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Citizen Petition
Dear Sir or Madam:
The undersigned submits this petition, in quadruplicate, pursuant to section 505(j)}(2)(C) of the
Federal Food, Drug and Cosmetic Act and in accordance with 21 CFR 10.30 on behalf of a
client requesting the Commissioner of the Food and Drug Administration to declare that the drug
products, Doxycycline Hyclate Tablets 75 mg and 100 mg, are suitable for consideration in an
abbreviated new drug application (ANDA).

A. Action Requested

The petitioner requests that the Commissioner of the Food and Drug Administration declare that
Doxycycline Hyclate Tablets, 75 mg and 100 mg are suitable for submission in an ANDA. The
listed reference drug product (RLD) upon which this petition is based is Doryx® (doxycycline
hyclate), Capsules (coated pellets) 100 mg. Doryx® is also approved in a 75 mg strength.
Therefore, the petitioner seeks a change in dosage form (from capsule to tablet) from that of the
listed drug product.

B. Statement of Grounds

The RLD product is a capsule product containing (coated peliets) 75 mg or 100 mg of
doxycycline hyclate. The listing for Doryx® Capsules appears on page 3-135 of the 24" edition
of the Approved Drug Products with Therapeutic Equivalence Evaluations (better known as the
Orange Book) (Attachment A). The proposed drug product represents a tablet dosage form of
the same strengths and same active ingredient. The petition is thus seeking a change in
dosage form (from capsule to tablet) from that of the RLD.

in support of the change in dosage form requested in this petition, we refer to other FDA
approved “doxycycline” drug products that are available in a tablet dosage form (i.e., other
doxycycline hyclate tablet products). However, in this instance, citing any of those products as
the RLD would not be appropriate, since the purpose of this petition is to seek the ability to file a
different dosage form (tablet) that is bioequivalent to Doryx® (doxycycline hyclate) Capsules
(coated pellets). The petitioner is seeking this change in dosage form in an effort to make an
alternate dosage form (tablet) available for those individuals that either have difficulty in
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swallowing a capsule or who prefer a tablet dosage form as an alternative to Doryx®
(doxycycline hyclate), Capsules (coated pellets).

In further support of our proposed product, the petitioner would like to point out that the Agency
has previously approved ANDA suitability petitions allowing for a change in dosage form (from
capsule to tablet) in many instances. The labeling of the proposed product will be the same as
that of the RLD with the exception of the obvious change in dosage form sought in this petition.
The uses, doses and indications for the proposed product are also the same as those of the
RLD. Draft labeling for the proposed product is included in Attachment B and labeling of the
RLD is included in Attachment C.

Therefore, the petitioner’s request for the Commissioner to find that a change in dosage form
from capsule to tablet for Doxycycline Hyclate 75 mg and 100 mg should raise no questions of
safety or effectiveness, and the Agency should approve the petition.

Pediatric Waiver Request

In any petition seeking a change in dosage form, it is necessary to address the provisions of the
Pediatric Research Equity Act (PREA) of 2003. PREA amended the Federal Food, Drug and
Cosmetic Act, to provide the Agency authority to require drug firms to study certain drugs in
pediatric patients if the Agency felt that such study would provide beneficial health data for that
patient population. In that regard, please consider this request for a full waiver for the need to
conduct pediatric studies for the proposed drug product under PREA for the reasons outlined
below.

The act provides a provision for a waiver from such requirement if:
(iii) the drug or biological product,

() does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients; and

(I1) is not likely to be used in a substantial number of pediatric patients.

The petitioner hereby requests that a waiver from the conduct of pediatric patient be granted for
the approval of this petition to permit subsequent ANDA filing.

The labeling of the RLD clearly supports the use of the doxycycline hyclate in pediatric patients
above 8 years of age.

“The recommended dosage schedule for pediatric patients weighing 100 pounds or less
is 2 mg/lb of body weight divided into two doses on the first day of treatment, followed by
a 1 mg/lb of body weight given as a single daily dose or divided into two doses on
subsequent days. For more severe infections, up to 2 mg/ib of body weight may be
used. For pediatric patients over 100 pounds, the usual adult dose should be used.”

However, the lack of dosing recommendations for pediatric patients under 8 years of age should

not be construed as a need to study this drug in lower age groups since the product contains
warnings against use in younger patients.
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‘The use of drugs of the tetracycline class during tooth development (last half of
pregnancy, infancy and childhood to the age of 8 years) may cause permanent
discoloration of the teeth (yellow-gray-brown). This adverse reaction is more common
during long-term use of the drug but has been observed foliowing repeated short-term
courses. Enamel hypoplasia has also been reported. Tetracycline drugs, therefore,
should not be used in this age group, except for Anthrax, including inhalational anthrax
(post exposure) unless other drugs are not likely to be effective or are contraindicated.”
(Emphasis added)

Clearly then, this drug product should not be utilized in other than the pediatric population for
whom it is currently labeled (age 8 or older) and based on the fact that inhalational anthrax is an
extremely rare disease, the product would not likely be used in a substantial number of pediatric
patients. Therefore, a waiver should be granted exempting pediatric studies on the proposed
product.

C. Environmental Impact

The petitioner claims a categorical exclusion under 21 CFR 25.31.

D. Economic impact

The petitioner does not believe that this is applicable in this case, but will agree to provide such
an analysis if requested by the Agency.

E. Certification

The undersigned certifies, that to the best knowledge and belief of the undersigned, this petition
includes all information and views on which the petition relies, and that it includes representative
data and information known to the petitioner, which are unfavorable to the petition.

Respectfully submitted,

R Pk

Robert. W. Pollock @\L
Vice President

Lachman Consultant Services, Inc.
1600 Stewart Avenue

Westbury, New York 11590

RWP/pk
Attachments: A.  page 3-135 of the 24" edition of the Approved Drug Products with

Therapeutic Equivalence Evaluations
B. Proposed Labeling

C. Doryx (RLD) Labeling

cc: Emily Thomas (OGD)
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DOXYCYCLINE
TABLET; ORAL

DOXYCYCLINE
PAR PHARM

DOXYCYCLINE CALCIUM

SUSPENSION; ORAL
VIBRAMYCIN
+ PFIZER

DOXYCYCLINE HYCLATE

CAPSULE; ORAL
DOXYCYCLINE HYCLATE
AXIOM PHARM

IVAX PHARMS

MUTUAL PHARM

MYLAN

WATSON LABS

WEST WARD

B e & & BB R

VIBRAMYCIN
PFIZER

[

CAPSULE, COATED PELLETS;

