoniae

Anaerobic Bacteria
Clostridium species

Fusobacterium fusiforme
Propionbacterium acnes

Other Bacteria

Nocardiae and other Actinomyces species
Borreta recurrentis

Chiamydophia psitaci

Chiamydia trachomatis

Mycoplasma pneumonise

Treponema palldum subspecies pertenue
Ureaplasma urealytcum

Parasites
Balantidium col
Entamocba species
Susceptibilty Te

For ot mlormateneqordng susceptbiy fast racoree rtac s ssockeed
forthis drug, please see:

Ritos i fda.gouISTIC.

INDICATIONS AND USAGE
T drug-resistant bacteria and of
USP and oft . Usp

that are proven or

tobe

avaiae, they Shoukd be consered i sokctig or Modiyig bt thrsy. I
‘absence of such data,

to the empiric selection of therapy.

Doxycycline & indicated for the treatment of the following infections:

fever, typhus . Q fever,
rickeltsialpox, and tick fevers caused by Rickettsie.

Psittacoss (ornithoss) caused by Chiamydophia psitaci.

Trachoma caused by Chiamydia trachomatis, akhough the infectious agent s not
always eliminated as judged by mmunofiuorescence.

Inclusion conjunctivits caused by Chiamydi trachomat

Uncompicated urethral, endocervicalor rectal nfections in aduts caused by Chiamydia
trachomas,

caused

Relapsing fever due to Borrelia recurrents.

Doxycycine i aiso 9
aram negate meroorgans.

Chancrod caused by Haemophius ducreyi

Plague due to Yershia pests

Tularemia due to Francisela tubrensi.

Cholera caused by Vibrio cholerze.

campy infections caused

Bruceloss due to Brucela species (n conjunction with streptomycin)
Bartonelosis due to Bartonela bacilform.

Granuloma inguinale caused by Kiebsiela granulomatis

' aroups
be resistant to doxycycline, culture and susceptibity testing are recommended.

Doxycycline & of infections
when ndicates

to the drug:
Escherichia col
Enterobacter aerogenes
Shigela species
Acietobacter species
infectons caused by
Reepratorywac and vy trac nfectons cause by Kitsils specis

Doxycych
st EroorGans M when bacteioRg testing ndKates apPTOpTte SusceptbiRy to
the drug

uow o

Anthrax udi
to progression of ized

Jy absorbed after oral adminitratin.



Bacilus anthracks.

When penicin s doxycycine s an
the following infections:

Syphils caused by Treponema palidum.
Yaws caused by Treponema palidum subspecies pertene.
Literiosis due to Literia monocytogenes.
Vincent's nfection caused by Fusobacterium fusiforme.
Actinomycosis caused by Actinomyces israeli,
Infections caused by Clstridium species.

in

In severe acne, doxycycine may be useful adiinctive therapy.

CONTRAINDICATIONS.

persons any of the
tetracycines.
WARNINGS

“The use of drugs of the tetracycine class, including doxycyciine, during tooth
deveopment (at hf ofpregnancy,narcy and chidhood o he ogeof 6 years) may
i teeth 6

obre Cammon fting ong e s o 16 s, Bt P b oS folowng
courses Enamel hypoplasa s 350 been eporte U

Goyevcine e ot yeate o e or s o when e ptenial penefis

re axaactad 1o ountogh e s b s or Kotk Condrpns (0, saras,

DAD) has 2 nearly al
antbacterial agents, incliding doxycycine
capsules, and may range n severity from mid darrhea to fatal colis, Treatment with aters the colon leading c. arfcie.
c
toxins A and B CDAD. Hypertoxin ofc. morbidey and
may coaD al patients who been reported to

y. 35 an
ccur over two months after the adminstration of antbacteril agents.

1 COMD b uspectd o confrc. ongo st ot cecad iakst . e

Seppkmaiation, sntom rcament of C. iR
and surgical evaluation shoukd be insteuted as clinicaly indicated.

