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Minocycline Hydrochloride Capsules USP

zone diameter gives an accurate i fon of bility of ganisms to
Minocycline HCI capsules. One such o ‘hasbton d tor use
with disks for testing antimicrobials. Either the :!) mcg huacychne-chss disk of the 30 meg

DFSC“'”'W o ) Minocychine disk should be used for the jon of the o
Minocychne h e, a Y o of Y .15 [45-{4a, ‘3‘1 Saa. to Minocycline. With this type of procedure a report of - plible” from the y
12aa)}4.7- b|s(cnmemylammo) 1.4, la 5.5a, 6 11,12a-octahydro-3, |0 12,12 hy Y that the nilecting organism is likely 1o d o therapy. A report of “Inlermediate
1,11 dioxo-2 hy - biity” suggests hat the would be il a high dosage is used or i
lts structural formula 1s the infection is confined 1o tssues and Muids (e 9. urine) in which high antibiotic levels are
aftaned. A reportof i that the is not likely Yo respond to

CaHarNyO7HCH M.W. 493 95

Minocycsne hydrochloride is a yellow crystafline powder. It is soluble in water and solutions
of alkali hydroxides and carbonates; slightly soluble in alcohol; practically insoluble in
chioratorm and in ether.

Minocyctine Hydrochiaride Capsules USP tor oral ink ion contain minocycline HCI
equivalent to 50 mg o¢ 100 mg minacycline.

Inactive Ingredients:

Drug Product: Laclose Manchydrate, NF; Com Starch, NF; and Magnesium Stearate, NF.
The capsule shelis contain the following inactive ingredients: FD & C Blue #1, Black lron
Oxide, Yeflow tron Oxide, Titanwm Dioxide and Gelatin, NF. The 50 mg capsule shells also
contain D & C Yeflow #10, FD 8 C Red #40 and 0 & C Red #28.

therapy. With either the tetracycline-class disk or the Minocycine disk, zone szes of 19 mm
of graater indicate susceptibility, zone sizes of 14 mm of less indicale resistance, and zone
sizes of 15 to 18 mm indicatle intermediate susceptibility.

Standardized procedures requive the usa of laboratory contrat organisms. The 30 mcg tetra-
cycline disk should give 20ns diameters between 19 and 28 mm for staphylococcus aureus
ATCC 25923 and between 18 and 25 mm for Escherichia coli ATCC 25922. The 30 mcg
minocyckne disk should give zone diameters between 25 and 30 mm Jor S. aureus ATCC
25923 and between 19 and 25 mm for E. coli ATCC 25922.

Dvluhon Tochmquu When uung the NCCLS agar dilution os broth dilution (including
thod? of . a isolate may be considered susceptible if
the MIC (minimal inhibitory concentration) ot Minocycline is 4 mcg/mb or less. Organisms
are considared resistant if the MIC is 16 mcg/mb or greater. Organisins with an MIC valus
of less than 16 meg/mi. but greater than 4 meg/ml are expected to be susceptible i a high
dosage is used or if the infection is confined to tissues and fiuids (e.g., urine) in which high
antibiotic tevels are attained.
As mm samard diffusion methods, diution procedures require the use of laboratory controt
dard tetr ine or minocycline powder should give MIC values of
0. 25 mcg/mL to 1 meg/mL for S. auraus ATCC 25923, and 1 mcg/ml to 4 mcg/mL for
E. coli ATCC 25922.

ND\CA?IONS AND USAGE
CLINICAL PHARMACOLOGY HCGH das and oral suspension are indicated in the of the ¢ ]
g ovat i on of mi i ption from the rwactonswebc skrains of the desi d microorganisms:
gas!romusimal tract is rapid. Followmg a smgle dose of minocycline hydrochloride Rocky Mountain spofted fever, typhus fever and the typhus group, Q fever, rickefisialpox
administered to normal fasting adult i serum ations were and tick favers caused by Rickefrsiae.
attained in 1 10 4 hours. The serum half-lte in normal ranged from ap iratory tract infections caused by My
1t hours o 22 howrs. Lymphogunuovm vanereum caused by Chhmydu hohomans
When minocycline i were given y \mm a mual which P (Ornithosis) due to Chiamydia psiftaci.
included dairy pvoduc!s the extant of ption was not noticeably & The Tr d by Cht, / L gh the inf Js agent is not
peak plasma concentrations were slightly decreased and delayed by one hour when always ehrrlnl\ao as judged by mwu\onuovasconce
administered with food, compamd L dosmg undﬁ 1ubng conditions. itis caused by C is.
In previous studies with minocy . the %ne serum hali-life ranged Nongonococcal urethritis in adults caused by Ureapl. L yticum ot Ch
from 11 1o 16 hours in 7 paty mmhopanc‘,‘ andlrom'uwssmsms rachomatis.