DORYX
+ MAYNE PHARMA USA

I

EQ 75MG BASE

EQ 100MG BASE

EQ 50MG BASE/SML

EQ 50MG BASE
EQ 100MG BASE
EQ 50MG BASE
EQ 100MC BASE
EQ 50MG BASE
EQ 100MG BASE
SOMG BASE
EQ 10%!3 BASE
EQ S50M: BASE

EQ 100MG BASE
EQ 50MG BASE

EQ 100MG BASE

EQ 50MG BASE
EQ 100MG BASE

ORAL
EQ 100MG BASE

PRESCRIPTION DRUG PRODUCT LIST

N65070 003
DEC 30, 2002
N65070 002
DEC 15, 2000

N50480 001

N61717 001
N61717 002
N62500 001
SEP 11, 1984
N62500 002
SEP 11, 1984
N62675 001
JUL 10, 1986
N62676 001
JUL 10, 1986
N62337 001
MAR 29, 1982
N62337 002
MAR 29, 1982
N62031 002
oCT 13, 1982
N62031 001
N62396 002
NOV 07, 1984
N62396 001
MAY 07, 1984

N50007 001
N50007 002

N50582 001
JUL 22, 1985

DOXYCYCLINE HYCLATE

B & BB B &R

2

CAPSULE, COATED PELLETS;

DORYX
MAYNE PHARMA USA

WARNER CHILCOTT

INJECTABLE; INJECTION
DOXY 100
+ AM PHARM PARTNERS

DOXY 200
+ AM PHARM PARTNERS

LIQUID, EXTENDED RELEASE;

ATRIDOX
+ ATRIX

TABLET; ORAL
DOXYCYCLINE HYCLATE
AXIOM DHARM

IVAX PHARMS
MUTUAL PHARM
MYLAN

VINTAGE PHARMS
WATSON LABS
WEST WARD

PERIOSTAT .
+ COLLAGENEX PHARMS

VIBRA-TABS
+ PFIZER

3-135

ORAL

EQ 75MG BASE
EQ 100MG BASE

EQ 100MG BASE/VIAL

EQ 200MG BASE/VIAL

PERIODONTAL
EQ 10% w/w

EQ 100MG BASE
EQ 100MG BASE
EQ 100MG BASE
EQ 100MC BASE
EQ 100MG BASE
EQ 100MG BASE
EQ 100MGC BASE

20MG

EQ 100MG BASE

N50582 002
AUG 13, 2001
N62653 001
ocT 30, 1985

N62475 001
DEC 09, 1983

N62475 002
DEC 09, 1983

N50751 001
SEP 03, 1998

N62269 002
NOV 08, 1982
N62505 001
SEP 11, 1984
N62677 001
JUL 10, 1986
N62432 001
FEB 15, 1983
N62538 001
APR 07, 1986
N62421 001
FEB 02, 1983
N65095 001
JUuL 02, 2003

N50783 001
FEB 02, 2001

N50533 001
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PROPOSED LABELING

Doxycycline Hyclate Tablets f
~ (coated doxycycline hyclate tablets) -

To reduce the development of drug-resistant bacteria and :naintain the effectiveness of

doxycycline hyclate tablets and other amtibacterial drugs, doxycycline hyclate tablets.

* should be used only to treat or prevent infections that are proven or strongly suspected to
be caused by bacteria. ;

- DESCRIPTION

Doxycycline Hyclate Tablet is a coated tablet of dexycycline hyclate for oral
administration. INACTIVE INGREDIENTS WILL BE EROVIDED IN THE ANDA
LABELING. Doxycycline is a broadispectrum antibioti: synthetically derived from
oxytetracycline and available as doxycycline hyclate. The: chemical designation of this
light yellow crystalline powder is alphai6-desoxy-5-oxytetri-cycline. Doxycycline has a
high degree of lipoid solubility and a low affinity for calciun binding. It is highly stable
in normal human serum. Doxycycline will not degrade into an epianhydro form.

CLINICAL PHARMACOLOGY |

Tetracyclines are readily absorbed and jare bound to plasma proteins in varying degree.
They are concentrated by the liver in the bile and excreted in the urine and feces at high
concentrations and in a biologically active form.

Doxycycline is virtually completely absorbed after oral adriinistration. Following a 200
mg dose, normal adult volunteers averaged peak serura levels of 2.6 mcg/mL of
doxycycline at 2 hours decreasing to 1.45 mcg/mL at 24 hoars. Excretion of doxycycline
by the kidney is about 40%/72 hours in individuals with normal function (creatinine
clearance about 75 mL/min). This percentage excretion:may fall as low as 1-5%/72
hours in individuals with severe renal insufficiency (cteatinine clearance below 10
mL/min). Studies bave shown no significant difference in serum half-life of doxycycline
(range 18-22 hours) in individuals with normal and severely impaired renal function.

Hemodialysis does not alter serum hﬂﬂlife.

Microbiology: Doxycycline is primarily bacteriostatic- and is thought to exert its
antimicrobial effect by the inhibition oﬁprotein synthesis. }Joxycycline is active against a
wide range of gram-positive and gram—negatwe organisms. The drugs in the tetracychne
class have closely similar antlmxcrobal spectra and cross resistance among them is
common.



Susceptibility Tests: Diffusion Techniques: The use of antibiotic disc susceptibility
test methods which measure zone diameter gives an accuratw: estimation of susceptibility
of organisms to doxycycline hyclate tablets. One such stindard procedure’ has been
recommended for use with discs for testing antimicrobials. Doxycycline 30 mcg discs
should be used for the determination of the susceptibility of ¢rganisms to doxycycline.

With this type of procedure, a report of|“susceptible” from:the laboratory indicates that
the infecting organism is likely to respond to therapy. A report of “intermediate
susceptibility” suggests that the organism would be susceptible if high dosage is used or
if the infection is confined to tissue and fluids (e.g., urine) in which high antibiotic levels
are obtained. A report of “resistant” indicates that the infeciing organism is not likely to
respond to therapy. With the doxycycline disc, a zone of 16 mm or greater indicates
susceptibility, zone sizes of 12 mm or less indicate resistanee and zone sizes of 13 to 15
mm indicate intermediate susceptibility. ;

Standardized procedures require the use of laboratory confrol organisms. The 30 mcg
tetracycline disc should give zone diameters between 19 ane. 28 mm for S. aureus ATCC
25923 and between 18 and 25 mm for E. coli ATCC 25922. The 30 mcg doxycycline
disc should give zone diameters between 23 and 29 mm for: S. aureus ATCC 25923, and
between 18 and 24 mm for E. coli ATCC 25922.

