DOXYCYCLINE - doxycyctine capsule
mbic Pharmaceuticals Limited

Doxycycline Capsules, USP
Rx

To reduce the development of drug-resistant bacteria and maintain the

effectiveness of doxycycline capsules, USP and other antibacterial drugs,

donyeycine capsules, USP shoukd be used only o treat o prevent nfections
proven or strongly suspected to be caused by bactes

DESCRIPTION

Doycycne USP s 8 beos - spetrum snactrl synteay derked from
racyine Docycycine monaryrte copeues USE 100 19 and 75 m

Contan. doxycycine monohydrate equnalent to. 100

donycycing for oral adminiratn. The checal desnaton of e yelow
o pale yelow powder is alpha- 6- deoxy- 5- oxytetracyck

Structural formul:
o o

CopHaaa0g < K0 MW, = 462.45
Doxycycline has a high degree of ipid sokubity and a low affiny for calcium
binding. It is highly stable in normal human serum. Doxycycine wal not degrade
into an epanhydro form.

Inert ingredients: microcrystaline celulose; sodium starch ghcolate; povidone:
coloidal siicon dioxide; magnesium stearate; and a hard gelatin capsule which
contains ron oxide biack, ron oxide red, Fon oxide yolow, titankum doxide,
geltin and sodium lauryl suhate. The Capsule shels of 75 mg are printed wih
edble black ik containing shelac, propykne glcol, on oxide black
potassium hydroxide. The cap of 100 mg capsuie shels & printed wih edble
ke nk contaning shelac. propykne ghcol polasskm ycrosde and tankm
dioxide. The body of 100 mg capsule shels s pritted with edibie and brown
"k contaning shelac, propyene ghcal. potasshm hydroxie. ¥on oxde brown
@ Fon oxide

CLINICAL PHARMACOLOGY

and are bound y by the Iver in

Folowing a 9 vahs:

Tme (k1 1s 2 3 4 8 12 24 48 72

Conc. 102 2.26 267 301 3.16 3.03 2.03 162 095 037 015
(ugimL)

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 5d)
HalrLe 1633 hr (453 5d)

Excretion of dorycycine by th Kdney s sbout 40%/72 hours i el wih normal functon (crestnine cerance about 75
mLjmin). This percentage excretion may fal as low as 1 t

the urine and feces at high concentrations Doxycyclne &

5%/72 hours in ndidudls 10 mUme). Studes
ffe of doxycycine (range 18 to

22 hours) n ndividuals with normal and severely impaired renal function.

Hemodalysis does not ater serum half-e.

Microbiology:

Mechanism of Action

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

Resistance

Cross resistance with other tetracyclines is common,

Antimocrobial Activity

been shown the folowing both i viro and (see
INDICATIONS AND USAGE).

Gram-Negative Bacteria
Acietobacter species
Bartonela bacilformis
Bruceta species
Campybbacter fetus
Enterobacter aerogenes
Escherichia col
Francisela tularensis
Hoemophius ducreyi
Haemophius influenza
Kiebsiela granulomatis
Kiebsiela species
Neisseria gonorrhoese

Yersinia pestis

Gram-Positive Bacteria
Bacilus anthracis

Listeria monocytogenes
Streptococcus pneumonise

Anaerobic Bacteria
Clostridium species

Fusobacterium fusiforme
Propionibacterium acnes

Other Bacteria

Nocardiae and other Actinomyces species
Borrefa recurrentis

Chlamydophia psitaci

Chiamydia rachomatis

Mycoplasma pneumonise

Rickettsize.

Treponema palidum

Treponema palldum subspecies pertenue
Ureaplasma urealyticum

rasites
Balantiduum col
Entamoeba species

Susceptibilty Testing Methods
When avaiabie,
of used and
practice areas
periodic
acquired pathogens. These reports should ad the physician n sekecting the.
 effectve antimicrobi,

Dilution Techniques.
Quantiative methods are

Gram-

used (MICs). These MiCs of
The MIC values should be interpreted according to crieri provied i Table 1.

