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DOXYCYCLJNE CAPSULES USF 

To reduce the development of drug-resistant bacteria and maintain t&e effectiveness of doxycycline capsules and 
other anribacterial drugs3 doKycycline capsules should be used only to treat or prewenr infections that are proven or 
strongly suspected to be caused by bacteria. 

DESCRWTION 

Doxycycline is a broad-spectrum antibiotic synthetically derived from oxyretracycline. Do,uycycliae 150 mg, 
100 mg and 50 q capsules contain doxycycline monohydrate equivalent to 150 mg, 100 mg or 50 mg of Qxycycline 
for oral administration. 

(MACTWE XNGREDIENTS WILL BE INCLUDED l-N THE UBELING WHEN ANDA APPROVED) 

StructuraI formula: 

[ Strwural Formula] 

Doxycycline has a high degree of lipid solubility and a low affinity for calcium binding. It is highly stile in normal 
human serum. Doxycycline will nor degrade into an epianhydro form. 

CLINICAL, PHARMACOLOGY 

Tetraoyclines are readily absorbed and are bound to plasma proteins in varying degrees, They are ooncontrated by 
tie liver in the bile and excreted in the urine and feces at high concentrations in a biologically active form. 
Doxycycline is virtually completely absorbed after oral administration. 

Following a 200 mg dose of doxycycline monohydrate, 24 normal adult voluntwrs averaged the following serum 
concentration values: 

Time (hr): 0.5 1.0 1s 2.0 3.0 4.0 8.0 12.0 24.0 48.0 72.0 
Cont.: 1.02 2.26 2.67 3.01 3.16 3.03 2.03 1.62 0.95 037 0.15 

@WmM 

Average Observed Values 

M&mum Concentration 3 61 mc$mL (4 0.9 sd) 
Time of Maximum Conoentrarion 2.60 hr (t 1.10 sd) 
Elimiiation ?Aate Constant 0.049 per hr (i 0.030 sd) 
Half-Life 16.33 hr (* 4.53 sd) 

Excretion of doxycycline by the kidney is about 40%/72 hours in individuals with normal function (creatinine 
clearanti about 75 mL/min). Thii percentage excretion may fall as low as lb5*A/72 hours in individuals with severe 
renal insufficiency (creatinine clearance below 10 mJJ min). Studies have ahown no significant difference in serum 
half-life of doxycychne (range IS-22 hours) in individuals with normal and severely impaired renal diction. 

Nemodialysis does not aher serum half-life. 
Microbiology: The tetracyclines are primarily bacteriostatic and are thought to exez? their antimicrobial effect by 
the inhibition of protein synthesis. The tetraoyclinas, inchtding doxycycline, have a similar antimicrobiaI sgeotnnn 
of activity against a wide range of gram-positive and gram-negative microorganisms. Cross-resistance of these 



Doqqcline has been sham to be active against most #rains of the following microorganisms, both in virvo and in 
clinical infections 8s described in the INDICATIONS m USAGE section. 

Aerobic Grm-Positive Microorganisms: 

Because many strains of the following groups of gram-positive microorganisms have been shown to be resistant to 
tetracyclines, culture and susceptibility testing are recommended: 

Bacillus anthracis 
Listeria movlocyto;~enes 
Staphylococcus aweu3 * 

*Doxycycline is noI the drug of choice in the rrestment of any type of staphylococcal infection. 

Up to 44 percent of strains of Streptococcuspyo@nes and 74 percent ofStrepfm?ccusjxeauh have been found to 
be resistant to tetracycline drugs. Therefore, tetracyclines should not be usedto treat streptococcaI infections unless 
the microorganism. has been demonstrated to be susceptible. 

