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Dorycyc ine is contraindicated in persons who have shown hypersensitivity to
any of the tetracyclines. (4)
'WARNINGS AND

The use of drugs of the tetracycline-class during tooth development (last
half of pregnancy, nfancy and childhood to the age of 8 years) may cause
permanent discoloration of the teeth (yellow-gray-brown). (5.1)
Clostridium diffic le-associated diarthea: Evaluate patients if d arrhea
ocurs. (

. manifested by an exaggerated sunburn react on has been

AND USAGE
tablets, USP are a tetracycll lass anti-

Doxycyeline hyclate delayed-rel
bacterial indicated for:
Rickettsial infect ons (1.1)
Sewually transitted nfections (1.2)

Respiratory tract infections (1.3)

Specific bacterial infections (1.4)

Ophthalmic nfections (15)

Anthrax, including infalational anthrax (post-exposure) (1.6)

Alternative treatment for selected infections when penicilln is contraindi-
cated (17)

Adjunctive therapy in acute intestinal amebiasis and severe acne (1.8)
Prophy axis of malaria (1.9

To reduce the development o drug-resistant bacter a and ma ntain the effec-
tiveness of dosycycline hyclate and other antibacter al drugs, dosyeycline hyclate
delayed-release tablets should be used only to treat or prevent nfections that are
proven or strongly suspected to be caused by bacteria. (1)

~-- DOSAGE AND ADMINISTRATION -
*  Adults: the usual dose of oral doxycycline is 200 mg on the first day ol
treatment (administered 100 mg every 12 hours) fo lowed by a mainte-
nance dose of 100 mg daily. In the management of more severe infections
(particu arly chronic infections of the urinary tract), 100 mg every 12 hours
is recommended. (2.1)

For children above 8 years of age: The recommended dosage schedule for
children weighing 45 kg or less is 4.4 mg/kg of body weight divided nto
two doses on the first day of treatment, fo lowed by 2.2 mg/kg of body
weight given as a single daily dose or divided into two doses on subse-
quent days. For more severe infections up to 4.4 mg/kg of body weight may
be used. For children over 45 kg, the usual adult dose should be used. (2.1)

- DOSAGE FORMS AND STRENGTHS -
Tbles: 75 mg, 80 mg and 100 mg (3

observed in some individuals taking tetracyclines. Limit sun exposure
63)

Overgrowth of non-susceptible organisms, including fungi, may occur.
Reevaluate therapy if superinfection occurs. (5.4)

-- ADVERSE REACTIONS

daily. The maintenance dose may be administered as a single dose or as 50 mg
every 12 hours. In the management of more severe infections (particularly chron-
ic nfect ons of the urinary tract), 100 mg every 12 hours is recommended

For Pediatric Patients Above 8 Years of Age: The recommended dosage
schedule for children weighing 45 kg or less is 4.4 mg/kg of body weight divid-
ed into two doses on the f st day of treatment, followed by 2.2 me/ke of body
weight given as a single daily dose or divided into two doses on subsequent
days. For more severe infections up to 4.4 me/kg of body weight may be used.
For children over 45 ke, the usual adult dose should be used.

Administration of adequate amounts of luid along with capsule and tablet forms
of drugs in the tetracycline-class s recommended to wash down the drugs and
teduce the risk of esophageal iritation and ulceration [see Adverse Reactions (6)].
If gastric iritation occurs, dowycyc ine may be given with food or mik [see
Clinical Pharmacology (12)]

Adverse reactions observed in patients receiving tetracyclines include anorex-
ia, nausea, vomiting, diarrhea, rash, photasensit vity, urticaria, and hemolytic
anem a.

To report SUSPECTED ADVERSE REACTIONS, contact Mylan Pharmaceuticals
Inc. at 1-877-446-3679 (1-877-4-INFO-RX) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG
Patients who are on anticoagu ant therapy may require downward adjust-
ment of their anticoagu ant dosage (7.1)
Avoid co-administration of tetracyclines with penici lin (7.2)
Absorption of tetracyclines is mpaired by antacids containing aluminum,
calcium, or magnesium, bismuth subsalicylate and iron-containing prepa-
rations (7.3)
Concurrent use of tetracycline may render oral contracept ves less effec-
tive (7.4)
Barb turates, carbamazepine and phenytoin decrease the half-life of dox-
yeyel ne (7.5)

-~ USE IN SPECIFIC POPULATIONS ----
Tetracyclines are excreted in human milk; however, the extentofahsnvuhon
of dowycyeline i the breastfed infant is not known. Doxycycline use during
nursing should be avo ded if possible. (8.3)

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved Patient
Label ng.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

To reduce the development of drug-resistant bacteria and maintain the effec-
tiveness of dowycycline hyc ate delayed-release tablets, USP and other ant bac-
terial drugs, doxycycline hyclate delayed-release tablets should be used only to
treat or prevent infect ons that are proven or strong y suspected to be caused
by susceptible bacteria. When culture and susceptibility information are avail-
able, they should be considered n selecting or mod fying antibacterial therapy.