Dilution Techniques: A bacterial isolate may be consicered susceptible if the MIC
(minimal inhibitory concentration) value for doxycyclire is less than 4 mcg/mL.
Organisms are considered resistant if the MIC is greater than 12.5 mcg/mL. MICs
greater than 4.0 meg/mL and less than 12.5 meg/mL indicat:: intermediate susceptibility.
As with standard diffusion methods, dilution procedures require the use of laboratory
contro] mechanisms. Standard doxycycline powder shouldigive MIC values in the range
of 0.25 meg/mL and 1.0 meg/mL for S. aureus ATCC 25923. For E. coli ATCC 25922
the MIC range should be between 1.0 meg/mL and 4.0 meg/mL.

INDICATIONS AND USAGE
Doxycycline is indicated in infections c:;msed by the following microorganisms:

Rickettsiae (Rocky Mountain spotted fever, typhus fever and typhus group, Q
fever, rickettsialpox and tick feviers.

Mycoplasma pneumoniae (PPLG), Eaton’s agent)
Agents of psittacosis and ornithésis )

Agents of lymphogranuloma venereum and gragulo;na inguinale

The spirochetal agent of relapsing fever (Borrelia re currentis)



The following gram-negative microorganisms:

Haemophilus ducreyi (chancroid)|

Yersinia pestis (formerly Pasteurélla pestis)

Francisella tularensis (formerly Fasteurella tularens:s)

Bartonella bacz'lliformis |

Bacteroides species 5

Vibrio cholerae (formerly Vibrio comma) e
Campylobacter fetus (formerly Vibrio fetus)

Brucella species (in conjunction with streptomycin)

Because many strains of the following g)oups of microorgarisms have been shown to be
resistant to tetracyclines, culture and suscephblhty testing ar.: recommended.

Doxycycline is indicated for treatmenﬁ, of infections caued by the following gram-
negative microorganisms, when bacteriological testng indicates appropriate
susceptibility to the drug.

Escherichia coli :

Enterobacter aerogenes (formerly Aerobacter aerogines)
Shigella species

Mima species and Herellea specxes

Haemophilus influenzae (respiratory infections)
Klebsiella species (respiratory and urinary infections:

Doxyryclme is indicated for treatmenf* of infections cawsed by the following gram-
positive microorganisms when bactcnolbglcal testing indicates appropriate susceptibility
to the drug:

Streptococcus species: '
Up to 44 percent of strains of Streptochbccus pyogenes anc 74 percent of Streptococcus

~ faecalis have been found to be resistarit to tetracycline drags. Therefore, tetracyclines

should not be used for streptococcal dlqease unless the organism has been demonstrated
to be susceptible. ,

For upper respiratory infections due to i;:roup A beta-};:mo];;&ic “streptococci, penicillin is
the usual drug of choice, including prophylaxis of rheumatic. fever.

Diplococcus pneumoniae. :
Staphylococcus aureus (respiratory, skm and soft-tissue infé.ctions). Tetracyclines are not
the drug of choice in the treatment of any type of staphylocwccal infection.

Anthrax due to Bacillus anthracis, 1n| luding inhalationa. anthrax (post exposure): to
reduce the incidence or progression of chscase following exposure to aerosolized Bacillus
anthracis. ;



‘When penicillin is contraindicated, doxyc'yclme is an alternaiive drug in the treatment of
infections due to: i

Treponema pallidum and Treponema pertenue (syphilis and 1aws)
Listeria monocytogenes

Clostridium species

Fusobacterium fusiforme (Vincent’s mfei,uon)

Actinomyces species
In acute intestinal amebiasis, doxycycling may be useful adjunct to amebicides.
In severe acne, doxycycline may be useft‘f'xl adjunctive therap)”.

Doxycycline is indicated in the treatment of trachoma, alttough the infectious agent is
not always eliminated, as judged by immunofluorescence.

Inclusion conjunctivitis may be treaﬁed with oral doxycycline alone, or with a
combination of topical agents. ~

Doxycycline is indicated for the treaiment of uncomphca.ed urethral, endocervical or
rectal infections in adults cause by Chlamydza trachomatis.®

Doxycycline is indicated for the treatment of nongonccoccal urethritis caused by
Chlamydia trachomatis aud Ureaplasma urealytzcum anc. for the treatment of acute
epididymo-orchitis caused by Chlamydm trachomaris® _ ..

Doxycycline is indicated for the treatment of uncompliczted gonococcal infections in
adults (except for anorectal mfectxoms in men), the g;onococcal arthritis-dermatis
syndrome and acute epididymo-orchitis | raused by N. gonorrhoeae?

To reduce the development of drug—resxstant bacteria and imaintain the effectiveness of
doxycycline hyclate tablets and other ;antibacterial drugs; doxycycline hyclate tablets
should be used only to treat or prevent Jnfecuons that are proven or strongly suspected to
be caused by bacteria. When culture ¢md susceptibility irformation are available, they
should be considered in selecting or mbdxfymg antjbacteriil therapy. In the absence of
such data, local epidemiology and suseepnbﬂuy patterns raay contribute to the empiric
selection of therapy.

CONTRAINDICATIONS |

The drug is contraindicated in persons who have shown .aypersensitivity to any of the
tetracyclines.

WARNINGS



THE USE OF DRUGS OF THE TETRACYCLINE (LASS DURING TOOTH
DEVELOPMENT (LAST HALF OF PREGNANCY, INFANCY AND CHILDHOOD
TO THE AGE OF 8 YEARS) MAY CAUSE PERMANENT DISCOLORATION OF
THE TEETH (YELLOW-GRAY-BROWN). This advers: reaction is more common
during long term use of the drugs but has been observed following repeated short term
courses. Enamel hypoplasia has also been reported. TETRACYCLINE DRUGS,
THEREFORE, SHOULD NOT BE USED IN THIS AGE GROUP, EXCEPT FOR
ANTHRAX, INCLUDING INHALATIONAL ANTHRAX (POST EXPOSURE),
UNLESS OTHER DRUGS ARE NOT LIKELY TO BE EFFECTIVE OR ARE
CONTRAINDICATED. ‘

“Psendomembranous colitis has been reported with nearly all antibacterial agents,
including doxycycline, and may range in severity from mild to life-threatening.
Therefore, it is important to consider this diagnosis in:patients who present with
diarrhea subsequent to the administration of antibacteris1 agents.

Treatment with antibacterial agents a.lte#s the normal flora >f the colon and may permit
overgrowth of clostridia. Studies indicate that a toxin produried by Clostridium difficile is
a primary cause of “‘antibiotic-associated; colitis.”