Streptococcus pneumoniae 
Aerobic Cram-Negative Microorganisms: 
BartoneiIa bacill$7ormis 
Brucella species 
Calymmatobacteri~m granuiomatis 
Campylobacter fetus 
Franciseilo fulari?fls& 
Haemophilus ducreyi 
ffaemophilus injkenzue 
Neisseria gonorrhoeaa 
Yibrio choleras 
Yersinia pestis 

Because many strains of the following groups of gram-negative microorganisms have been shown to be resistant to 
tetmcyclinas, cuhure and susceptibility testing are recommended: 

Acinefobacter species 
Enrerobuctsr aerogena 
Ercherichia coli 
KIebsiella species 
Shigeila speciss 

Anaerobic Microorganisms: 
Actinomyces isradii 
Clostridium species 
Fujobacterium~‘~ilornle 

Other Microorganisms: 
Borrelia recurrenris 
Chlamydla psittaci 
Chiamydia trachomati~ 
Mycopiasmapnetlmoniue 
Rickerrsr’ae 
Treponema pallia’um 
Tueponema pevteMrte 



Susceptibility Tests: 

Dilution techniques: 

Quantitative methods arc used to detetiue antimicrobial minimum inhibitory concentrations (ME’s). These MIC’s 
provide estimates of the susceptibility of bacteria to antimicrobial compounds. The MIC’s should be determined 
using a standardized procedure. Standardized procedures are based on a dilution method ‘J (broth or agar) or 
equivalent wirh standardized inocultun concentrations and standardized concenrrations of tetracycline powder. The 
MIC values should be inrerpreted according to the following crileria for indicated aerobic microorganisms other than 
Haemophilus species, Neisseria gonorrhoeao, and 
Srreprococcus pneumoniae: 

MIC @g/mL) Interpretation 
$4 Susceptible (S) 
8 Intermediate (I> 

a1G Resistant (R) 

When testing Huemophilzrs spp.” 

Interpretation 
SusceptibIe (S) 
Intermediate (I) 
Resistant (R.) 

When resting Neisseria gonorrhceao” 

MIC @g/mL) 
r0.25 
0.5-l 
r2 

Interpretation 
Susceptible (S) 
Intermediate (I) 
Resistant (R) 

When testing Streptococcuspneumoniae” 

MK (pg/mL) 
d2 
4 

rs 

Interpretation 
Susceptible (S) 
Intermediate (I) 
R&&ant (R) 

a. Interpretative criteria applicable only to tests performed by broth microdilution method using Haemophilus Test 
Medium (HTM). lb3 

b. Interpretative criteria applicable only to rests performed by agar dilution method using GC agar base with 1% 
defined growth supplement. ‘13 

C. Interpretative criteria applicable only to tests performed by broth microdilution method using cation-adjusted 
Mueller-Hinton broth with 2 to 5% lysed horse blood.]” 

A repofl of “Susceptible” indicates that the pathogen is Iilcely to be inhibited if the antimicrobial compound in the 
blood reaches the concentrations usually achievabIe. A report of ?ntermediate~ indicates that the result should be 
considered equivocal, and, if the microorganism is not fully susceptible to alternative, clinically feasible drugs, the 
test should bc repeated. This category implies possible clinical applicability in body sjtes where the drug is 
physiologically concentrated or in situations where high dosage of drug can be used. This category also provides 
a buffer zone which prevents small uncontrolled technical factors Porn causing major discrepancies in interpretation. 



A report of “Resistant” indicatis that the pathogen is not likaly to be inhibit+d if the antimicrobial compound in the 
blood reaches the concentrations usually achievable; other therapy should be selected. 

Standardized susceptibility test procedures require the use of laboratory control microorganisms to control the 
technical aspects of the laboratory procedures. Standard tetracycline powder should provide the following ME 
values: 

Microorganism MIC @g/mL) 
Buerococcus faecalis ATCC 29212 S-32 
Escherichia oolr’ ATCC 25922 OS-2 
Haemophilus influenzab ATCC 49247 4-32 
Neisseria gonowhoeaeb ATCC 49226 0.25- 1 
Psevdomotias aeruginosa ATCC 27853 8-32 
Staphylococcus aweus ATCC 29213 0.12-l 
SfreplococcuSpneumoniaee ATCC 49619 0.12-0.5 

a. I$g;)a~~iicable only ro tests performed by bra& microdilution method using Haemophifus Test Medium 

b. Range applicable only to tests performed by agar dilution method using GC agar base with 1% defmed growth 
supplement. ‘1’ 

c. Range applicable only to rests performed by broth microdilution method using cation-adjusted Mueller-Hinton 
broth with 2 to 5% lysed horse blood.‘” 