Diffusion Techniques

The MICs shouid be determined using a standardized test method (broth and/or agar). 12467

atter

that can also of bacteriato
doxycycine. provided

n Table 1.

Anaerobic Techniques.
For anaerobic bacteria, be determined method 13 The MIC values.
sbtsned shoud be tepreted acording t th criersprovided 1 Tabe 1

Susceptibiity Test Interpretive Crieria for Doxycycline and Tetracyciine

Bacteria Agar
nhiitory Cnm-mulhnnhm- ter (mm)  DAation
(mcg per mL) (meg
per mi)
s R s 1 R S
Acketoboct
Dorycycine Teracycine
= 8 =623 00 =9 -
= 8 =625 12 =1
12t
1
Anerobes Tetracycine
S e .. saaas
acis antract Doxycycine
Tetracycin =1 - -
= .
Bruceta species! Doxycycine
ine =1 FE -
=
Enterobacteriaceae Doxycycine
acycine s 8 21624 Ut S0 - - -
= 8 =65 13 =
12
14
scelo tulr
Doxycycine Tetracycine
@ - - .
e :
Hoemophius nflenzae
Tetracyc!
2 4 =8 229 26t =25 -
28
ycoplasma pneumonie!
Tetracycl
S e
Hesser gonoroeast
Tetrat
- - 23 3110 3050250522
37 t©
T
Norcardiaeand other aerobic
Actinomyces species Doxycycine
1 204 =8 .
Steptococcus preumonia
Doxycycin
<025 05 =1 228251027<2
=1 2 =4 228 25t =24 - - -
27
Vibrio cholerae
Doxycycine = 8 =6 - - - .
Tetracycine 8 =6 - - - .-
Yersini pestis
Doxyeycine = 8 =6 .
Tetracycine P R T -
Ursoplsmaaraytcum
Terat
P Y

* Organsms However, resistant to tetracycine

test method -

aThis

paper disks

pregr

30 meg doxycycline to test the.



may be susceptile to doxycycline.
urrent absence of resistance isolates precludes defining any resuls other than

“Susceptibl”. If Solates yieking MIC resuls other than susceptibe, they.

Should be submitted to a reference aboratory for further testing.

: 9 less than 19

Should be confirmed by a dution test (MIC = 16 mcg per m).

frporeof suscptl () cates e e aremircbl sy o
nhibR growth of the microorganism i the antimicrob

Teaches the concentratons ceualy achievabl at

tection. A reprto ntermedate () ndiates tha

i ooty feacie arugs. This category impl in body stes product s
o n siuations drug can be used. This category aso provides a bu from causing major discrepancies n nterpretation. A report of Resistant (R) ndicates. s not lkey to
¥ the antimicrobialdrug
reaches usuaty oy be selected
Quality Control
to monitor and precision of the supples and reagents used in the assay, and the techniques of the individuals performing Standard shoud MIC values noted in Table 2. For the diffusion technique using the.

0 meg doxycycinedk or 30 e tetracycinedisk
et ot  she b 2

Acceptable Ranges Testing and Tetracycline

Qc strain

Enterococcus  faecals
ATCC 20212

Doxycycine 208 - -
Tetracycine B3 -

05102 18024
Tetracycine 05t02 181025 .
Doxycyclne. 20016
Hoemophius
Tetracycine a0 1022 -
Tetracycine
a2 025t
T
Staphylococcus aureus
aTcc

Doxycyclne. - 231029 -
Tetracycine 2030 .

Doxycycine 0121005 - -
Tetracycine 612101 . .

Doxycycine 001510012 25103 -
Tetracycine 0061005 271031 -

Tetracycine - 01250
os

acteroides

thetabtaomicron ATCC

20741

Doxycycine - - so32

Tetracycine 0061005 - 0.06

Tetracycine - . =8

“ ATCC is the Amerkcan Type Cuture Collection

INDICATIONS AND USAGE
T

of
. USP and Usp

to b
ok, iy ahous e considered n st o modyg ntbaceral theray. In
the absence of such

10 the empric sekcton o therapy

any(y:hne s indicated for the treatment of the folowing infections
s Mortan sptted fover, typhus fover and the yphus roup, @ fver,

ket bpon, and K Fevers coused by

Rickettsiae,

Psittacosis (omithoss) caused by Chiamydophia psitaci.
achons cause by Chiy trachamacs sthouhthe fectous gen s nox
eliminated a5 judged by mmunofiuor

et cawn:lrvns caused hy Chl.;myde trachomats

Uncompicated urethral, endacervicalor rectal nfections in aduls caused by Chiamydia
trachoms.