patients with renal dystunction. The urinacy and fecal recovery of minocycline when

to 12 normal vol i one-hall 10 one-third that of other tetracyclines.
Microbrology
The tetracyciines ara primarily haclenoslanc and are '\ougm lu cxorl lhow antimicrobial
effect by the inhibition of protein synth The tatracy ine, have
similar antimicrobial :poctra of acwny agamsl a vndo range of gum-potﬂ!vo and gram-
of these Io
Whlo n vrtm studies hav- d the of Ihosl stums of the following

microorganisms, clinical efficacy foc infections other \han mose ncluded in the INDICATIONS
AND USAGE section has not been documented.

GRAM-NEGATIVE BACTERIA:

Bartonella baceblormis

Brucelia species

Campylabacter letus

Francisela tularensis

Hasmophius ducreyr

Haemophius influenzae

Listena monocytogenss

Neisseria gonorrhoeae

Vibrio cholerae

Yersinia pestis

Because many strains of the following groups of gram-negative rmcroorgannms have bean
shown o be resk b fines, culture and piibilty tests are

Acinslobacier species

Bacteroides species

Enterobacter asrogenes

Escherichia coli

Klebsiella species

Shigela species

GRAM-POSITIVE BACTERIA:

Because many strains of the following groups of gram-positive microorganisins have been
shown 10 be resistant to letracyclines, culture and suscaptibility testing are especialy
recommmdod Upl:u mmdwmmummmmnm

Relapsing tever due to Borrelia recurrentss.
Chancroid causad by Haemophilus ducreyi.
Plague due to Yersinia pesns
Tul. ia due 1o Franci
Choisra r.aused by Vidrio cholerae.
fetus infections caused by Campyfobacier fetus.
Bmcnlws due to Brucefa species (in conjunction with streptomycin).
Barlonellosis dus to Bartoneda baciliformis.

Gunuioma inqutnale caused by Caly ium granulomat
Y is indicated for of int caused by the following gram-negative
mic . when gic testing i appropriate susceptibility to the drug:
Escherichia cof,
Enterobacter sarogenes.
Shigella species.
Acenelobadal soocuas
watory tract i caused by Haemop
F!espnmy ract and winary ract i caused by K iolia species.
Minocycline hydrochlonide are indi for the of infections caused by

the following gram-positive microorganisms when bacteriologic testing indicates
appropriate susceptibility to the drug:

Upper respiratory tract infections caused by Sireplococcus pneumoniae.

Skin and skin structure irtect; caused by aureus. (Note: Minocyctine is
nol the drug of choice in the reatment of any type of staphylococcal infection).
Uncomplicated urettritis in man due 10 Neisseria gonorthoeae and for the treatment of
other gonococcal infections when pomcllhn is contraindicated.
When penicillin is contrai ycline is an

the following infections:

infections in women caused by Neisseria gonorrhoeae.
Syphilis caused by Treponema palidum.

Yaws caused by Treponema pertenue.

Listeriosis due to Listeria monocytogenes.

drug in the of

Anttvax due 1o Bacilus anthracis.

Vincent's int caused by f fusif
Actinomycosis caused by Actinomyces israeti.

Inf caused by Clostridium species.

© drugs. Th Y shouid not be used for
dnsemunhum ganism has been d to be bk
Alpha Hemoly i {viridans group)
Streptococcus pneumoniae -
Streplococcus pyogenes
OTHER MICROORGANISMS:
Actinomyces species
Bacilus antracis
Balantidium coli
Borrelia recurrents
Chiamydia psittaci
Chilamydia trachomatis
Clostridium species
Entamoeba species
Fusobacterium lusiforma
Propionibactenum acnes
Treponema palixdum
Treponema pertenve
Ureaplasma urealyticum