Diffusion techniques: 

Quantitative methods that require measurement of zone diameters also provide reproducible estimates of the 
susceptibility of bacteria to antimicrobia1 compounds. One such standardized pxocedure2’9 requires the use of 
standardized inocwlum concentrations. This proce&re uses paper disks impiegnated with 30-lrg tetracycline or 30- 
&g doxyoyclino to test the susceptibility of microorganisms to doxycycline. 
Reports from the laboratory providing results of the standard singIe-disk susceptibility tdst with 30-&g tetraoycline- 
class disk or the 30-pg doxycycline disk should be interpreted according to the following criteria for indicated aerobic 
microorganisms other than Haemophilus species, Neisseria gonorrhoeae, $nd Sneptococc~pn~mon~ae: 

Zone Riame ter (mm) 
tetracycline doxycyclinc 

219 216 
15-18 13-15 

514 - r12 

Interpretation 

Susceptible (S) 
Intermediate (I) 
Resistant (lx) 

When testing Haemophihu spp.’ 

Zone Diameter (mm) 
Tetracycline 

229 
26-2s 

525 

Interpretation 

Susc@pzible (S) 
Intennediatc (I) 
Resistant (IX) 



* r 

When testing Neisseria gonorrhoeaeb 

Zone Diameter (mm) 
Tetracycline 

~3.8 
31-37 

r3O 

Interpretation 

Susceptible (S) 
Intermediate (I) 
Resistant (R) 

Zone diameters 2 19 mm may indicate a plasmid-mediated tetracyclineresistant Neisseria gonorrhoeae (IRK?} 
isolate. These TRNG strams should be confirmed by the dilution test (MIC 2 16 &nL). 

Wha testing Streptococcus pneumoniae’ 

Zone Diameter (mm) 
tetracycline 

223 
19-22 

5,18 

Interpretation 

Susceptible (S) 
intermediate (I) 
Resistant (R.) 

a. Interpretative criteria applicable only to tests performed by disk diiion method using a 30-pg tetmcyclinb 
class disk and using HaemophiIus Test Medium ().rTM).z3 

b, Interpretative criteria applicable only to tests performed by disk diffusion method using a 30-~g tetracycline- 
ciass disk and using GC agar base wiib 1% defined growth supplement.z~3 

C. Interpretativt: criteria applicable only to tests performed by disk dif&ion method using a 30-,~g tefzacycline- 
class disk and using Mueller-Hinton agar with 5% defibriiated sheep blood and incubated in 5% COZ.~*~ 

Interpretation shouId ba as stated above for results using dilution techniques. Interpretation involves correlation of 
the diameter obtnined in the disk test with the MIC far tetracycline or doxycycline, respectively. 

As with standardized dilution techniques, diffusion methods require the use of laboratory control microorganisms 
that are used to control the technical aspects of the laboratory procedures, For the diffusion technique, the 30-tig 
tetracycline-class disk or the 30-c(g doxycycline disk should provide the following zone diameters in these laboratory 
test quality control strains: 

Microorganisms Zone Diameter (mm) 

tetracycline doxycycline 
Exherichia coli ATCC 25922 IS-25 18-24 
Haemophdus i~~~uernd Al-CC 49247 14-22 --- 
Neisseria gonorrho~d ATCC 49226 30-42 --- 
staphylococcus oweus ATCC 25923 24-30 23-29 
Srreptococcus pnfzumoniaec ATCC 49619 273 1 --- 

a. Range applicable only to tests performed by disk diffusion method using a 30-&g tetracycline-class disk and 
using Haemophilus Test Medium (HT&f).a*3 

b. Range applicable only to tests performed by disk diffusion method using a 30-,ug tetracyclineclass disk and 
using GC agar base with 1% defined growth supplement.*+’ 

c. Range applicable only to tests performed by disk diffusion method using a 30-~g tcrracycline-cIass disk and 
using MuelIer-Himon agar with 5% defibrinated sheep blood and incubated in 5% COa.2*3 