Because many stra ns of the fo lowing groups of microorganisms have been shown
to be resistant to dowycycline, culture and suscept bility testing are recommended.
Doxycyc ine is indicated for treatment of infections caused by the fo lowing
‘gram-negative microorganisms, when bacterio ogical test ng indicates appro-
pr ate susceptibility to the drug;

Escherichia coli

Enterobacter aerogenes

Shige la species

In the absence of such data, local and patterns
may contribute to the empiric select on of therapy.

Doxycycline s a tetracycline-class antibacterial ndicated in the fo lowing con-
ditions or diseases:

1.1 Rickettsial Infections

Rocky Mounta n spotted fever, typhus fever and the typhus group, Q fever, rick-
etts alpox, and tick fevers caused by Rickettsiae.

1.2 Sexually Transmitted Infections

Uncomplicated urethral, endocervical or rectal infections caused by Chlamydia
trachomatis.

Nongonocaccal urethritis caused by Ureaplasma urealyticum.
Lymphogranuloma venereum caused by Chiamydia trachomatis.

Granu oma nguinale caused by Klebsiella granulomatis.

Uncomplicated gonorrhea caused by Neisseria gonorrhoeae.

Chancroid caused by Haemophilus ducreyi

13 Respiratory Tract Infections

Respiratory tract infections caused by Mycoplasma pneumoniae.

Psittacosis (ornithosis) caused by Chlamydophila psittaci.

Because many strains of the following groups of microorganisms have been shown
to be resistant to doxycycline, culture and susceptibility test ng are recommended.
Doxyeycline is indicated for treatment of infections caused by the following
microorganisms, when bacteriological testing indicates appropriate suscepti-
bl ty to the drug:

Respiratory tract infections caused by Haemophilus influenzae.

Respiratory tract infections caused by Klebsie /a species.

Upper respiratory infections caused by Streptococcus pneumoniae.

14 Specific Bacterial Infections

Re apsing fever due to Borrel a recurrentis.

Plague due to Yersinia pestis.

Tularemia due to Francisella tularensis.

Cholera caused by Vibrio cholerae.

Campylobacter fetus infections caused by Campylobacter fetus

Brucellosis due to Brucel a species (in conjunction w th streptomycin).
Bartonellosis due to Bartonel a bacilliformis.

ecie:
Urinary tract infections caused by Klebsiella species.

1.5 Ophthalmic Infections

Trachoma caused by Chlamyd a trachomatis, although the infectious agent is
ot always eliminated as judged by immunofluorescence.

Inclusion conjunctivitis caused by Chlamydia trachomatis.

1.6 Anthrax Including Inhalational Anthrax (Post-Exposure)

Anthrax due to Bacillus anthracis, including inhalational anthrax (post-expo-
sure): to reduce the incidence or progression of disease following exposure to
aerosolized Bacillus anthracis.

1.7 Alternative Treatment for Selected Infections when Penici lin is Con-
traindicated

When penicillin is contraindicated, doxycycl ne is an alternat ve drug in the
treatment of the fol owing infections:

Syphilis caused by Treponema pallidum.

Yaws caused by Treponema pallidum subspecies pertente.

Vincent's infect on caused by Fusobacterium fusiforme.

Actinomycosis caused by Actinomyces israelii.

Infections caused by Clostridium species.

1.8 Adjunctive Therapy for Acute Intest nal Amebiasis and Severe Acne

In acute ntestinal amebiasis, doxycycline may be a useful adjunct to amebi-
cides. In severe acne, doxycycline may be useful adjunctive therapy.

1.9 Prophylaxis of Malaria

Dorycyc ine is indicated for the prophy axis of malaria due to Plasmodium fal-
ciparum in short-term travelers (less than 4 months) to areas with ch oroquine
and/or pyr methamine-sulfadoine resistant strains [see Dosage and Admin-
istration (2 2) and Patient Counseling Information (17)].

2 DOSAGE AND ADMINISTRATION

2.1 Usual Dosage and Adm nistration

The usual 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.

Adults: The usual dose of oral doxycycline is 200 mg on the first day of treatment
(administered 100 mg every 12 hours), followed by a maintenance dose of 100 mg

When used in infections, therapy should be continued for 10 days.
Uncomplicated Urethral, Endocervical, or Rectal Infection Caused by
Chiamydia Trachomatis: 100 mg by mouth twice a day for 7 days. As an alterate
dosing regimen for uncomplicated urethral or endocervical infection caused by
Chlamydla trachomatis, adm nister 200 mg by mouth once a day for 7 days.

Gonacoccal Infections i Anorectal Infections
in Men): 100 mg, by mouth, twice-a-day for 7 days. As an alternate single visit
dose, administer 300 mg stat fo lowed in one hour by a second 300 mg dose.
Nongonococcal Urethritis (NGU) Caused by U. Urealyticum: 100 mg by mouth

ice-a-da

Syphilis—Early: Patients who are allergic to penicil in should be treated with
doxycycline 100 mg by mouth twice-a-day for 2 weeks.

Syphilis of More Than One Year's Duration: Patients who are allergic to penicillin
should be treated with doxycycline 100 mg by mouth twice-a-day for 4 weeks
Acute Epididymo-Orchitis Caused by C. Trachomatis: 100 mg, by mouth,
twice-a-day for at least 10 days.