Relapsing fever due to Borrela recurrents.
Doxycycine i ako o
aram negate meroorgansms.

Chancroid caused by Haemophius ducreyi

Plague due to Yersia pests.

Tularemia due to Franciseta tulrensis.

Cholera caused by Vibrio cholerae.

infectons caused

Bruceloss due to Brucea species (n conjunction with streptomycin),
Bartonelosis due to Bartonela baciforms.
Granuloma inguinale caused by Kiebsieta granulomatis

. cuture and

Doxycycline & of w«zm
when ' indicates

to the drug:
Escherichia col

Shigota species

Achetobacter species

fections caused
o fections caused
Ooxyeycine s of nfectons
hen o ndates
Thearus
oper

Anthrax "

Bacius anthracs. "
iciin s doxyeyclne’s an

the folowng nfectins

Syphils caused by Treponema pakdum

Yaws caused by Treponema palidum subspecies pertente.

Usterksi due to Literi monocytogenes.

Vincent's nfection caused by Fusobcterm fusforme.

Actinomycosis caused by Actiomyces srach

Infections caused by Closridum species.
n
In severe acne, doxycycline may be useful adnctiv therapy.
CONTRAINDICATIONS.

persons anyofthe

tetracycines
WARNINGS

The use of drugs of the tetracyclne class, including doxycyciine, during tooth
pregnancy, to the age
the teet e

more common during long-ter use of the drugs, but & has been observed folowing

repeated short-term courses. Enamel hypopiasia has akso been reported, Use of

doxycycine n pediatric patients 8 years of age or less only when the potential benefits
re expected to outweigh the risks in severe or ie-threatening condilons (e.g. anthrax,

2 DAD) has been rept
antiacterial agents, including doxycycine

Capsules, and may range n severty from mid darrhea to fatal colis, Treatment wih aters the colon leading c. afie.
c
toxins A and B CDAD. Hypertoxin of . morbidty and
may oD al patients who use, DAD has been reported to

y, 35 can
occur over two months after the adminstration of antbacteril agents

1 COAD & suspected o confrmed, ongoing ntbiotc use o drected agant . dificie
proten

Sompmentaton, sstoote estmenofC. e
and surgical evaluation should be instkuted as cinicaly indicated.

(IH, pseudotumor cerebri h with the use of
teracycines kg doxycycine capses. Cnkal mandestatons of I ncude
headache, blurred vion, diplopa, and vsion los; papiiedema can be foun

mnﬂos(opy Women of Cnidbearsng age Who aré Guerweignt o have  Htory o I are
at greater risk for developing tetracycline associated IH. Concomitant use of sotretioin
s

and
pseudotumor cerebri

ARRough IH typical resolves after discontinuaton of treatment, the possibilty for
nent i 9 . prompt
Jevated

ted. o
for weeks after drug cessation patients shoukd be monitored unti they stabiize.

in any
A decrease in the fibula growth rate has been observed in prematures given oraltetracycline in doses of 25 makg every six hours. This reaction was shown to be reversible when
the drug was discontinued.

Resuts of animal studies indicate that tetracycines cross the placenta, are found i fetaltissues, and can have toxic effects on the developing fetus (often related to retardation of skeketal development). Evidence of embryo toxicy has been noted In animals treated pregnancy. If used ifthe patient be : the fetus.

The antianabolk acton of the tetracyclnes may cause an ncrease in BUN. Studies to date indicate that this does not occur with the use of doxycycine in patients with impared renal function.

Photosensitivey manfested by an exaggerated sunburn reaction has been observed n some individual taking tetracycines. Patients apt to be exposed to direct sunight or ulravioke ight shoul be advised that this reaction can occur
wih . and skin erythena.