Anaerobic techniques: 

For anaerobic bacteria, the susceptibility to teaacycline as MIC’s can bo detemked by standardized test methods.4 
The MIC values obtained should be interpreted according to the following criteria: 

MIC @g/m L) Interpretation 
s4 Susceptible (S) 

8 Intermediate (1) 
z 16 Resistant (R) 

Interpretation is identical to that stated above for results using dilution techniques. 

As with other susceptibility techniques, the use of laboratory convol microorganisms is required to control die 
technical aspects of the laboratory standardized procedures. Standard54 tetracycline powder should provide the 
following MIC values: 

Microorganism 
Bacteroides tiagili? 
Bacreroides rhefaiataomioron” 

A-KC 25285 
ATCC 2974 1 

MIC @g/mL) 
0.12-0s 
a-32 

a. Range applicable only ro tests performed by the reference agar diJution method. 9 

INDlCATIONS AND USAGE 

To reduce the development of drug-resistant bacteria and maintain the effectiveness of doxycycline capsules and 
other antibacterial drugs, doxycycline capsules shouId be used only to treat or prevent tiections that arc proven or 
strongly suspected to be caused by susceptible bacteria. When culture and susceptibility information are available, 
they should be clDnsidered in selecting or modjfying antibacterial therapy. In the absence of such data, Iocal 
epidemiology and susceptibility pak?erna may contribute to the empiric selection of therapy. 

Doxycycline is indicated for the treatment of the following infections: 

Roclcy mounti~ sported fever, typhus fever and the typhus group, Q fever, rickettsialpox, and tick fevers caused 
I>y Rickeftsiae. 
Respiratory &act irrfectious caused by Mycoplasmapneumom’ae. 
Lyrnphogranuloma venereum caused by Chlamydia nachomatis. 
Psittacosis (omithosis) caused by Chlamydiapsittuci. 
Rachoma caused by Chlamydia wchomafis, although the infectious agent is not always eliminated as judged 
by immuno&orescance, 
Inclusion conjunctivitis caused by Chlamydiu trachomatis. 
Uncomplicated urerhral, endocervical or rectal infections iu adults oaused by Chlamydia tra&omat&. 
Nongonococcal uretbritis caused by Ureaplasma ureal~ticwn. 
Relapsing fever due ta Eon&a recurrertrk 

Doxycycline is also indicated for the treatment of infections caused by the following gram-negative microorganisms: 

Chancroid caused by Haemophilus ducreyi. 
Plague due to Yersiniapestis (formerly Pasteurellapestis). 
Tularemia due to Fruplcisella tularsnsis (formerly ParteeureiIa tularerw’s). 
Cholera caused by Yibrio cholerae (formerly Vibvio comma)). 
Campylobacter fcruS infections caused by Campy~obacterferus (formerly Vibrio fetus). 



BruceIlosis due to B~ucelh species (in conjunction with streptomycio). 
Bwtonellosis due to Bovtonella haciii#knis. 
Granuloma mguinale caused by Cuiynvnarobaorerium gwfulomatis. 

Because many strains of the following groups of microorganisms have beerr shorn to be resistant to doxycycline, 
culture and susceptibility testing are recommended. 

Doxycyclhe is indicated for treatment of infections caused by the following gram-negative microorganisms, when 
bacteriologic testing indicates appropriate susceptibility to the drug: 

Escherichia coli 
Enterobacter aerogenos (formerly Aerobacter aerogenes) 
Shigella species 
Acinetobacter species (formerly h&a species and &we&a species) 
Respiratory tract infections caused by Uiremophilw influenaae. 
Respiratory tract and urinary infections caused by Kiebsiella species. 