2.2 For Prophylaxis of Malaria

For adults, the recommended dose is 100 mg daily. For chi dren over 8 years of
age, the recommended dose is 2 mg/kg given once daily up to the adult dose.
Prophylaxis should begin 1 or 2 days before travel to the malarious area.
Prophylaxis should be continued daily during travel in the malarious area and
for 4 weeks after the traveler leaves the malarious area.

2.3 Inhalational Anthrax (Post-Exposure)

Adults: 100 me, of doxycyc ine, by mouth, twice-a-day for 60 days.

Children: weighing less than 45 kg, 2.2 mg/kg of body weight, by mouth, twice-
a-day for 60 days. Chi dren weighing 45 kg or more should receive the adult dose.
2.4 Sprinkling the Tablet over Applesauce

Doxycycline hyclate delayed-release tablets may also be administered by care-
fully breaking up the tablet and spr nkling the tablet contents (delayed-release
beads) on a spoonful of applesauce. The delayed-release beads must not be
crushed or damaged when breaking up the tablet. Any loss of beads in the
transfer would prevent using the dose. The applesauce/dorycycline m xture
should be swallowed mmediately without chewing and may be followed by a
glass of water if desired. The applesauce should not be hot, and it should be
soft enough to be swallowed without chewing. In the event that a prepared dose
of applesauce/doxycycline cannot be taken immediately, the mixture should be
discarded and not stored for later use.

3 DOSAGE FORMS AND STRENGTHS

Doxycycline hyclate delayed-release tablets, 75 mg are white, round, scored
tablets containing yellow beads debossed with M on one side of the tablet and
D to the left of the score and 31 to the right of the score on the other side. Each
tablet contains special y coated beads of doxycycline hyclate, USP equivalent
to 75 mg of doxycyc ine.

Dorycycline hyclate delayed-release tablets, 80 mg are wh te, capsule shaped,
scored tablets containing yellow beads debossed with M on one side of the
tablet and D to the left of the score and 35 to the right of the score on the other
side. Each tablet contains specially coated beads of doxycycline hyclate, USP
equ valent to 80 mg of doxycyc ine.

Dowycycline hyclate delayed-release tablets, 100 mg are white, round, scored
tablets containing yellow beads debossed with M on one side of the tablet and
D tothe left of the score and 32 to the right of the score on the other side. Each
tablet contains special y coated beads of doxycycline hyclate, USP equivalent
to 100 mg of doxycycline.

4 CONTRAINDICATIONS
The drug is contraindicated n persons who have shown hypersensitivity to any
of the tetracyclines.

5 WARNINGS AND PRECAUTIONS

5.1 Tooth Development

The use of drugs of the tetracycline-class during tooth deve opment (last half
of pregnancy, infancy and childhood to the age of 8 years) may cause perma-
nent disco oration of the teeth (yel ow-gray-brown). This adverse reaction is
more common during long-term use of the drugs but it has been observed fol-
lowing repeated short-term courses. Enamel hypoplasia has also been report-
ed. Doxycycline should not be used in this age group, except for anthrax, inc ud-
ing inhalational anthrax (post-exposure), unless other drugs are not likely to be
effective or are contraindicated.

5.2 Clostridium difficile Associated Diarrhea

Clostridium difficile associated diarrhea (CDAD) has been reported with use of
nearly all antibacterial agents, includ ng doxycycline hyclate delayed-release
tablets, and may range in severity from mild diarrhea to fatal coliti. Treatment
with antibacterial agents alters the normal flora of the colon leading to over-
growth of C. d fficile.

C. dfficile produces toxins A and B which contr bute to the development of
CDAD. Hypertoxin producing strains of C. difficile cause increased morbidity
and mortal ty, as these infections can be refratory to antimicrobial therapy
and may require colectomy. CDAD must be considered n all patients who pres-
ent with d arrhea following antibacterial use. Careful medical history is neces-
sary since CDAD has been reported to occur over 2 months after the adminis-
trat on of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibacterial use not d rected against
C. diffic le may need to be discontinued. Appropriate fluid and electrolyte man-
agement, protein supplementation, antibacterial treatment of C. diffic le, and
surgical evaluation should be instituted as clinica ly indicated.

5.3  Photosensitivity

Photosensitivity manifested by an exaggerated sunburn reaction has been
observed in some individuals taking tetracyclines. Patients apt to be exposed
to direct sunlight or ultraviolet light should be advised that this reaction can
occur with tetracycline drugs, and treatment should be discontinued at the first
ev dence of skin erythema.

54 Superinfection

A with oter antibacteial preparations, use of doxycycline may resut n over-
growth of ptibl , including fungi. If S,
the antibacterial should be discont nued and appropriate therapy msmuled
55 Intracranial Hypertension

Intracranial hypertension (IH, pseudotumor cerebri) has been associated with
the use of tetracycline including dorycyc ine. Clinical manifestat ons of H
include headache, blurred vision, diplopia, and vision loss; papilledema can be
found on fundoscopy. Women of childbearing age who are overweight or have a
history of IH are at greater risk for developing tetracyc ine associated IH. Avoid
concomitant use of isotretinoin and dorycycline because isotretinoin is also
known to cause pseudotumor cerebri.

Although IH typically resolves after discontinuation of treatment, the poss bil-

ity for permanent visual loss exists. f visual disturbance occurs during treat-
ment, prompt ophthalmologic evaluation is warranted. Since intracranial pres-
sure can remain elevated for weeks after drug cessation patients should be
monitored until they stabilize.