(4, pseudotumor cerebri h with the use of
teracycines ki donycycinecapses. Cincal mandestaons of I ncude
headache, blurred viion, diplopa, and vision loss; papiedema can be found o
flndoscopy. Women of chidbearig age who aré ouerWERNt o nave a hsmvy of IH are:
g developing otretioin

and
pseudotumor cerebri

Athough IH typicaly resoives after dcontinuation of treatment, the possiilty for
permanent visual loss exits. If visual disturbance occurs during treatment, prompt
ated

for weeks after drug cessation patients shoukd be montored untl they stabitze.

acrease nth foua growth rate has baen observed i premarures ghen oral tetracycin n doses of 25 kg every s hours. T reaction was shown t be reversibe when
e drug wes decontiies

Resuks of animal studes indicate that tetracycines cross the placenta, are found in fetaltissues, and can have toxic effects on the developing fetus (often relted to retardation of skektal development). Evidence of embryo toxicRy has been noted in animais treated early n pregnancy. If any tetracyclne is used during pregnancy or f the patient becomes. 3 the fetus.

The antianabolk action of the tetracyclnes may cause an ncrease in BUN. Studes to date indicate that this does not oceur with the use of doxycycine in patiets with impaed renalfunction.

Photosensitivy manfested by an exaggerated sunburn reaction has been observed in some individuaks taking tetracycines. Patients be advised that this reaction can occur
and Skin erythema.

PRECAUTIONS

General:

A cter st repratons, s i g oy ez o overronh of
fungi. doxycycine

oo Sh o e abcomingcs nd sapropre et any it

Incision and dranage or other surgical procedures shoukd be performed n conjunction

Wi antibacteria therapy when indicated.

Prescribing doxycycine monohydrate capsules n the absence of proven or strongly

suspected bacterial nfection or a prophylactic indicaton  unikely to p

the patient and increases the rsk of the development of drug-resistant bacteri

Information for Patients:
Al patients taking doxycycine should be advised:
“to

discontinue therapy f phototoxicty (e.., ski eruptions, etc) occurs. Sunscreen or
sunblock should be considered. (See WARNINGS.
40,8k s lberaly dong wihdoxycclne o reduce th ik of esophageal katon
and ukeration (See AL
et the abpsrbrn of acycings & rediced when aken win foads, especily those
However,
y noeston of food or mac
reduced when (see

Drug Interactons.)
~not to use outdated or poorly stored doxycyciie.

Darhea s  common prolem caused by antbks whih usuahy nds when the
antiiotic starting treatment

o v ety 3 by ot (WP o WEROU o e A v v
a5 lte s two or more manths after having taken the usmnmmmmm s
occurs, patients should contact ther physician as s00n as pos:

ing
Shoutonh b uped 0 ekt bacteral ectons. ey Prviches el fectons (e
cribed to treat
DAkt U o 106 Sk Ak & 5 common to fed setier ary b th course o
herapy. the mecicaton should be taken exactly as Giected. Skippng doses o ot
the

)

and or ithe
future.

Laboratory Tests:
in s suspectes,
Should be done before treatment s started and the biood seralogy repeated monthiy for
atleast four months

in 3 of including
hematopoietc, renal, and hepatic studies shouki be performed.

Drug Interactions:

to depress
patients who are on anticoagulant therapy may require downward adustment of ther
anticoaguiant dosage.

drugs may of pencilin, itis

advisable to avoid giing tetracycines i conjunction wh penicilin

Aosorpton o tetzacyclnes & mpaed by antacii contaring alaminum, cakim, of
 ion-containing preparatir

Barbiturates, carbamazepine, and ahe«y\om decrease the hal-ife of doxycycine.
‘The concurrent use of tetracycine and methoxyflurane has been reorted to resut in
less.

effective.
Drug/Laboratory Test Interactions:
v occur dueto the

florescence test.

Carcinogenesis, Mutagenesis, Impairment of Fertiity:
Long-erm susies n oniml o evaate the corcnogenicpotental o doxycycine have

ot been conducted. However, there has been evidence of oncogenic actiy in fats in
Shucis wih rlated antbacteral oxyetracycine adenal and pRuEary tmor 9 and
e, athough mutageniciy of dorycycine

reported for related antbacterial (tetracycline, oxytelracycine). Doxy
T ofay ot dovage vt g i o3 350 okl hod ns Spparent ffcton
T Tty of femal ot Ehect o el ferciy nas ot been Stacied.