Doxycycline is indicated for treaunent of infections caused by the following gram-positive microorganisms, when 
bacteriologic testing indicates appropriate susceptibility to the drug: 

Upper respiratory infections caused by Streptococcus pneumoniae (formerly Diplococcus pneumoniae) 
Skin and skin structure infections caused by Staphylococcus aweus 
Anthrax due to BaciiZur antkacis, including inhalational anthrax (post-exposure): to reduce the incidence or 
progression of disease following exposure ro ,aerosolized BaailJus anthracis. 

Doxycyclhe is not the drug of choice in the treatment of any tYpe of staphylococcal infections, 

When penicillin is contraindicated, daxycycline is 8~ alternative drug in the treatmonr of the following infections: 

Uncomplicated gonorrhea caused by Neisseria gonorrhoeae. 
Syphilis caused by Treponemapallidum 
Yaws caused by DeponeHa per&we. 
Listeriosis due to Listeria monoqrogenes. 
Vincent3 infection caused by Fusobacteriunzjk~orme. 
Actinomycosis caused by Actinohzyaes israelii. 
Infections cawed by Clostridium species. 

In acute inr&srinal amebiasis, doxycycline may be a usefbl adjunct to amebicidcs. 

In severe acne, doxycycline may be useful adjunctive therapy. 

CONTRAIiXDICATIONS 

This drug is contraindicatkd in persons who have shown hypersensitivity to’any of the tetracyclines. 

WARNINGS 

THE USE OF DRUGS OF THE -lTlXlUCYCLINE CLASS DURING TOOTH DEVELOPMENT (LAST HALF 
OF PREGNANCY, INFANCY, AND CHILDHOOD TO THE AGE OF 8 YEARS) h&Y CAUSE PERMANENT 
DISCOLORATION OF THB TEETH (YELLOW-GRAY-BROW). 



Pseudamembranuus colitis has been reported with nearly all antibacterial agents, including doxycycline, and 
may range in severity from mild to life-Wcateirfdg. Therefore, it is important to consider this diagnosis in 
patients who present with diarrhea subsequent to the administration of antibacterial agents. 

Treatment with antibacterial agents alters the uonnaI Rora of rhc colon and may permit overgrowth of clostridia. 
Studies indicate that a toxin produced by ClosWdium dflflcile is a primary cause of “antibiotic-associated colitis.” 

Afier the diignosis of psQudomembranous colitis has been established, therapeutic measures should be initiated. Mild 
cases of pseudomembranous colitis usually respond to discontinuation of the Cqrug alone. In moderate to severe cases, 
consideration should be given to management with fluids and electrolytes, protein supplementation, and treatment 
with an antibacterial drug clinically effective against Ciosrridkm dt#We colitis. 

This adverse reaction is more common during long-term use of the drugs but has bQen observed following qeated 
shorr-term courses. Enamel hypoplasia has also been reported. TETRACYCLINE DRUGS, THEREFORE, 
SHOULD NOT BE USED IN THIS AGE GROUP, EXCEPT FOR .4NTHI@A& INCLUDING INHALATIONAL 
AN- (POST-EXPOSURJ?), UNLFSS OTHER DRUGS m NOT LmLY TO BE EFFECTWE OR ARE 
CONTRAINDICATED. 

All tetracyciinos farm EL srable calcium complex in any bon&forming tissue. A decrease in the fibula growth rate has 
been observed in prematures given oral tetracycline in doses of 25 mgllcg every six hours. This reaction was shown 
to be reversible when the drug was discontinued. 

Results of animal studies indicate that reuacyclines cross the placenta, are found in fetal tissues, aad can have toxic 
effects on rhc developing fetus (often related to retardation of skeletal develbpment). Evidence of embryo toxicity 
has been noted in animals rrQared early in pregnancy. If any tetracycltile is wed during pregnancy or if the patient 
becomes pregnant while taking these drugs, the patient should be apprised of the potential hazard to the fetus. 

The antiantlbolic action of the tetracyclines may cause an increase in BUN. Studies to date indicate that this does 
nor occur with the use of doxycycline in patients with impaired renal function. 