5.6  Skeletal Development

Al tetracyclines form a stable calcium complex n any bone-forming tissue. A
decrease in fibula growth rate has been observed in prematures given oral tet-
racyc ine in doses of 25 mg/kg every 6 hours. This reaction was shown to be
reversible when the drug was discont nued.

Results of animal studies indicate that tetracyclines cross the placenta, are
found in fetal tissues, and can have toxic effects on the developing fetus (often
related to retardation of skeletal development). Evidence of embryotoxicity also
has been noted in animals treated early in pregnancy. If any tetracycline is
used during pregnancy or if the patient becomes pregnant while taking these
drugs, the patient should be apprised of the potential hazard to the fetus.

5.7 Antianabolic Action

The antianabolic action of the tetracyclines may cause an increase in BUN,
Studies to date indicate that this does not occur w th the use of doxycycline in
patients with impaired renal function.

5.8  Malaria

Doxycycline offers substantial but not complete suppression of the asexual
blood stages of Plasmodium strains.

Doxycycline does not suppress P, falciparums sexual b ood stage gametocytes.
Subjects completing this prophylactic reg men may still transmit the infection
1o mosquitoes outside endemic areas.

59  Development of Drug-Resistant Bacteria

Prescribing doxycycline hyclate delayed-release tablets in the absence of a
proven o strongly suspected bacterial infection or a prophylactic indication is
unlikely to provide benefit to the patient and nreases the risk of the deve op-
ment of drug-resistant bacteria.

5.10 Laboratory Monitoring for Long-Term Therapy

In long-term therapy, periodic laboratory evaluation of organ systems, includ-
ing hematopoietic, renal, and hepatic studies should be performed

6 ADVERSE REACTIONS

6.2 Post-Market ng Experience

The following adverse reactions have been dentified during post-approval use
of dorycycline. Because these reactions are reported voluntarily from a popula-
tion of uncertain size, it is not always possible to reliably estimate a causal
relationship to drug exposure.

Due to oral doxycycline’s virtual y complete absorption, side effects to the lower
bowel, particularly diarrhea, have been infrequent. The fo lowing adverse reac-
tions have been observed n patients receiving tetracyclines:

Gastrointestinal: Anorexia, nausea, vomiting, diarrhea, glossitis, dysphag a,
enterocolitis, and inflammatory lesions (wth moniial overgrowth) in the
anogenital region. Hepatotoxicity has been reported. These reactions have been
caused by both the oral and parenteral administration of tetracyclines.
Esophagitis and esophageal ulcerations have been reported in patients receiv-
ing capsule and tablet forms of drugs in the tetracycline-class. Most of these
patients took medications immediately before going to bed /see Dosage and
Administration (2.1)].

Sk n: Macu opapular and erythematous rashes, Stevens-Johnson syndrome, toxic
epidermal necrolysis, exfo iative dermatitis, and erythema multiforme have been
reported. Photosensit vity is discussed above [see Wam ngs and Precautions (5 3)J.
Renal: Rise n BUN has been reported and is apparently dose-related [see
Warnings and Precautions (5.7)].

Hypersensit vity Reactions: Urticaria, angioneurotic edema, anaphylaxis, ana-
phylactoid purpura, serum sickness, pericarditis, and exacerbation of systemic
lupus erythematosus.

Blood: Hemolytic anemia, thrombocytopenia, neutropenia, and eosinophi ia
have been reported.

Intracranial Hypertension: Intracranial hypertension (IH, pseudotumor cere-
bri) has been associated with the use of tetracycl ne [see Warnings and Pre-
cautions (5.5)].

Thyroid Gland Changes: When given over prolonged periods, tetracyclines have
been reported to produce brown-b ack microscopic discoloration of thyroid
glands. No abnormalities of thyroid function are known to occur.

7 DRUG INTERACTIONS

7.1 Anticoagulant Drugs

Because tetracyclines have been shown to depress p asma prothrombin activ-
ity, patients who are on anticoagu ant therapy may require downward adjust-
ment of the r anticoagulant dosage.

72 Penicilin

Since bacteriostatic drugs may interfere with the bactericidal action of peni-
cilin, it is advisable to avoid g ving tetracycl nes in conjunction with penicill n
1.3 Antacids and Iron Preparat ons

Absorption of tetracyclines is impaired by antacids contain ng aluminum, cal-
cium, or magnesium, bismuth subsalicylate, and iron-containing preparations,
74 Oral Contraceptives

Concurrent use of tetracycling may render oral contracept ves less effective.
1.5 Barhiturates and Anti-Epileptics

Barbiturates, carbamazepine, and phenytoin decrease the half-life of dorycycline.
76 Penthrane

The concurrent use of tetracycline and Penthrane®! (methoxyflurane) has been
reported to result in fatal renal toxicity.

7.1 Drug/Laboratory Test Interactions

False elevations of urinary catecholamines may occur due to interference with
the fluorescence test.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenic Effects. Pregnancy Category D: There are no adequate and well-
contro led studies on the use of doxycycline in pregnant women. The vast majori-
ty of reported experience with doxycycl ne during human pregnancy is short-term,
first trimester exposure. There are no human data available to assess the effects
of ong-term therapy of dorycycline in pregnant women such as that proposed for
the treatment of anthrax exposure. An expert review of published data on experi-
ences with doxycycl ne use during pregnancy by TERIS - the Teratogen Information
System - conc uded that therapeutic doses during pregnancy are unlikely to pose
a substantial teratogenic risk (the quantity and quality of data were assessed as
limited to fair), but the data are insufficient to state that there is no risk.!