PRECAUTIONS



5 wih other antbacterl preparstions, e o s drug may resut n overgrouth of
fungl. I doxycycine

oot Shous e dlcomingcs nd sapropre erany it
Incion and draage r other surgcal rocedures shoud be performed nconkncton
with antioacteral therapy when ndicat
Prescribing doxycycine monohydrate capsules n the absence of proven or strongly
bacterial nfection or a prophylctic indicaton  unikely to provide benef to
the patient and increases the rsk of the development of drug-resistant bacteri

Information for Patients:
Aspatents taking doxycyclne shoudbe advied

Gcontinue heropy T phatotoxEAy (€0 S BT, 63 occurs. Sonstreen or
sunblock should be considered. (See WARNINGS.

todnk s oraly along win doxycycne tofeucethe sk of esophagal faton
and ukceration. (See ADVERSE REACTIONS.)

that the absorption of teracycines ks rduced when tken wih foods, especily those

ever,
y noeston of food or mac
reduced when (see

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

Dirrhea s a common problem caused by anbitcs which usualy ends when the
antbiotic starting treatment

o v ety 3 by stost wEh o wEROU horath o A v v
as lte as two or more months after having taken the last dose of the antboti. If this
occurs, patients should contact ther physician as soon as possible.

ot onh b upes 0 et bacteral Frctins. Ty oo o Ueal el fectons (e
rescribed to
DAkt U o 106 Sk sk & 5 comimon to fe st ary b th course o
therapy. the medication should be taken exactly as directed. Skipping doses or not
a the

@

and or ithe
future.

Laboratory Test:

in s suspected,
Shouid be done before treatment s started and the biood seralogy repeated monthiy for
atleast four months

In 3 of including
hematopoetc rena, and hepatic studies shouki be performed.

Drug Interactions:

W a1 antkesgulnt tesapy ey reqire domward gk o her
oo dosage.

drugs may of pencilin, itis
advisable to avoid giing tetracycines i conjunction wth penicilin
Aosorpton o tetracyclnes & mpaed by antacit contaiing aliminum, cakm, of
ron-containing preparator
Barbiurates, carbamazepine, and ahe«y\o\n decrease the hal-ife of doxycycine.
‘The concurrent use of tetracycine and methoxyflurane has been reported to resul i
less.

effective.

Drug/Laboratory Test Interactions:
. occur dueto the

florescence test.

Carcinogenesis, Mutagenesis, Impairment of Fertiity:

s i anmas to ycycine have

ot Been conducted. However, there nas been evigence of oncogenic accuty i rats n
ks wi fabred anpacterbt onytetacycin (arerel s plkacy imors) and
e, athough mutag of doxycycne

reported for rebted nnnbz(leml(lena(ychns oxytetracycine). Doxycycine
adminstered orall at dosage levels as high as 250 mglkgday had no apparent effect on
S ertity of femel ot et om ok ety s ot beoh St
Pregnancy:
Teratogenic Effects.
Pregnancy Category D:
e aren adeaute and ek conrokd studes on the useof dxycycine n prognnt
shortterm,

e f by ety o domscyioe 1y regnant ot S tht praposed
for treatment of
with doxycycine use during pregnancy by TERIS - the Teratogen Information System -
concluded durig

q qualty of fniced to fai), but
the data are nsufficint 1o State that there s no risk.®

of 0 32,808
othees o nfants Whh o Cangenkalsnomalke) Shows 5 weak but margnaly
association wih e of doxycycine
(Svty-three [0.19%] of 56 0.3%) of the

ases were treated with doxycycine.) This assoclation was not seen when the analysis
was confined to maternal treatment during the period of organogeness (Le., in the
Second and third months of gestation) wih the exception of a marginal relatonship with
neural tube defect based on unry two exposed cases.

des
10 G e comyereine cur ey et imesie Al moiner epones ek exposed
infants were normal at 1 year of a

Labor and Delivery:
“The effect o tetracyciines on labor and delivery i nknown

Nursing Mothers:

Tetracycines are excreted in human mik, however, the extent of absorpton of

tercychos g doryeycne by e breastied nfant & not known. Shortterm
. the effects of
Secause of

potentafor aduerce reacors mrurshg fants o eyt s o
king nto account the

mportance of th drug to the morher (See WARNINGS.)
Pedatric Use:

Because of the effects of drugs of the tetracycline - lass, on tooth development and
growth, use doxycycline i pediatric patients 8 years of age or ess only when the.
potential benefs are expected to outwegh the rsks in severe or fe-threatening
condtions (e.q. anthrax,

ADVERSE REACTIONS

Dus toorldoxycycinesurtuly compie osorpton e et o theower bowe
e follwi

observed in patents receiing tetracycines
Gastrolntestina: Anorexs, naused, vomting, darthes, g, aysphage,
lesir

the anogenital
e have been

Caused oy boththe oral and parenteral admnisiatonof etracyclnes Rare nstances of
Scphagks 3 esopmagealestons v e rporss 1 ptnts et capsle

and taie forms of Gruge  the tetTacycine ciass. Mos o the
ity before o 1 be (5 DOSAGE AND ADHNISTRATION

Maculopapuiar and erythematous rashes, Stevens-Johnson syndrome, toxic

Exfolative

dermatiis has been reported but s uncommon. Photosensenity & discussed above.

(See WARNINGS.)

Renal Toxicit

WARNINGS.)

ski

s in BUN has been reported and i apparentl dose related. (See

anaphyictod pupurs,serum sckness, petarae, oo eaeerbion of systemic pus
erythematosu:
anemia, thrombocytopena, neutropenia, and eosinophila have been

reported with tetracyciines.

Other: Intracranil hypertension (I, pseudotumor cerebri) has been associated w

the use of tetracyclines. (See PRECAUTIONS-General )

When gven over prolonged peros, etracycines have been repored to produce
thyre

function are known to occur.

OVERDOSAGE
I case of overdosage, discontinue medication, treat symptomaticaly and institute
Supportive measures. Dialyss does ot ater serum hai-Ife, and & wouk not be of
beneft i treating cases of overdosage.

DOSAGE AND ADMINISTRATION
OSAGE 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 ora
doxvty(hrve 5200 mgon the et oy of treament caminstered 100 m

5 hours or 50 mg every 6 hour) olawed by a mantensnce dose of 100 mo/day. The
mainienance dose
administered as a single dose or as 50 mg every 12 hours. par Infections of the urinary tract,

100 mg every 12 hours & recommended.

Pediptric patients:
For all pediatric patients weighing less than 45 kg wih severe or lfe-threatening
Infections (e.g. anthrax, Rocky Mountain spotted fever), the recommended dosage s
2.2 makg of body weight administered every 12 hours. Chiren weighing 45 kg or
more should receve the adultdose (see WARNINGS and PRECAUTIONS).

For pediatric patients with less severe disease (greater than 8 years of age and weighing
less than 45 ko), the recommended dosage schedue s 4.4 mg per kg of body weight
diided fnto two doses on the st day of treatment, folowed by a maintenance dose of
2 mg per kg of body weight (given as a single daiy dose or divided nto twice dally
doses). For pediatric patients weighig over 45 kg, the sual adut dose shouid be used.

il usually p 24 hours following
recommended dosage.

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

of it ang wen of
d reduce the

drugs
L ommages -kt and Uccroton et ADVERSE REACHONS)

If gastric it wih food or
mik. The absaorption of doxycycine & not markedly influenced by simukancous igestion
of food or mik.

Studes

does
Wit renal impairment.

in ks n
men): 100 ma, by mouth, twice a day for 7 days. As
ke Sk v dose.adrimete 300 g St folowed i 0 haur by a second 300 mg dose

d by N. £ 100 mg,
by mouth, twice a day for at least 10 days.

Primary and secondary syphiis: 300 mg a day in divded doses for atleast 10 days

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

Nongonococcal urethritis caused by C. trachomatis and U. urealyticu

100 mg, by mauth, twice a day for at keast 7 days.