After the diagnosis of pseudomembranous colitis has been established, therapeutic
measures should be initiated. Mild cases of pseudomembrinous colitis usually respond
to discontinuation of the drug alone. In inoderate to severe cases, consideration should be
given to management with fluids and electrolytes, protein supplementation, and treatment
with an antibacterial drug clinically cﬁecl'ftive against Clostriidium difficile colitis.”

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

As with other tetracyclines, doxycycline forms a stable czlcium complex in any bone-
forming tissue. A decrease in the fibula growth rate_has oeen observed in prematures
given oral tetracycline in doses of 25 mg/kg every six hours~ This reaction was shown to
be reversible when the drug was discontinued.

Photosensitivity manifested by an exaggerated sunbumn reaction has been observed in
some individual taking tetracyclines. Patients apt to be u:xposed to direct sunlight or
ultraviolet light should be advised that tliis reaction can occur with tetracycline drugs, and
treatment should be discontinued at the first evidence of skin erythema.

The antianabolic action of the tetracyclines may cause incrzase in BUN. Studies to date
indicate that this does not occur with the use of doxycycline in patients with impaired
renal functions. !



PRECAUTIONS

General: Prescribing doxycycline hycléte tablets in the abzence of a proven or strongly
suspected bacterial infection or a prophylactic indication is "wnlikely to provide benefit to
the patient and increases the risk of the dzvelopment of drug:resistant bacteria.

As with other antibiotic preparations, use of this drug may result in overgrowth of non-
susceptible organisms, including fungi. [If superinfection occurs, the antibjotic should be
discontinued and appropriate therapy instituted.

All infections due to group A beta-hemo| yt1c streptococci should be treated for at least 10
days. ;

Information for Patiemts: Patients|should be counseled that antibacterial drugs
including doxycycline hyclate tablets should only be used to treat bacterial infections.

They do not treat viral infections (e.g.,ithe common cold): When doxycycline hyclate
tablets is prescribed to treat a bacterial irifection, patients shwuld be told that although it is
common to feel better early in the course of therapy, the medication should be taken
exactly as directed. Skipping doses or npt completing the full course of therapy many (1)
decrease the effectiveness of the immedsate treatment and (’!) increase the likelihood that
bacteria will develop resistance and will! tbe not treatable by doxycycline hyclate tablets or
other antibacterial drugs in the future. |

Laboratory tests: In venereal disease bwhen coexistent synhilis is suspected, dark-field
examination should be done before treattment is started ‘anc. the blood serology repeated
monthly for at least 4 months. ; - -

In long-term therapy, periodic laboratory evaluation of organ systems, including
hematopoietic, renal and hepatic studies bshould be performe:.

Drug Interactions: Because tetracvchnes have been: shown to depress plasma
prothmmbm activity, patients who are bn anticoagulant therapy may require downward
adjustment of their anticoagulant dosage.

Since bacteriostatic drugs may mterfem> with the bactericidal .action of penicillin, it is
advisable to avoid giving tetracyclines ifi conjunction with penicillin.

For concomitant therapy with antacid:f; or iron-containiny preparations and food see
DOSAGE AND ADMINISTRATION section.

Carcinogenesis, mutagenesis, impairment of fertility: L)ng-tem} studies are currently
being conducted to determine whether tetracyclines have czrcinogenic potential. Animal
studies conducted in rats and mice| have not prowde-d conclusive evidence that
tetracyclines may be carcinogenic or that they impair fertility. In two mammalian cell
assays (L51784 mouse lymphoma and Chinese hamster lung cells in vitro), positive
responses for mutagenicity occurred at concentration: of 60 and 10 mcg/mL,



respectively. In humans, no assocmnon between tetracyc ines and these effects have
been made.

Pregnancy: Teratogenic Effects. :
Pregnancy Category D: There are no adequate and well-controlled studies on the use of
doxycycline in pregnant women. The vast majority of reported experience with
doxycycline during human pregnancy is short-term, first trrmester exposure. There are
no human data available to assess the effects of long-terra therapy of doxycycline in
pregnant women such as that proposed for the treatment of :inthrax exposure. An expert
review of published data on experiences with doxycyclire use during pregnancy by
TERIS ~ the Teratogen Information System — concluded taat therapeutic doses during
pregnancy are unlikely to pose a substartial 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 infants with congenital anomalies and 32, 804
mothers of infants with no congenital anomalies) shows a weak but marginally
statistically significant association with total malformaticns and use of doxycycline
anytime during pregnancy. (Sixty-three (0.19%) of the controls and 56 (0.30%) of the
cases were treated with doxycycline.) This association wa; not seen when the analysis
was confined to maternal treatment durin g the period of orgznogenesis (i.e., in the second
and third months of gestation) with the 1except10n of a marginal relatlonshxp with neural
tube defect based on only two exposed cases”.

A small prospective study of 81 pregnaricies describes 43 pregnant women treated for 10
days with doxycycline during ea.rly first trimester. All methers reported their exposed
infants were normal at 1 year of age®. -

Nursing Mothers

Tetracyclines are excreted in humam milk, however, tae extent of absorption of
tetracyclines including doxycyclme byithe breast-fed infant is not known. Short-term
use by lactating women is not necessarily contraindicat:d; however, the effects of
prolonged exposure to doxycychne in breast milk are unknown®. Because of the potential
for adverse reactions in nursing infauts from doxycycline. a decision should be made
whether to discontinue nursing or to jdiscontinue the drpg, taking into account the
importance of the drug to the mother (See WARNINGS.)

Pediatric use: (See WARNINGS and II}OSAGE AND ADMINISTRATION sections.)

ADVERSE REACTIONS

-

Due to oral doxcycline’s virtually complete absorption, side effects to the lower bowel,
particularly diarrhea, have been infrequgnt. The following adverse reactions have been

observed in patients receiving tetracychmes
!



Gastrointestinal: Anorexia, nausea, vomiting, diarrhea, gloesitis, dysphagia, entercolitis,
and inflammatory lesions (with monilial overgrowth) in the anogenital region. These
reactions have been caused by both the oral and parenteral administration of
tetracyclines. Rare instances of esophagitis and esophzgeal ulcerations have been
reported in patients receiving capsule and tablet forms of d:ugs in the tetracycline class.

Most of these patients took medications immediately before going to bed (see DOSAGE

AND ADMINISTRAITON section)

Skin: Maculopapular and erythematousirashes. Exfoliative: dermatitis has been reported
but is uncommon. Photosensitivity is discussed above (see WARNINGS section).

Renal toxicity: Rise in BUN has been reported and is -apparently dose-related (see
WARNINGS section) :

i
Hypersensitivity reactions: Urticara, ahgioneurotic edema, anaphylaxis, anaphylactoid
purpura, pericarditis, and exacerbation of systemic lupus ery:hematosus.