A case-control study (18,515 mothers of nfants with congenital anomalies
and 32,804 mothers of infants w th no congen tal anomalies) shows a weak
but marginally statistica ly significant association with total malformations
and use of doxycyc ine anytime during pregnancy. Sixty-three (0.19%) of the
controls and 56 (0 30%) of the cases were treated with doxycycline. This
association was not seen when the analysis was conf ned to maternal treat-
ment during the period of organogenesis (that is, in the second and third
months of gestation), with the exception of a marginal relationship with neu-
ral tube defect based on only two-exposed cases.2

A small prospective study of 81 pregnancies describes 43 pregnant women
treated for 10 days with doxycycline during early f rst trimester. All mothers
reported their exposed infants were normal at one year of age.3
Nonteratogenic Effects: [See Warnings and Precautions (5.1, 5.6).]

8.3 Nursing Mothers

Tetracycl nes are excreted in human milk, however, the extent of absorption of
tetracyclines including dowycycline, by the breastfed infant is not known.



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Short-tam use by lactating wonen Is not secassarlly cortrandicatad. The  Yersnia pestls L o 18 How
effects of proionged exposure to dmyryciee In beaast mik &2 UNMOMNS  Gram-Positive Bacterts shouM prowdoe the fo lowlng range of MIC va ues nctad In Table 2. For the df-  Doyeyuine Hyclate Delpas-reiease Tabiets, USP are avalabie onitainng
Because of the potential for sarious adversa react ons In nursng NMants oM Sacfius aotracts fusicn technique uslig the 30 meg daxycycliee disk the criteda In Table 2 delaped-release beads of dnytyuiine hydlate, USP equ valent to 75 ng, 80 ng
Oneycyc In2, 8 decision should b2 made whether to discontiaue sursing o fo Stmptocaccus preumaniae Should be achieved. 0r100 ng of docycing.
discontinue the drug, taking Into account the Impartancs of the drug by the Tatde 2 Acceptable Qua ity Control Rangss for Susc Testingfor  The 75 my tabiets are white, round, soored tabiets oostaining yellow beads
mother [see KSmings a0 Aecutions (5.1, 5.8). m, s nu'y"qulnmn ﬁ.qm. iy Tering debcssad whh N cn on shie of the tablet and D o the et of the score and 31
84 Pedistric Use P to the right of the score on the oiher s de. They are avallable &s Tollows:
u gcline-dlass o focth develcpnent mmm:‘: ,.'::, o HOC 0375-4531-91
A [ e
:I):ssms e d unn::llr - tooutweigh n': nt: u’w‘: Other Bacterls e Concttrtion | Dlvetr | Dition bettles of 60 taiets
& r anthrx, o hen ther drugs are not IIkely to be efiechve o arecon-  ASTaIae and cter aerubl: A finomjoss spacies (gl) | (e | (ncgnl) g are wilts, capsue shay
traindlcated fsee Warnings 200 Precautions (5.1, 56) 800 Dosage avg AJ-  Bovell recurreofls “Extmscxzys tsaals AT 2921 M on one sKe of the tablet and D to the lett of the score
™ osteto(21,2.3) CoBayIapIE psitt Y Dol 20t R N and 35 tothe ght of the soore cn the other skie. They are avallable as follows:
85 Gerlatric Use CoBmyda frachomats Brxgine [LE] - - NOC 0378-4534-83
Clinical stadies of dagcycing di aot Inclide sefficient numbers of subjects  Myospiasma poemaniae Tameracal NOC B0 betties of 30 tabiets
aged 65 end over o determine whather they respard differently from yousger  Aickettsiae Dol 05b2 182t NDC 0378-4534-91
sublects. Other reported dinkal expenanos has act Idantified differences n TiEpaveme paiidum Brxgire 05h2 | B3 botties of €0 tabiets
resparsas betwaei the ddedy end poinger patients Tiepanema pal ifum subspecles perfeope el DG G0 NDC 0378-4534-77
ate delaped-elease 75 ng 215ngO0ImEy)  Lespisme e cuv o - Dokfies o190 tabiets
ofsadun. iy Parailtes BN W00 O BT NDC 0378-4534-05
o sodium. Entamoete specks Brxgire LLES b2 bakties of 500 tablets
Teease 100m 236 mg (0.12 nEq) MBsals pramhss ACC 48025 The 100 mg tablets are whi, roind, scored tatiets contalning yel ow beads
o sodium, P Rrxgire - Nbe | 0sbl ::l't'.us"u.::’l':mumxn;.w::un‘l‘l::’nmmo::::vm';munu
ool Ig¥t of the score c e 5 de. They are avallable & :
of Alasmod o faicpanum, but act agan: nmmmmpamm Stptpizazis svass ACC23
10 OVRDOSME The prectss mechantsm of acion o the drug 1s ot ingwn. Dug - 20A | - NOC 0976 8532-01
In case of wverdasage, ‘m Bragine - A3 - Detties of 100 tablets
sttas supperitve messures. Dyt e ol "“'“'"" half-lfe and U5 oratoey smonld proids the resuts of M W Stsosptbilty test resuls for | SapRpREaEas YRS ACCTITIS Store at 20°to 26°C (68° to 77°F). [Sae USP Cortrol ed Room Temperat