Susceptibikty Tests
Diftusion Techni

: The use of iotic disk
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In acute intestinal amebiasis, Minocycline may be a usaful adjunct to amebicides.
Inmﬂem mycmmyuuseumcmmwy

Oral M Y is d in the y carriers of A i
ingitictis to elimi g 'lrommo ynx. Inordmmpumemu
fuk of Mi ycline in the of asy 0 carrier,
di; e . , including g and testing. should be
penmnedloesmmc«rmmmmv\ecmocwgam 1t is recommended that
the prophy use of Minocycline be reserved for situations in which the risk of
meningococcal meningitis is high.
is not indk for the of f

Annmmnocmoledcmdﬁcaysmousruvebmcummd Wmited chnical data
show that oral Minocyciine hydrochioride has been used successfully in the treatment of
infections caued by Mycobacterium marinum:

CONTRAINDICATIONS

This drug is contraindicated in persons who have shown hypersansitivity 10 any of the
tetracyclines.

WARNINGS

MINOCYCLINE, LIKE OTHER TETRACYCLINE-CLASS ANTIBIOTICS, CAN CAUSE
FETAL HARM WHEN ADMINISTERED TO A PREGNANT WOMAN. IF ANY TETRA-
CYCUINE 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. 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
D1SCOLORATION OF THE TEETH (YELLOW-GRAY-BROWN).

This adverse reaction is more common during long-term use of the drug but has been
cbserved following repeated short-tarm courses. Enamel hypoplasia has also been
reported. TETRACYCLINE DRUGS. THEREFORE, SHOULD NOT BE USED DURING
TOOTH DEVELOPMENT UNLESS OTHER DRUGS ARE NOT LIKELY TO BE EFFECTIVE
OR ARE CONTRAINDICATED.

Alt tetracyclines form a stable calcium complex in any bone-forming tissue. A decrease in
fibuta growth rate has been observed in young animals (rats and rabbits) given oral tetra-
cycling in doses of 25 mg/kg every six hours, This reaction was shown 10 be reversible
when the drug was giscontinued.

Results of animal studies indicate that yclh cross the p are found in fetal
ussues, and can have toxic effects on the developing letus (often related o retardation of
skeletal deveiopment). Evidence of embryotoxicity has been noted in animals teated early in

pregnancy

The anti-anaboiic action of the tetracyclines may cause an increass in BUN. While this is.

not 3 problem in those with normal renal function, npalmmsvnfuntynpa-dm
and

ADVERSE REACTIONS
Due © oral Mi ine’s virtualty i side effocts to tha lower bowel,
panx:ularly diarrhea, havn bean mtnquenv. The bhww\q adverse reactions have been
d in pancnu ]
i nausn i itis. dysphagia, snterocolitis,

pmcnam inflammatory lesions {with momhl ovorwvmh) in the anogenital region, and
m Hver Y Rarely, is and Wver failure have been reported, Rare
it h ' lons have been reported in patients taking
mn'Mm—dasmmanu\dwbm Most of these patients took the
medicaion immediately before going 1o bed (see DOSAGE AND ADMINISTRATION).
Skin: M tar and eryth rashes. Exioliative d is has been rep d but
is uncummon Fixed dmg eruptions including balanitis have been rarely reported.
Erythema mum'ormo and ra ely Steven-Johnson syndrome have been reported.
Ph y is di d above (see WARNINGS). Pigmentation of the skin and
b has been
Renal woxicity: Elevations in BUN have been reported and ame apparently dose related (soe
WARNINGS).

higher serum levels of tetracycline may lead o p
It renal impairment exists, even usual oral or paun!ovll dou: may lsad to excessive
syslemic accumulations of the drug and possible fiver toxicity. Under such conditions, lower
than ysual total doses are indicated, and if therapy is prolonged, serum level determinations
oi the drug may be nd«isabh

by an g b ion has been ob d in some
md'mmnls taking tetracychnes. This has been reported rarely with M i
Central nervous system side effects including ight-headed: C or vertigo have
been reported with Minacycline therapy. Patienis who experi these symp
should be cautioned about driving vehicles or using hazardous machinery while on
Minocycline therapy. Thess symptoms may disappear during therapy and usually disappeas
rapidly when the drug is discontinued.