Bulging fontenals in infants and benign intracranial hypeitension in adults have been
reported in individuals receiving tetrdcyclmes These condlitions disappeared when the
drug was discontinued. i

Blood: Hemolytic anemia, th:ombocytopema, neutropeniz and eosinophilia have been
reported with tetracyclines.

When gwen over prolonged periods, tetracyclines have beea reported to produce brown-
black microscopic discoloration of thyrcud glands. No abnermalities of thyroid function
are known to aceur.

DOSAGE AND ADMINISTRATION!

THE USUAL DOSAGE AND FREQUENCY OF ADMINISTRATION OF
DOXYCYCLINE DIFFERS FROM THAT OF THE C 'THER TETRACYCLINES.
EXCEEDING THE RECOMMENDED FDOSAGE MAY RIESULT IN AN INCREASED
INCIDENCE OF SIDE EFFECTS. ‘

Adults: The usual dose of oral doxyeychne is 200 mg on the first day of treatment
(administered 100 mg every 12 hours) 'Followed by a maintenance dose of 100 mg/day.
The maintenance dose may be administered as a single dose or as 50 mg every 12 hours.
In the management of more severe irfections (particularly chronic infections of the
urinary tract), 100 mg every 12 hours is nrecommended

For pediatric patients above eight yca.rs of age: The reconmmended dosage schedule for
pediatric patients weighing 100 pounds or less is 2 mg/lb ofibody weight divided into two
doses on the first day of treatment, followed by a 1 mg/lb of body weight given as a
single daily dose or divided into two doses on subsequent days. For more severe

!
i
!



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

Uncomplicated gonococcal infections i m adults (except anorectal infections in men): 100
mg, by mouth, twice-a-day for 7 days iAs an alternate single visit dose, administer 300
mg stat followed in one hour by a second 300 mg dose. Tle dose may be administered
with food, including milk or carbonated b'everage, as requirecl.

Acute prdldymo-orchms caused by N. gonorrhoeae 100 mg, by mouth, twice-a-day for
at least 10 days

Primary and secondary syphilis: 300 mgi!a day in divided doyes for at least 10 days.

Uncomplicated urethral, endocervical, or rectal infection in: adults caused by Chlamydia
trachormatis: 100 mg by mouth, tvnce-a-day for at least 7 days

Nongonococcal urethritis caused by C ltrachomatzs and L. wrealyticum: 100 mg, by
mouth, twice-a-day for at least 7 days |

Acute «=p1d1dymo—orch1t1s caused by C trachomatls 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 Ib |(45 kg); 1 mg/lb (22 mg/kg) of body welght by
mouth, twice-a-day for 60 days. Chﬂdnen weighing 100 It: or more should receive the
adult dose.

The therapeutic antibacterial serum actmry will usually persist for 24 hours following
recommended dosage.

When used in streptacoccal infections, tﬁerapy should be cortinued for 10 days.

Administration of adequate amounts of fluid along with capsule and tablet forms of drugs
in the tetracycline class is recommended to wash down the:drugs and reduce the risk of
esophageal irritation and ulceration (see | ALDVERSE REACTIONS section).

If gastric irritation occurs, it is recommended that doxycycline be given with food or
milk. The absorption of dcxycychne is not markedly -influenced by simultaneous
ingestion of food or milk. |

] -
Concomitant therapy: Antacids containing aluminum, ca:cium or magnesium, sodium
bicarbonate, and iron-containing preparations should not be, given to patients taking oral
tetracyclines.



Studies to date have indicated that! administration of: doxycycline at the usual
recommended doses does not lead to ex¢essive accumulatian of the antibiotic in patients
with renal impairment.

i

BOW SUPPLIED

THE DESCRIPTION WILL BE INCLLﬁDED IN THE ANDA LABELING.

STORAGE CONDITIONS

Store at controlled room temperature ibelow 25°C (77°F).
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DORYX®
{coated doxyeycline
hyclats pellets)

o reduce ihg davalapment of drug-resisiam
bacteris and maintaln the offectiveness of
DORYX® and other antibacterta) druges.
DORYX should ba-used oniy 1 irext OF pre-
vant Infactions that 3ra proven or strongly
suzpactad 10 be cauzed by bantans.

DEECRIPTION

DORYX Capsuloz conlala. spacially coated
pellets of ine hyclyte for orel
adgminigiraiion, Also containg laciose, NF:
microcrystalling caltuloas, NF; pevidone,
USP. The capsple ehall andfor band con«
tains FO and C btwe No, 1; FOrand C yels

fow Nuo. 6: O and G yallew No, 10; gotann, -

NF; silicon dioxide; sodium lauryl suifste,
NF; ttanium diaxide, USP, D cline s 3
broag-spactrum antibiotic synthelically
derived from oxytetracycline and avallabls
as demyeycline hyclate. The chemical des-
Igratian of this light-yeliow liine. povwe
der is alpha-s-dew?/- tea-cycling, .
Bexyeyeling has a high dagree of lipaid
salubility and a low affinity icr calsium
binding, It iz highly etable in normal human
aarum. Daxyeyeline wil) act degrada inte
an aplanhydro form. .

CLINICAL PHARMACOLOGY

Tetracyclites are readily abzorisad and 3o
bound to pisema proteine in vanying .
degrea . They are concentratad by the iivar
In the blie and exsreted in the urine and
feces at high concentrations and in a bi
togleally active form, .
Ooxveveiing is virtuaux <0

Jbzedsed aner ol adminietration.
Foliowing o 200 mg dose, normal aduly vol-
unlaers avaraged peak sarum levels of 2.8
m X i 8t 2 hours docrens-
Ing 1o 1.45 megiml. at 24 haurs, Excrellon
of doxyeycline Dy the kidnay is abowt
40%/72 hours ln Ingividuals whh namal
tunction {creatinine clearanca aboul 75
mL/min). Thiz pereentage oxcrotion may
2l 3z low a8 1-8%/72 hdure in Individuals
with sevare: renal insutliciency (creatining
clearanea balaw 10 mUmin), Studiga have -

shown no eighificant differencs in serum. -

hatf-ife of doxyoyeline {range 18-22 hours)
In ingividuers with normat and sevarely
impaired renal function, '

Hamodialysis dooz not aitar eqrum hail-tite,

Mlcmblolcfy: Dexyayaling I primaril
hactenostatic and is thought 3o exort |
antimicroblal effsct by he inhibition of pro-
taln synthesig. Daxyeycline is active
againat 3 wide nge-of gram-posiiivg and
grm-negailve organisme, The drugs in ihe
1euacrcllnm clacs have closoly eimiler
aniimicroblsl spactm and crase resiglance
among thaim i8 commen.