S ot Rt I esig came of mesiunge antinicrobial drigs used n reskient hespltas to the physician as paricdis | Deggglse L2b0s W:,,, na ti, (,I,m,;’,;,‘m,',,,n, et '.;.m,:&‘:
11 DESCRIPTION ::m;":;:‘;‘f#:‘m;'gﬂ’ﬂ;m’mﬂn‘:ﬂw’;’: My L chiig resistart chsure.
Dorcycing ycate d2 aje-release tablets, USP, for ol adninktret an, ot et gty cye antinicrotial smz ook RO B8 | shone | s 17 PATIENT COUNSELING INFORKATION
Pl couted Leads o dumoylite b afe 3 boad spectam anibectes  pruto 1 menohl | wregire wmbes | 27kn Patiants tahing dexyc ne for malaria poptylats shou  be adwised:
m.nmn’.ﬂ ™ e, o nisimam inhibfory concertrations ACS). Tnn ICs provile estimates of the Bactenigs (a1 ADC RIS . 10 pres2it-day astm ageit, Inchiding oxyuyuiing, guarantees
sHs2ptbilty of backrta to antinkrokal mnpmm The MICs shoald be protection against nalaria.
The structural fomula for dxepcycline hyclate Is: detemined usiag a standardied fest apanseslon Te Rrxgine - 012005 o toml
MIC values should be Interpreted mmnmmmumm InTable 1. Bactanigs Metabtsantin ATOC 2971 that t 13
Mo OH NMm Bitusfon Tecoaigoe o Dugeel 22 bt - ‘example, stay ng In wel-scragna areas, usiig nosquka nets, wumgm
[ I dlanedsrs can als) | oftac- | EFEgie - Bhe body Mith clcthing, ad ushg an effect ve nsect repellent).
) ! 0 tea to antinicrobial componnds. The 2016 s provides an estimate of the | Mesglisns pessmunias ATOC 20342 . %I Ne prephyf
“CRO saso2ptitity of bacter a to antinicrold eu,npmm The zne size shou d be Brxgine 00505 016405 «  soud bagin 1 to 2 days tetre travel tothe malanous area,
m"'"!ﬂ psing 3 OUTE 1523 PEp ":: ATOCIITS «  shoud be continued dally whilk i the malarious ind after leav-
" YK - - 28 Ing the malarious ares,
"""”’“““"“"‘ Iyt rerta are i I b . « staud be continued r 4 further weaks to avld devehopmert of
s il atter retuming fron d2niic area,
can be detemined by a stardardized test method3 The MIC valtes cofaned '3 NONCLINICAL TOXICOLOGY nalala v
0 N should te Interpreted acoording o the crtaria provided In Table 1. n Wutageresls, Fertility & S—— -
Table 1: Stsceptblity Test Interpretive Criterta for Long-tem studles in p l cjcing shiuyd be aised:
Donyeyeine and Tatracyciiie et Howmve, e actv- il
-tl fl lluaclll T0mAIa f (Cygtiyg Ny Oy HCHy<C;HeO-Hy0 @10 8 molecular ty I rets In studles Mth the ra ated anfibacterals, aeytelracyciine (adrend E"" and to discontinue therapy  phatctmdcity (hr example, shn eap-
of 1025.89. The chenical mlglmm for dowgeye Ine hydate Is Mk 1o ey B N a1d ptaitary fumees) and mon 2 (thyroid funces). Likewtss, athough , efc) ccours. Sinscraen of sanblck shonld te considersd [see
4 mmmmmml 1443, s,sn 11,123+ wunnm 510,12 123-pentaly- | backeha® Coervain Naetar Itk mmwlmy studles of dogycing have nat been conductad, pesttive mﬁ: Warnings 200 Precauticns (5 3.
druy-6-methyt-1,11-dhou-2-naphtnacenecarbacamice ) o) | 8535 dave been reforted for relited artitacterk  « to 0Nk flids literally alcag with dooyocine to reduc2 the risk of
componnd with etfyl alcohl (2:1), monabydrate. Docycyeline tyciate, USP Is @ s [e[sToi Jn au mmpln\ ocytetracycling). estphaged Imkation and ukzration [see Adverse Reactions (5.
yellow to Aght ye low powder soluble In water and n soluthons of @ kall hydrx- (5 nisterad « that the absorpt on of tetracydines Is raduced when taken wid fods,
1025 and carbonates. Dwyuine hs  hh d2pra of IpM sclutlty ndabow | gy <t | o [eis]21[omiz]<o m.ppmmumu\mmﬁmymmnmimmnunmnym ‘espacially thos that contain calcium. Howeser, the abscpticn of dnojey-
affinty for cakium binding. £ 1 highly stabk in darmal humen seum | gy pe <t |8 |ois]2|2wuln ot been stuled. clne Is nct markedy Inflaencad by simuttanecus Ingesthn of food o mik
I ST S e bz et e
Hlatin are. aimpus s n'l cospov ' | 3 by «that the absorption of tetracyclines Is reduoad when taken whh antacids
dan2, hypronedise pithalats, lactoss momiydrate, :“: - = E qm"_u“ n m‘l:l:l?:-’:‘:::‘rgg;mﬁz :’:q:::, centaning aum nun, cac un or nagnestun, bisnuth sibsalcytate, and
:;m :EL ST A, 0 Bt st E ok mali- myxie <1 tatracyci ne m. ant ndnwplu In mislplgs by deopcycing, lllnwplu, ¥on-oontain ng praparations fsee Orug inferactpos (7.3)).
cl
B e <1 - op .
The 75mg and 100 my tabiet streqyths meef U5 Dissofut oo Test 3. o 1 e nmupnynlnw:lln . Diamhea Is 8 conmon preblen causad by ast bacter als which usually ends
For the 80 my tadiet strength, the USP Dissolutpo Test Is pending. Imyxre <1 . NInacyeine, oxpeyting, (73 mn !lm:n:gu&mlnl: '::mmmm. mn:mu atter mnﬂ vﬂ-n