Pregnancy:
Teratogenic Effects.
e re o adeauate and wekconroled studies o the useof doxycycine i pregnant

Short.term, first trimester exposure. There are no human data avalak to
fects of bng.term therapy of doxycyCie 1 preanant women such a tha propased

concluded that therapeutic doses during pregnancy are unikely to pose a substantial
o q qualty as fmited to fair), but
the data are insuffcient to state that there is no risk.}
ers of ifants and 32,804
mothers of nfants wih no congenta anomales)shows a weak but margnly

Sy (01051 S and 56 0,530 of e
e e B win doyeyeing THE sssaaon v ot seun wher e andyss
was confined to materna treatment during the period of organogeness (i
secondand thrd monis ofgetaon) win e excepton o 2 marginalretonship wih
neuraltube defect based on oo nposd<

describes 43
Lo win conyering e oyt e Al e oo ek exposed
nfants were normal at 1 year of

Labor and Delivery:
The effect o tetracyclines on labor and delivery & nknown

Nursing Mothers:

Tetracycines are excreted in human mik, however, the extent of absorption of
fetracycines, nchidng doxycycine, by the oressted mant & not knoun, srt term
effects of

robnged xposurs o doxycyche b brest micars ukoown.d Secavseof the
decion shouid be
‘taking

Tpartance of i 4rog o the merher (sce WARNINGS)

Pediatric Ust

Because of the effects of drugs of the tetracyclie - class, on tooth development and
rovith use doxycycline npedirc patents § vears o ageor e onl e the

poentalneneis re expacted 0 cutweh th ks n severs o We-roteing

condions (e.q. anthrax, ed fever), particuarly

ot herapes. (e WARINGS and BOSAGE AND AOMINISTAATION)

ADVERSE REACTIONS.
Dueto de effects to the lower bowel,
The following have been

observed n patents receving tetracycines.
Gastrointestinal: Anorexia, nauses, vomting, darrhea, glossits, dysphaga,
enterocoits, and nflammatory lesions (wih monial overgrowth) i the anogental
region, and pancreatits. Hepatotoxictty has been reported. These reactions have been
caused parenteal amnstraton of tetracyclnes
sophagtsand esophagesluceratins have bee poris 1 ptents receting capsle
S taie fom of aruge  the tetracycine cse. Mo o thes

o imimediately befors Going 10 be. (566 DOSAGE AND ADHINISTRATION.
Skin: Hcuiopapular and enthermatous rashes Sevens Johnson syndrome, toxc

xfolative

i o e repore b & omcormon. Protosenseuy & doeunsed gbove
(See WARNINGS.)
Renal Toxicity: Rise in BUN has been reported and is apparently dose reiated. (See
WARNINGS )

3  anaphylaxis,
anaphylactold purpura, serum sickness, pericardis, and exacerbation of systemic lupus
erythematosus.

Blood: 3 neutropeni, and

reported with tetracycins.

Other: Intracranalhypertension (1, pseudotumor cerebr hasbeen assocsted weh

the use of tetracycines. (See PRECAUTIONS.General)

When given over prolonged periods, tetracycines have been reported to produce
N thyrod

function are known to oceur.

OVERDOSAGE
In case of overdosage, discontinue medication, treat symptomaticaly and istitute
Supportive measures. Dialyss does ot aker serum hai-Ife, and & wouk not be of
benefit i treating cases of overdosage.



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

s: The usual dose of oral

uoxvemme 200 mg an the st day of reatment (admintered 100 mg
12 hours or 50 mg every 6 hours) folowed by @ maintenance dose of 100 mg/day. The.
mamtanan(e Gose
be administered as a single dose or as 50 mg every 12 hours. nfections
100 g every 12 hours & recommendedt
‘Peditric patients:
For al pedalrc pans woghing e han 45 kg wah sevre or e restenng

fectons (e, anthra, Rocky Mountan spoted fever, he recommended dosage s
22 mggof ody weht sdminstered evry 12 e, Chiden e 45 4 or
Shoue receve the aduk dose (see WARNINGS and PRECAUTIONS).