Susceptibility Tasts: Ditfution,
Toshnigues: The uze of antidiotic dizc
susceplidifity tesl methods which messure
*one diamelor givas. an sccurate astima-
tisn of sugcoptibifily of organisme to .
DORYX. One euch stondard procadure’:
nas boen meommandad ler uge whh disee
far tasting antimicrobigia. Ooxyoyeling 30
meg dlacs should be used for the datermi-
nalion of the suscaptibility of organisms to
doxyeycine,

With this type of procedure, 2 rapont of
“auzcoplivle” tham tha Inberatery indlcates
that e Infacting organism is Lialy 10
respond 1o therapy, A mportief “Intarmedi-
ate suzcapiiblity® suggesta nat tho ongan-
fem would be suscaptipia-if high Is.
uead or If tha Infection is confined 1o tssue
and flulds {8.4., urine) in which high antisi-
ofic lovels 1 od, A report of ‘rozist-
an\” indicatas that 1he Infecting organtam ia
ner fkely ta raepond 19 tharapy, Wih tha
doxycyeine diag, 3 2one of 16 mm ar

_coptibliily © the dmg:,'

graater Indicaies suscaphiviily, 20ne sizee
of 12 mm or leas Indicalsiresistanee, and
2000 skzeg of 13 10 15 mm indicato Inter-
medlate susceptiblity. ' .

Standardized procedurasirequire the use
of laboratory conrol argaliiema, The 30
meg atmeycling disc 2hould give.2one
dlametens batween 18 and 28 mm for S.

aureus ATCC 26922 andibotwesn 18 and

25 mym far E. co ATCC 26622, The 30
mey dexyeyoiine diac’sheuld give 20ne
dlamaters betwaan 23 and 20 mm for
aureus ATCC 25823, an betwaen 18 an
24 mm for B, colf ATCC 25822, '

WA ae e e et A faoabosiat tnatnen

Dliution Tesnnigisa: A J8CwWhnis BLEIG
ba constderad susceptivia ¥ the MIC
{minimal inhibitary conaentestion) valug far
doxycycline I less tiran Il megiml.
Organiams ar caneldared rasisant if e -
MIC ie graatar than 12.5imeg/rmL. MICs
gesatar than 4,0 men/ml and lass ihan
12,5 megiml. indigeta intermediate sus-
capfibility, :
As with slandard ditlusidn methads, diu-
uon procedurss 1equire 1he uza of labora- -
167y conirol mecnanising, Standars Sogy-
cycline powdar should gve MIC values in
tha ranga of 0.26 meg/mi. and 1.0 meg/mi,
for 8. aureus ATCC 25943, For E. cofl
ATCC 25822 tha MIC rangs should be
bstwaen 1.0 meg/ml arid 4.0 megiml.

INDICATIONS AND USAGE

Doxyeycling i Indicated in Infactions -
caused by tha followingjmicroorganizme!

Rickatizlaa (Rocky Mauntaln spotted

faver, lyphua feune and the typhus group,
i df fevers), ,P .

Q tavar, ricksttatalpei and &
' Mycoplpsma
_Eaton's agent), :

Agents of peinacosisand ernithosia,

Aganta of lymphograuioma venereum

and granuloma Inguipsale.

Tha splrchatal sgent of relapsing fever
(Bormelix racumentis)

inlge (PPLO,

The tollowing gnm-mgem micraorganisms;

Haomophiius ducroy: {chancrold)
Yorainla pasts (formnfly Pasteuralia

981 '
ﬁ:ndnll: roiarensie (formory
Pagteureila tulgrofsis)
artenele Boclii

Bactorvides specleg)
Vikrio choieme (formerly ViDra comma)
c:zxpywecmr fotug,(tormerly Vibrio

Brucally epecies (In tanjunclion with
streplomycin} |
Becauzs many strains f the tollowing
groupe of micrearganieme have besn
shewn 10 b rasisfant 1 tetracydinee, cul-
ture and susceplibiilly iesing are racoms
mendad, :

Daxyeycling s Indicarod for reatment of

Infactions eausad by e following
gmm-nagative micrsomanisms, when bac-
istioleglcal testing Indliates apprepriate
suscaplblity 1o the dnf;

Escherishia eoll .
Enrarabecter asrogenes (farmerly
Acrobacier hercgence).
Shigelia apecles
Mima spacios and Fiersiiea speciea
Haemephituz Influonizae {raspitalory
infsctons)
Kiabaloda spacios {teapiralory und
urinery intactions
Ooxycyeiine’ls indicaléd for wreatmant of
infectons taused by e following
ﬁmm-posim micraorianisms when bacte
ological lesting indicites epproprinis sus-
Streptocaccus specias:

U (oupamemofsﬁ'alna%fu cof
Iraplocoscus pyogeres an parcan
Siroptacoceys faacaliz have bean kound to
Do resiant to. Wimeytling drugs: -

Tharefors, lotacyelings should nol b -
uged for 2o disease uplazs he
orgenizm has basn dismonalrated to ba: -
suscaptible, ) .

For ugiper taspiratary|infectiona dua ta
group A beta-hemelitic straptocoed, pani-
cillinr ta the usual drug of choles, Including.
prophiylaxiz of Malmulle fever. .

Diplocopoue pneumoiaa.

Staphylococnue auraus {respiratory. ekin
ana sofidigeds infectionst. Tatraoyelines ara
not tha drug - cholea in tha treatment of
gny typa of & aphylocoscal infection,

Anihrax dug o Sacliva anthmeis, Including
Inhalational ynthrax (pest-exposuse): 1
d theo ir:oida or progras<ion g
8age followl ) expasure Yo aameolized
Bacihug antRciz. T

Vwhan penletiin s contraindicated, doxyey-
cline 18 an » amative drug in the treatmant
of intactionsidua to:

Trepenan'g pallidum and Treponsma
uﬂpéfw’*é (Bypnills and yawa)
oria MOROGONeNae
Clastialum species
Fusabactiium fusiforme (Mincant's
infoctlai) .
Aclinomyes specles

in acut Inteating} ameblagls, doxyeyciine
may ba 3 uzetul adjundt W amebicdes,

In sevors arne, doxyeyeling' may ha uselut
adunctive 1ierRpy. :

Daxycycline I8 Indicxted In the troatmant of
trachama, &ithough he Infectious agent is
ot alwaye ;liminated, as judged by
immunoflucescance. .