R e <1 - - tetracycine dydrechharidz, and tetracycing hydrochiorie, were guitrogenlc in al rials, pi can devecp watery and boody stools (ith o
12 CUWIDAL PRIRIAOSLOSY eI rafs fad a low lodine it This goltrogenk: effect was acoonpanled by high  Without stonach craps and feven) even as late s 2 or more marts after
121 Mechankn ﬂ"’"ﬂ [ <t |8 |eilzufunwe o] - radhacthe bine sptake. Adm nistration of m nccyeiine also preducad a large  haviag taken the last dos2 of autibactedal. If this occurs, patients should con-
oy {124y, 4 <t | 8 |eis|2|2wulenl - gotter with Mgh radkinding uptake n rats fad a relatively Migh lodine diet. tact thelr paysicien &5 scen &5 passibie.
123 Phamacoknetics E—m Ty —— Tesmen of s arma specs tih s s of Qugs 1 3 resuted Patients sud be counseled that antibactarial drugs Inciading dxycycline
I H conpkdaly atter oal Fllowng | e <t R ryrokt Dyperplasta hydatz tablets shorld only te used to treat bactaral infec-
single and mu tipk- of damcye ne e EE e <t . In chickens d n ks od ke Adend  thas They donat treat iral Inecticns (r enipke, the common co d). When
tabiets, 200 ngmnm wolinteers, average paak u-m nly.'p:lll concen- T Ay In goatsand (Gelayed-release tabkets are prascribed to treat 3 bacter al
tration (Crae) Was 4.6 mog/mL and 6.3 mog/mL, respectively with nedian tnw FResults o aninal studles lidicats that tetracy: | the pacenta ang  INfecti, patients shou d betold that aithough tis comnen to el better earty
of 3 hawrs; the comespendng mean pasna corcantration valuzs 24 hours atter Mg e Ll I e s LR are found |;I|:,mm,: " ocycmes e e pla In the course of therapy, the medical 1d b2 taken exact y as directed.
single a1 muiple doses were 15 ncgimL and 23 mepnl, respechvely Tie | OFPRSE ‘SHpping doses or not conpleting the ful course of therapy may (1) decrease
r-nc.mm.maqq:lmmu and 13% hiwes, respactively, Bl- """.'! R o 15 REFERENCES the effecthenss of the Inmad ate treatment and (2) Increase the (ke Inacd
low ng 1. Frisman N, Polfa JE. Teatogen ¢ Efects of Ovugs. A Resouve fir that bacteria will develop resistance and will not te traatable by dmgyeycline
wnmumn lmmnlamuu iy mpmt»mtmmutmm feses poviasst g J " . hyciats delayed2keass tablets or other antibactenial drugs In the future.
of d : n:lnmm & AlICy ,, 15 tnchanged follow ng B e B IR I 3 EN T 0 (5T B g:n“l‘:-mlﬁ Baltimare, MD: The Jahns Hophies Unhersity Press: ,"’ yed Ings
ov dogepling hyclate delayedekase tablety  [TSE nioe
150mg wih a Hgh fat meal gn: udng nilY) conperat e 2. Calexl A€ and Rockentawer N. Rratogenk: study of oxoyycline. oostst
cirical signizancs of these decreases Is uninawn. Docpycine Neevallabllty | Fecks Gypecal 1937; 89: 524-528. @ Mylan'
fon u?qulm Irctate defayad-rekase tabiets, 200 mg was ot affackd by Imyx e <1 (24|28 3. Horse HW Jr. ard Kundsin RE. The movycqmm ameng BL oon-
the ncideace of nausea was higher N fasted subjects The 200 mg  [JEpbazs sacithe pragnancies: a praspactive shudy. iof ) Ferty 1980 25:315-317.
huu may be adnilstarad whhout regard o maals. peamus 4. Hale T. Medicafioos 20g Mothers MIK Sn edificn. Anarilio, TX Wylan Phamacertizal in:.
Whan dmytyciine yciate delaped-release tablets ae sprinkiad over apple- | Dmcxine €05 05 |>1(>28 25027 e 2t Phamasott Publish ng 2000; 225-226. Margantows, W/ 26505 USA
sauce and taken with or whhout water, the exfent of dxgryciine sbsorption Is BIRK e <1 |2 |>4]>|502 | 5. Clinkal and
urchanged, but the rate of absorthn Is Increased siightly VA eAdTa aats for AnfioocroDial Suscept DIty Testing: Meenlfy-AMh [ovomeabonal REVISED ROVEMEER 2015
Telracyclines are conczutrated In b2 by fhe Iver and @xrelad i the uriee and Imyxie <4 | 8 [216] - Supplenent, CLSI document M100-325. Clinical and Laboratory SRS
feoes at high concaatrations and In a b ogically actie fom. HIEE e 4|8 |216] - Standards Institute, 950 West Valley Road, Suite 2500, Wayne,
Yoyl gy Penisylvanla 19087, USA, 2015
81ce of dout 75 mUmIn Tis percartage may fall 3s bw 3s 1% to SK/7Z00Ns | mcgive se|8 fat) - | - |- |- 6. Cinkd end Labeeatory :unum mtm mm for DUvticn
In Indiviuals with 3 creatinive clearanca below 10 mU/nis. R e <4 | 8 [218] - - -] - st Grow AesdEay:
) Tapias SRayEay Approved Standad — 10 e usn aocum-n WO7-AL0. CInkdl and
18 to 22 hewrs) 0 ndviduals with nomal and sverely Inpalred renal HIEK re - - - -S| - =2 Latarateey Standands Institute, m Vhst Valley Read, Sute 2500,