For pediatric patients with less severe disease (greater than 8 years of age and weighing

2.2'mg per kg of body welght (given 25 a single day dose or divided nto twice daly
dases). For pediatrc patients weighg over 45 kg, the usual adut dose shoukd be Used.

il usually p 24 hours following
recommended dosage.

When used in streptococcal nfections, therapy shoukd be contnued for 10 days.

of fud aong wh forms of
i redce the

drugs in h
sk of esophageal rtation and uiceration. (See ADVERSE REACTIONS)

I gastric
AT Sk of derycine & ok ey Wsncas by Semikancous Sston
of food or mik

Studies

does not lead to of
Wit renal impairment.

Uncompkcated in aduts in
\en): 100 mg, by mouth, twice a day for 7 days.
e ermate Al ot g5 e 300 o S0 olowee 7 one hour by a second 300 m dose.

ised by N. 100 mg,
By Mouh, twie s Gay for at st 10 G

Primary and secondary syphi

100 mg a day in divded doses for at least 10 days.

Uncomplicated urethral, endocervical, or rectal infection in adults caused by Chiamydia trachomatis: 100 m, by mouth,
twice a day for at least 7 days.

Nongonococcal urethritis caused by C. trachomatis and U. urealyticu

00 mg, by mouth, twice a day for atleast 7 days.

Acute epididymo-
orchitis caused by C. trachomatis: 100 mg, by mouth, twice a day for atleast 10 days.

Inhalational anthrax (post-

exposure ADULTS: 100 mg o donycycine, by mouth, twice o dayfo 50 days, CHLDREN: weighin s than 45
kg: 2.2 mghkg of body weight, by mouth, twice a day for 60 days. Chidren weighing

kg or more should recelve the adu o

HOW SUPPLIED

. hard
geltin Capsules size *2” having imprinting "A” o cap with biack Ik and "241” on body
Wi biack nk fled wih yelow to brown granulr powder. Each capsule contains
doxycyclne monohydrate equialent to 75 mg. doxycycine.

NDC 62332-249-30 otk of 30 capsules
NDC 62332-249-31  bottke of 100 capsuies

Doxycycine capsls USF, 100, mg_are gpade brown caplopaque yolow bady hrd
geltin capsuls size *1” having imprinting "A” on cap with white ink and 242" on body.
e brow ks wEh yellow t brown Oranulr powder, Each capsue contans
doxycycine monohydrate equivalent to 100 mg doxycycline.
NDC 6233225030 bottle of 30 capsuies
NDC 62332.250-50  botties of 50 capsules
NDC 6233225060 bottie of 60 capsues.
NDC 6233225061 bottie of 250 capsuies

re at 25°C (77°F); excursions permikted to 15" to 30°C (9 to 86°F) [ses
USk Controlled Room Temperat

Dispense ina tight light- resistant container as defined in the
USP/NE.

ANIMAL PHARMACOLOGY AND ANIMAL TOXICOLOGY
Hyperpmentatn of th tyrod as been praduced by members of th teacycing
s n e folowingspeces: s by axyracycne, coxycycin, eracyckn PO
S tnacycin: 1 s by doxyeyie. mhocyckr. i
Trethacycine: I 40gs by doxycyckne and mPoCyCine; m Monkeys by minscycine.
Minocycine, tetracycline PO, methacycine, doxycycine, tetracycine base,

HCl in rats fed

by effect

9
alarge goiter wih high
rats fed a relatively high lodine et
f various animal species with this class of drugs has also resulted i the

indacton of ot hypepiaia he folowing: s nd dogs mnocycine

in rats and Adrenal gland
e e B sheera o a1 e vl it
Catyour doctorfor medialadvice about s fects: You may eport sde ffecs to

Jc Pharmaceuticals Limited at 1.866-210-9797 or FDA at 1-800-FDA- 1088,
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