Photosensitivity manifested by au exaggerated sunburn reaction has been observed in some individuals taking 
tetracyclines. Patients apt to be exposed to direct sunlit or uItraviolet l&t should be advised that this reaction can 
occur with tetracycline drugs, and treatment should be disco&m&d at tie first evidence of skin erythema. 

PRECAUTIONS 

Cenerd: Prescribing dosycyclino capsules in the absence of a proven or strongly suspQoted bacterial infection or 
a prophylactic indication is unlikely to provide benefit ro the patient and increases the risk of the development of 
drug-resistant bacteria. 

As with orher antibiotic preparations, use of rhis drug may resuIt in overgrowth of non-susceptible organisms, 
incl!ding fungi; If superinfection occurs, the antibiotic should be discontinued and appropriate therapy instituted. 

Bulging fontanels in tints and benign intracranial hypertension til adults have been rcpofled in individuals receivb 
tetracyclines. These conditions disappeared when tbQ drug was discontinued. 

Iincision and drainage or other surgical procedures should be performed in conjmction with antibiotic therapy when 
indicated. 

information For Patients: Patients shouId be counseled that antibacterial drugs including doxycycline cap&es 
shouId only ba used to treat bacteriaI mfections. They do not treat viral infections (e.g., the common cold). When 
doxycycline capsules is prescribed to treat a bacterial infection, patients &h&d be told that altbough it is common 
to feel better early in rhe course of therapy, the medication should be ti exactly as directed. Skipping doses or 
not completing the full course of therapy may (1) decrease the effectiveness of the immediate treatment and (2) 



increase the likelihood tit bacteria will dewelop resistanca and will not be treatable by doxycycline capsules or other 
antibacterial drugs in the future. 

Laboratory Tests: In venereal disease when coexistent syphilis is suspect&d, a dark-field examination should be 
done before treatment is started and the blood serology repeated monthly for at least four months. 

In long-term therapy, periodic laboratory evaluations of organ systems, including hematopoietic, renal, and hepatic 
studies should be performed. 

Drug Interactions: Because tetracyclines have been shown to depress plasma prothrombin activity, patients who 
are on anticoagulant therapy may require downward adjusment of their anticoagulant dosage. 

Since bacteriostatic drugs may inrerl%re with the bactericidal action of penicillin, it is advisable to avoid giving 
terracyclines in conjunction with penicillin. 

Absorption of tetracycline5 is impaired by antacids containing aluminum, calcium, or magnesium, and iron-containing 
preparations. 

Barbiturates, carbamazepine, and phenytoin decrease the half-Ufe of doxycycline. 

The concurrent use of tetracycline and methoxyflurant has been reported to result in fatal renal toxicity. 

Concwsent use oftetracycline may render oral contraceptives less effective, 

Drug/Laboratory Test Inleractions: False elevations of urinary catecholamine levels may occur due to interference 
with the fluorescence test. 

Cardnogenesis, IVIutagenesis, Xmpairmcnt of Fertility: Long-term studies in animals to evaluate the carcinogenic 
potential of doxyc,ycline have not been conducted, However, there has been evidence of oncogenic activity m rats 
in studies with reMed antibiotics, oxytetracycline (adrenal and pituitary mrnors) and minocycline (thyroid tumors). 
Likewise, ~1thoug.h mutagenicity studies of doxycycline have not been conducted, positive results in & vitro 

mammalian cell assays have hem reported for related antibiotics (tetracycline, oxytenacycline). Doxycycline 
administered orall,y at dosage levels as high as 250 mg/k#day had no apparent effect on the fertility of female rats. 
Effect on male fertility has not been studied. 

Pregnancy; Teratogenic Effects. Pregnancy Category D: There are no adequate and well-controlIed studies on 
the use of doxycycline in pregnant shott-term, frst trimester exposure. The& are no human data available to assess 
the effects of long-term therapy of doxycycline in pregnant women such as that proposed for treatment of antiax 
exposure. An expert review of published data on expetimces with doxycycline use during pregnancy by TENS - 
the Teratogen Information System - concluded that therapeutic doses during pregnancy are unXikely to pose a 
substantia1 teratogenic risk (the quantity and quality of data were assessed rls limited to fair), but the data are 
insuficient to s&c that there is no rid. 