Incluglen cenjunciivita may be truated with
onl doxyeytfing 20ne, or with 3 cambina-
tian of tapleal sgents,

Daxyoyeling lg Indicatad for the treatment
of uncompiuated urethral, endecervical or
rectal Infocions In adults cauzed by
Chiamydiairacnomatis” .

Doxyeyalina iz ingleated for the weaimsnt
of nongon-coccal’usolhrilis couzed by
Chismydiai trachematle and Ureaplasma
ureslytiour: and for the treaiment of acule
epididymsadrehhls caused by Chiamydia
trachomatis,

Oaoxyeyclin is Indicatad for the traatment
of uneompiicatod ganococesl infections in
adults (exeopl tor anorecta! infections in
men), the gn;r‘\jococ:al u%\élue-donmlliua
syndrame-and goute ep w-orchliis
csused w,‘N. 'gananhoaaa.ym

Ta recuee the deveiopment of drug-resist:
ant bagteris and mainiala the gffactivenease
of DORYXand othar andbactenal drugs,
DORYX shyuld ba wead only to treat or pree
vent infecti.ce Ihat are preven or siungly
sugpectad o ba cumed by sysoopiidls bac-
taria. Whae: cullura and susceatidillly Infore
malkon.areiavalisbla, they should be consid-
orad In sebacting or madilying antbacterisl
therapy. In-his abesncs of suzh dala, lecal
apldamiolcigy ang suscopiibiity patiarne
may sontraLte to the emplde eelction of.
harapy. . .
CONTRAINDICATIONS

The drug 1 cantealndisatod tn berson:

diz-

who hava anown hypersenetiviy fo any of

the ity clings.
WAPRNING'S o

CYCLINEICLASS DURING TOOTH
DEVELORMENT (LAST HALF OF PREQ-
ANCY, FIFANGY AND CHILDHOOD TO
E. AGE:OF 8 YEARS) MAY CAUSE
PERMANENT DISCOLORATION OF THE
TEETH (7 ELLOW-GRAV-BROWN). This

advarsa raaclon la mere sommen during -
long term:use of the drugs &R has begn

obzorvediloljewing repsated short term
eoursgs, Linamel hypopisia has also

been repifed, TETRACYCLINE DRUGS,

THEREFIIRE, SHOULD NOT BE USED
IN THIS AGE GROUP, EXCEPTFOR . ..
ANTHRA(, INCLUDING [NHALATIONAL
ANTHRM( (POST-EXPOSURE), UNLESS
OTHER [ RUGS ARE NOT LIRELY TO BE:
EFFECTIVE OR ARE CONTRAINDICATED,

“Paaudo.nembiranoue Solitis has been .
reportadimith naary ait antibacterial
agents, iiciuding doxyeyeling, shd may
range Ins trom miid to Lla-threat-
gning. Tyereforo, k Is importont to con-
sider thix dlsgnoals In patients who prez-
et with jllarhes gubsequent o tha
acdminigsation of antibacteriol sgems,

@ warne crincort
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BORYX®
{eoated doxycycling hyclate pellsts)

Treaimant with antibasterial agents slture
the narmal flora of the colon and may pers
mit avargrowth of clastridia, Studles indis
cale hat a toxin preducad by Clostrdium
difico ls 3 pnmury causa of ‘antibiotic-
aesocialad colitls.”

Atlar the diagneals ¢f pseurlomembrinous
colitis hue bean esieblizhed, horapeutic
maasires ahould ba Initiated, Mild cages
of pseudomembranous colftis usually
raspond ta diz¢ontinuation of the drug
alone. in moderals io 2avere cases, can-
<cideration should be given to management
with flulde and alactrotyies, proteln supplo
mantalion, and wasiment with an anitbac-
terial drug tilnjelly effactive against
Clostr oo colilis”

nu 1
Resima ofl’ammau siudies Indicate et

ratracyclines cross the piacepta, am feund
In fotal tisstes and can have toxie effects
on tho developing felue (often elered 1o
retardation of skeletsl davelopment),
Evidance-of gmbryeioxicity nas baen
nated in animals traated gardy in pragnan-
cy. If any letracycling is uded during preg-
nanzy of If the patisnt hecomes pragnant
while laking these drugs. the patisnt ahould

* bg apprized of potential hazand 1o the fans.

Aa whh elher tatracyclinaz, dexyeyeling
fonnz a stable calelum complex in any
bone~forming Laaus, A dasroase in !ne fiows-
la growih rata. has hoan shserved in prema-
turéa given ars! lewacycline In cozes of 25
mg/kg avary gix hours, This reaction was
shown 10 be reversibie wnen the drug wae
discortinuad,

Photosensitity manifacted by an exagrisr-
atod sunkurn reacton has kaen observad
in soms incividuais taldng lracyelinoe,
Pallants apt o be axposed to direct sunhgm
ar wjtravioiet light should be advised that
thig reaction can eceur with teirpcyeline
drugs, and tregimeni should be discontin-
ved at the firat cvidoncs of skin orthema,

Tha antianabalic adlen ol the tetracyelines
may cayse $n Incraase In BUN. Studies to
dateindieata that thiz doee not coeur with
the use of dexyeycling In patienta with
impaired repal tunction,

PRECAUTIONS

Genoral: Preacribing DORYX Inthe
absanea of a provan or strongly suspected

i
'
f
'
i

in long term theraoy. pariedic labolalary
evajuation of argan syetems, incluilin
hematopolote, ranal and hnpdic £
should bo perfort .

med.
Orug Interactione: Bacause aatraweunee :
hiaver been shown 1a deprass plasina pro-
thremblin activity, patients who ara.on anlis
coagulant theraFy, may raquirs daymwuns N
adjustinent of thelr amicoaguiant dosdge.