1. Hemodlalysis does not alter the sanum datf-ie.
124 M emlllm

Howewes, sune organisme that ar imemediste or resistant ts tetrocycine gy be

"Action:
Ing to the JIIS nbosomal sutunit. Dayeycling has activity
ajainst a bread unm Gran-positive and Gran-negative bacteda. Cross.
reststance with ciher tetracyclines is common.

suceptble o dapyclne
. g any resuts ather thn

“Susceptible” If isolates peldin, Iﬁrmhnﬁmﬂlnnnpﬂh. shaud be
subemitted 10 a relerence l-nl'lryhlhm- feting i

shown most Isolates of the Tllowing
mirergatisms, tetd o wio and In clinical Infectices as described In the
INDICATIONS AND USAGE sectin of the package lsait
Gran-Negatie Bacterla

d<
laamid medisted trincgline msistant Abisseis ganainese isclate Resitance

e stins shosk b cchmed by 2 dibtion te=t OWIC2 16 maginl)
A repart of Susceptiée (S) Indicates that antinicrob al Is likely to Inbibk
gziﬂ of the pathogen If the entimicrublal componnd reaches the concentra-
atthe Infection 1o lanitt g Arepart
of Intenmediate () ndicatas that the result shoul be considered aquivocal,
and, If the bacteria s net fally suscaptible to altemative, clinically faasible
drugs, the test shoud te repeated This catagory Inplies passibie cllnical
qmlunmy s body sites wheea the drug procuct Is physhighcally cncen-
o In sttuat cns whare Mgh dasage of drug can be asad. This category
llm Pprovides a buffer 20ne that prevents small uscontrolied tachaical factors

1rom causlig major discrepancies In Interpretation. A raport of Reststant (R)

ndicates that the pathogen Is nat | kely to Inhib t growth of the pathoges IHII
compeund reaches the usualy

nfection ske; other therapy shauld te. -u.-m

Wane, 1907, USA,
7. Cllcal v y

nmmn o

1Ineg CLY
docunent MO2-A12. Clinical end Lateratory Standards nsbitute, 950
West Valley Road, Su e 2500, Wayae, Peansy van a 19087, LiSA, 2015

8. Ciinkal and Laborstory Standards listituts. Metods for Anfimcso sl
Diutioo 200 Dist SuscspfD DYy Test oy of Intrequenfly Isolafed or
Fast dious Becters; Apposed Gude e — Second Eaion. CLSI 0oy
mant M45-A2. Clilcal and Labeeatory Standards lasttute, 950 West
Vallgy Road, Suita 2500, Wayne, Pennsjivania 19087, USA 2010.

9. Cinical and Laboratory Standards sttt (CLSI). Metdods for
Anfimicso 2/ SuscepODmty Testing of Aoserodr Bactea Agosoved
Standesy — EIgofd £d fico. CLSI document M11-A8 Clisical and
Latorateey Standands Instilute, 950 West Valley Read, Sute 2500,
Wamne, PA 19087, USA 2012.

10, Ciinkal and Labceatory Standards listiute. Suscsptny Testig of
m Nosc i, 200 Ofher ASROE AtRomcetes: Agved

Standesy — Second Efifio. CLSI docunent M24-A2. Cllsical and
Laboratery Standards Institute, 950 West Valley Read, Sute 2500,
Weme, Pernsyvania 19087, USA. 2011,

Clinkal and Laboratory Standards lastifute. Mefods mumm

]

Mn) contrals to meatter and uumiln w:mw llﬂ practshon of sup-
ﬂls end raagents usad In the assay, and the tachaiques mla Individuals

decunent IIM Cnkcal and Lateratory Standards Institute, 950°
Vallgy Road, Suita 2500, Wayne, Pennsjivania 19087, USA 2011