A case-comrol study (l&5 15 mothers of infants with congenital anomalies and 32,504 mothers of infants with no 
congenital anomalies) shows a weak but marginally statistically significant Fsociation with total malformations and 
we of doxycycline anytime during pregnancy. (Sixty-three (O.l9O/) of the controls and 56 (0.300/a of the cases were 
treated with doxycycline.) This association was not seen when the analysis was confined to maternal treatment during 
tie period of organogensis (i.e., in the second and third months of gestation) with the exception of a marginal 
reiationship with neural tube defect based on only two exposed case&. 

A small prospective study of 8 1 pregnancies describes 43 pregnant women treated for 10 days with doxycycline 
during early frst trimester. 411 mothers reported their exposed infants were normal at 1 year of agd 
Labor and Delivery: The effect of tetraoyclines on labor and delivery is unknown. 



Nursing Mothers; Tetracyclines are excreted in human milk, however, the extent of absorption of tetracyclines, 
including doxycycline, by the breastfed infant is not known. Short-term use by lactating women is not necessarily 
contraindicated; however, the effects of prolonged exposure by doxycyclina in breast milk are unknowns, Because 
of the potential for adverse reactions in nursing infants &om doxycyciine, a decision should be made whether to 
discontinue nursing or to discontinue the drug, taking into account the imp?rtantce of the drug to the mother 
WARNINGS.) 

(See 

Pediatric Use: See WARNINGS and DOSAGE AND ADMJNISTRATION sections. 

ADVERSE REACTIONS 

Due to oral doxycycline’s virtually complete absorption, side effects to the Iower bowel, particularly diarrhea, have 
been infrequent. The following adverse reactions have been observed in parients receiving tetracyclines: 

Gastrointestinal: Anorexia, nausea, vomiting, diarrhea, gJossitis, dysphagia; enterocolitis, and inflammatory lesions 
(with monilial overgrowth) in the anogenitsl region. These reactions have been caused by both the ora aad 
parenteral adminislration of tetracyclines. Rare instances of osophagitis and esophageal ulcerations have been 
reported in patients receiva capsule and tablet forms of drugs in the tetracycline class. Most of these patients took 
medications immediately before going to bed. (See DOSAGE AND ADMZNISTRATlON.) 
SWn: Maculopapular and erythematous rashes. Exfoliative dermatitis has been reported but is uncommon. 
Phvtosensitiviry is discussed above. (See WARNINGS.) 

Renal toxicity: l?.i~ in BUl-4 has been reported and is apparently dose related. (See WARPJKNGS.) 

Hypersensitivity reactions: Urticaria, angioneurotic edema, anaphylaxis, anaphylactoid purpura, pdcarditis, and 
exacerbation of systemic lupus erythematosus. 

Blood: Hemolytic anemia, thrombvcytopeuia, neutropenia, and eosinaphilia have been reported with tetracyclines. 

Other: Bulging fontanels in intints and intracranial hypertension in adults. (See PRECAUTIONS-General.) 

When given over prolonged periods, tetracyclines have been reported to produce brown-black microscopic 
discoloration of the thyroid gland. No abnormalities of thyroid function are’known to occur, 

OVEFLDOSAGE 

In case of overdosage, discontinue medication, treat symptomatically and insfitute suppotive measures. Dialysis 
does not alter serum halElife, and it would not be of benefit in treating cases of overdosage. 

DOSAGE AND ADMINISTTtlTKON 

THEUSUALDOSAGEA~DF~QUENCYOFADMMISTRATIONOFDOXYCYCLINEDI~~ERSFROM 
T~-JATOFTHEO*~~ERT~RACYCL~NES. EXCEEDTNGTHERECO~DEDDOSAGEMAYRESULT 
M AN PKXEASED INCIDENCE OF SIDE EFFECTS. 