Since hactericatatic dry intactore

whn tha bacraricidal aﬂ%nmmemm_. itis
advisable 1o avaid givin rettecydnes n
canjunction with panicifiin,

For concomitsnt !nerepy wim antacids cr
Imn-commhlng praparaticns nd 130d'se
DOSAGE AN mmwsmmo,a ,aeuon
C: s, impalr-
mem of fer!lmy Lonn -term studiae are
cumently being conductad 10 detgrming
whather tatraeyelinea have carcinogenic
patential, Animal studies-conductid in rets
and mice nave nél rcv!ded nensiusive avis
dence that te! Ta y be carcino. |
genic or that thay !mpa fartilty. i two
mammaiian coll aseays (51784 nouse
%mphom%:hn‘e‘ Chinssa han‘naterang cells

) faspansas fof rnummi
ocwm)dpnt cencenttations of 80 and A0 -
meg/al., respectively. ln.humans) no azs.
clation batwaeen letmcyclines; ana Ihaaa
Qftacis have besri mada,

ngnancy"tomugenle Eﬂccm
Pragnancy Catergory D: Therelare no-
sdaguate anrl wall-controlied suilties on the
use of doxyeyeling in pragrant v\pmen. The
vasl majority &f raporied-exporierag wlm
doryayciine during turnan proghl
=han-term, fiat y f exoayle,

dre no human calg available 1o 853099 tho
affbcta of long-wrm therapy of diayeyciing
In prpgnant women such as ihatipropasad
for tha troatmant af anthmyx exposure. An
export revidw of published data «n expari-
oncas with dmx;I eyelire usa durity pregnan-
ey by TERIS - the Terstogen |nlnrmaﬂon
Syetem « cancluded ihat thempeutic dogas
turing. pregnancy are.uniikely lojpcse a -
subatantial tsratogenic risk (the suanity
and qualfty of data wera 35808804 as hmrt-
edio fw), bul the data. are ineuhiclent I
Eate hay thara iz no flgid,

A caga-cantrial ot y (18,315 m:«hers of
Infante with canganital anomalic: and
22,804 mothers of infants with No congeni
3! anomates) shawe a waak but marginellr
antiscaly aignificant azsacialidn with tatal
malfermatlons 3nd use a! dmw:ycﬂne any-

fima
0.1 G'A)ﬂg?mnnmo% and 68 (0.30%) of
tha'casas wers freatad with ‘Ly )_
Thig aasceistion wge net zvan dhepihd |
analyeia wag confined ts mdsorbal regt
ment'during the parlod of anesiz
(0., in tne sacond and thinj mealhe of ges-
1atlon) with the excaptien of & marglnzl rala.

I tube defactibased on
nactarial infochan of & aetc indica  Hanehin with neur

ton s unlkely 1o provids g o o ““““”“d“‘” "
salient and Increases the riak of the davel- small proapactive =ty of &1 b cewﬂm
opment of drug-regiatant bacloris. dazr(:;’s 43 megg:gt wnmag e| :a’t_ergm 10
Az with othar antibiohe pr lans, wee of dave Al matere W%.d Al thir expoead
thia drug may reeul in ovargrewAh of non- Infants wors narmal at 1 Mmaeﬁ

susceptitla organisms, ineiuding fungl. i

suparinfection ocours, the antitvetic ehould -

be discontinued and appfeprla!e nempy
instituled,

All infeetions due to graup A beta-hemalytc
'gedptococcc shouid He trealad for af least
10 Gays.

Intormation for Patlents: Patlents shauld
be counseled that antibacwri

including DORYX should anly be used 10
traal bacterlal Infoctions. Thay da nol reat
vira! Infeetions (e.g.. the common cold).
When DORYX i¢ preseribed ta reat 8 bace
tarlgl infaction, patlenis shouid bo wid that
although it (8 comman to 10l bater early In
tha course of tharapy, the medication
should be taken sxamly as dieciod.
Skipping doses or nat ccmalobng the full
course of mempy may (1) docreasa the
efle <f Me immedists freatment
and {2} increase the likelihood that bacteria
will dewslop msistanca and wil net be treate
able by DORYX or giher antibactasial drugs
in tha huture.

Laboratory mw ma:’omnl d!saage
when coedistent 2 8UAPBCID
dari-field exarnination enould be done
bafore treatmant is siaried and the blood
sarology repasatad monthiy tor at least 4
mentha,

+ absorption-

Nurging Mothers N o

Tetradyclinasarg, axcreted it num:m ‘i,
however, the qiem of absorpticn.of ttracy-
clinag Including doxyeyetine, by ha breast-,
fod Infantty 'niot kegeimy, Shoriarm uge By
lactating wamier i nol necesesrly con-
\raingicated: however, the sffects of pro-
Eod expiaure 1o dunycycunn n bmzl
miik aga unknown, ‘Bocause -
st for agvaree mactions in m'mf-;
tfrom dowycyeline, g decizion
mads whatherio drecontinise nw-.-lng orw-
maconcmu he drug, 1aking into accdunt.
)mponanua the 4mg !6 m malhar :
(See WARNINGS.) ]
Pediatric igd: Sea wmwss and .
DOSAGE -ANDADMING 40N sccﬂonu.

wvsnsa newooné

Dus to oml ne'a \dﬂhully eompleta
dlnnhu,m :l: ref " ent..
on. rfrequent...
he buwmg aavorsgseactions have been
cbaervad in patfems recaivingiiapracyelines:

GasL intsatinal: Anorod; vomnits
dlanhea. gloseils, dysnhagla. enlero-
eu iz, end inflammatety lesions
8l overgrowth] in the nncganlml
rsglnm Theea raguliong-have. bean caysad
by both the ersi and paremorsi administa-

i
[

I

tien of tetratyciines., Fara inslances of
esophaghls and eecinageal ulceralicne
havg bgen reported.ii; paliants recsiving
capeuin and (ablet foia of drugs. i the
tolrseyoling clyes, Ma:st of thinse patiems
ok medlcations immedistaly bafore gelng’
10 badl (saa DOSAGE AND DMIMSTHA-
TION sadoon)

Skin; Maaulanapular «nd erythematous rash
g, Extofiztive dermalils haa boan mparied
but i2 uncommoh, Phaddsensiivity is diz.
cis5ad abovs (sea w--'\amNGs saction),

Renal xcxl bﬂlee m BUN hae br:?:l;t
gppo, antly doge-rulated.
{sea WARNINGS Sarjom)

Hypersmn*lwhv teaciions; Urticaria,
ana:naumuc edamz anuphylaxis, anaphy-
laciold purpum; perlvardhis, and axacama-
tan of sy lc oW erythemalosus, - |

Buiging fontohas In'cifania and benign
Intracranial hypartan-ien In adtils Hove -
been reponad in indwiduals recaiving tetra.
oyclinee. These conc-tons disappeared
whap tha drug wag riscontinued. .

Bloed: Homolytlc ane mia, thrambocytopa-
nia, neutiopenia,. ans;i aoalnomﬂlm:h.nw
usonmponad M ¥ voayclines, 0,

Whoh givan over piilanged pam:ds. le1ra-
cytlines tiave, bean lisponed 10.9
Brown-blaci mla:oawplu disaolomioq ol
thyrold glands, No aknermalities of !l'\ymld
functian are khawn ¥ occur. Yo

DOSAGE AND ADKSINISTRATION

THE USUAL D0SAG: AND FTERUENCY OF
ISTRATION 0/ COXYOCLIE BF.
FEﬂsmonrc THE
NG THE

CYCLNES.
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