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

Inhalational anthrax (post-
LTS 160 mo of doxycycin, by mouth, tuice adayfor 60 days. CHILOREN: weshing kss than 45

kg ofbody wesl. by o, wice > doy o 60 days. Chidren g

o ot She e e ook dos

HOW SUPPLIED

oo Ay e -2 Vg IaBriin K- on cop WA Sk ik and 341+ on oy
Wi back nk filed wh yelow to brown granulr powder. Each capsule contain

doxycycine monohydrate  equivalent to 75 mg. doxycycine.

NDC 4670824930 bottie of 30 capsules

NDC 4670824931 bottie of 100 capsules

Doxycycline capsules USP, 100 mg are opaaue brown capiopaque yelow body hard



geltin capsuls size *1” having imprinting "A” on cap with white ink and “242" on body.
with brown ink filed with yellow to brown granular powder. Each capsue contains
doxycyclne monohydrate equivaent to 100 mg doxycycline.

NDC 4670825030 bottie of 30 capsues

NDC 46708-250-50 botties of 50 capsuies

NDC 4670825060 bottle of 60 capsuks.

NDC 4670825061 bottie of 250 capsules

re at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see
TSk Controlled Room Temperaturel.

Dispense ina tight light- resistant container as defined In the USPINF.

ANIMAL PHARMACOLOGY AND ANIMAL TOXICOLOGY
pigmentation of the thyroid has been produced by members of the tetracycline
class i the following Species: n rats by oxytetracyciine, doxycycine, tetracycine POz,
and methacycine; in miniigs by doxycycine, minocycine, tetracycine POy, and
nacycine; in dogs by doxycycine and miocycing; m monkeys by miocycine.

Minocycine, tetracycline PO, methacycine, doxycycine, tetracycine base,
HCl in rats fed

™ ic effect

g
alarge goiter wih high

rats fed a relatively high odine et
nt of various animal species with this cass of drugs has @k resuted n the.
naucton o thyrod Twperpisa inthe olowing n 3t and dogs (minocycine). n
in rats and ‘Adrenal gland
et b e s i goae 15 et v Goiepebne
Call your doctor for medical advice about sile effects. You may report skl effects to
FDA 3t 1-800-FDA-1088.
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PACKAGE LABEL.PRINCIPAL DISPLAY PANEL 75 mg

Doxycycline Capsules, USP 75 mg (30's botte pack)
Each capsule containg doxycycline monohydrate, equivaent to 75 mg of doxycycline

usp.
16708.249-30

MO 46708.249-30 i
Doxycycline | A
Capsules, USP —H
[Em] =
e 2 X
e R,

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL 100 mg
Doxycycline Capsules, USP 100 mg (30's bottle pack)
h capsule contains doxycycline monohydrate, equivakent to 100 mg of doxycyclne

usp.
46708.250.30

0C 16708.250.30
Doxycycline
Capsules, USP

100 mg

L Ay,

DOXYCYCLINE
donpeycine capsule
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	Doxycycline Capsules, USP Rx only To reduce the development of drug-resistant bacteria and maintain the effectiveness of doxycycline  capsules, USP and other antibacterial drugs, doxycycline capsules, USP should be used only to treat or prevent infections that are proven or strongly suspected to be caused by bacteria.
	DESCRIPTION
	CLINICAL PHARMACOLOGY
	INDICATIONS  AND  USAGE
	CONTRAINDICATIONS
	WARNINGS
	PRECAUTIONS
	General:
	Information for Patients:
	Laboratory Tests:
	Drug Interactions:
	Drug/Laboratory Test Interactions:
	Carcinogenesis, Mutagenesis, Impairment of Fertility:
	Pregnancy:
	Labor and Delivery:
	Nursing Mothers:
	Pediatric Use:

	ADVERSE REACTIONS
	OVERDOSAGE
	DOSAGE AND ADMINISTRATION
	HOW SUPPLIED
	ANIMAL PHARMACOLOGY AND ANIMAL TOXICOLOGY
	REFERENCES
	PACKAGE LABEL.PRINCIPAL DISPLAY PANEL 75 mg
	PACKAGE LABEL.PRINCIPAL DISPLAY PANEL 100 mg