Adults: The usual dose of oral doxycycline is 200 mg on the first day of freatienr (administered 100 me, every 12 
hours or 50 mg every 6 hours) followed by a maintenance dose of 100 mg/day. The maintenance dose may be 
administered as a single dose or as SO mg every 12 hours In the management of more severe infections (particularIy 
chronic infections of the urinary tract), 100 mg every 12 hours is recommended. 

For pediatric patknts above eight years of age: The recommended dosage schedule for pediatric patients 
weighing 100 pounds or less is 2 mg/lb of body wei@ divided into two do&on the first day of treatment, foIlowed 
by 1 mg/lb of body xveight given as a single daily dose or divided into Tao doses, on subsequent days. For more 



severe infections up to 2 mg/lb of body weight may be used. For pediatric patients over 100 pounds the usual adult 
dose should be used. 

Uncomplicated gonococcal infections in aduIti (except anorectal infections in men): 100 mg, by mouth, twice 
a day for 7 days. As an alternate smgle visit dose, administer 300 mg stat followed in one hour by a second 300 mg 
dose. 

Acute epididymo-orchitis caused by h! gonorrlroeue: 100 mg, by mouth, twice a day for at least 10 days. 

Primary and secondary syphilis: 300 mg a day in divided doses for at least 10 days. 

Uncomplicated urethral, endocervical, or rectal infection in adults caused by CMm?ydin fmchoma~: 100 mg, 
by mouth, twice a day for at least 7 days. 

Nongonococcal urethritis caused by C ir&onanlif and U. ureaJ,vtkum 100 mg, by mouth, twice a day for at 
least 7 days. 

Acute epididymo-orchitis caused by C trachomatk 100 mg, by mouth, twice a day for at least 10 days. 

Inhalational anthrax (post-exposure): 

ADULTS: 100 mg of doxycycline, by mouth, twice a day for 60 days. 

CHILDREN: weighing less than 100 pounds (45 kgs): 1 mg/lb (2.2 mg/lcg) pf body weight, by mouth, twice a day 
for 60 days. Children weighing 100 pounds or more should receive the adult dose. 
When used in streptococcal infections, therapy should be continued for 10 days. 

Administration of adequate amounts of fluid along with capsule and tzlblet forms of drugs in the tetracycline class 
is recommended to wash down the drugs and reduce the risk of esophageal irritation and ulceration. (See ADVERSE 
REACTIONS.) If gastric irritation occurs, doxycycline may be given with food. Ingestion of a high fat meal has 
been shown to delay the time to peak plasma concentrations by an average of one hour and 20 minutes, However, 
in the same study, food enhanced the average peak concentration by 7.5% and the area under the curve by 5.7%. 

HOW SUPPLIED 

(ALL DESCRIPTIONS WILL BE ADDED TO THE LABELING WHEN THE ANDA IS APPROVED) 

Store at controlled room temperature 15-30°C (59”~S6”F). (See USP). 

PROTECT FROM LIGHT. 

Hyperpigmentation of the thyroid has been produced by members of the tetracycline class in the followiug species: 
in rats by oxytetracycline, doxycycline, tetracycline P04, and methacycline; in’minipigs by doxycycline, minocycline, 
tetracycline P04, and methacycline; in dogs by doxycycliac and mmocycline; in monkeys by minocyclie. 

Minocyclme, tetracycline P04, methacycline, doxycycline, tetracycline base, oxytetracycline HCl and tetracycline 
HCl were goitrogenic in rats fed a low iodine diet. This goitrogenic effect was accompanied by high radioactive 
iodine uptake. Administration of minocycline also produced a large goiter with high radioiodine uptake in rats fed 
a relatively high iodine diet. 



. * 

Treatment of various animal species with this class of drugs has also resulted iin the indutiion of thyroid hypmplasia 
in ha folIowing: in rats and dogs (mhocycline), in chickens (chlortetracyciine) and in rats and mice (oxytetracycline). 
Adrenal gland hyperplasia has been observed in goats and rats treated with oxyt~rracycline. 
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