PRECAUTIONS

General

As with other antbiotic prepalanons. use of this drug may result in overgrowth of non-
i luding fungi. H supenint occurs, the antibiotic should be

di d and 2pp therapy

Psaudotumos cerabri (benign intractanial hypertension) in aduks has been associated with
the use of tetracyclines. The usual clinical man#destations are headache and blurred vision.
Bulging K s have been d with the use of tevacychnes in infants. While both
of these conditions md telated sympbms usually rasolve after discontinuation of the letra-
cycline, the p ibility for p quelae exists.

Incision and dulnage or othor surgical procedures should be performed in conjunction with
antibiotic therapy when indicated.

Information For Patients

Photounsmmy manilested by an exaggerated sunbum reaction has been cbserved in some
taking o Patents apt 10 be exposed W direct sunlfight or uitraviolet

light should be advised m this reaction can occur with tetracycline drugs, and reatment

should be M'\oﬁm ich of skin eryth . This reaction has heen reported
rarely with use of Mi
Patients who experience cantul nervous system symptoms (see VIARMNGS) should be

cautionad about driving vehi of using hinery while on A y therapy.
Concurrent use of tetracycline may render oral contraceptives lass sttective (see Drug
Interactions),

Laborstory Tests

in venereal disease when sypbilis is susp 8 dark-fisid examination should
be done belore reatment is started and the blood serology repeated monthly for al least four
months.

Hyp Y Urticaria, angs ic adema, potyanmalgm anaphylaxis,
hy id purpura, pericarditis, rbation of ic lupus ety and
rarely pul Y with have bc.n reported. A transient fupus-like
Y has aiso been reported.
Blood: H lytic anemia, Uy ytop D and inophilia have been
reported.

Canural nervous system: Buiging fontanels in infants and bemm intracranial hypemnsm

{pseudotumor cerebri) in adults (see PRECAUTIONS - f) have been
Headache has aiso been reported.
Other: When given over d peciods, i have been repo: ch

brown-black microscopic discoloration of the hyrod glands. Very rare cases ol abnovmal
thyroid function have been reported.

Decreased hearing has been rarely reported in patients on MINOCYCLINE HYDROCHLORIDE.
Tooth discoloration in children less than 8 years of age (see WARNINGS) and also, rarely, in
adults have bean reported.

OVERDOSAGE

In case of overdosage. disconti dhcation, eat and institrte supp
MeASWes.

DOSAGE AND ADMINISTRATION

THE USUAL DOSAGE ANO ATION OF MINOCYCLINE

OFFERS

FROM THAT OF THE OTNER TETRM:VCUNES EXCEEDING THE RECOMMENDED
DOGAGE IAY RESUL‘I’ N AN INCREASED INCIDENCE OF SIDE EFFECTS.

les May be taken with or without food (see CLINICAL

PNARHACOLOGV)
ADULTS: The usual dosage of Minocycline hydrochior is 200 my iniially followed
by 100 mg svery 12 hours. Al ly, it more freqy dosas are preferred, two or four 50
mgcwlumaybnmeWdWmWwwwlohnmudady
For chiiren above 8 years of age: The usual dosage of Minocyciine hy apsul
n4mmwby2mmmy|2m

other than urethritis and ink n men: 200
mqlmtuﬂy Movndby|00mg¢vﬂy12hoqmiov.mmmumo”ouvdays.~mml-
therapy cultures within 2 o 3 days.
in the of o d Wis in men, 100 mg every 12 hours jor
ﬁwmysuuoommmd_
For the treatment of syphilis, the usual dosage of Mi B les shouwld
be administered over a period of 10 10 15 days. Cbufom-w.mckdrvglabualorymls
is recommended.
in the ireatment of meningococcal carrier state, the recommended dosage is 100 mg
ovuy 12 hours for five days.

gh optimal doses have not been establishad, 100 mg
ovoty |2mhsm!mmmwwomwmlkmmdnumuwn
ursthral i ion in aduls caused by Chlamydia trachornabs

uUmphsmaquyttcuﬂr 100 mg orally, svery 12 hours for al least seven days.

I fong-term $herapy. penodic sons of organ inchuding h of fluida th fe and tablet forms of drugs in the
tenal, and hepalic studies shoukd be pomrmod daseis ey I‘"'g:"*?‘" ohao o e

Drug interactions n pdoms with renal impairment (m VIAMICGS) the total dosage should be decreased
Because tetracychines have been shown to dep plasma p in actvity, by either reducing the dividual doses and/or by extending the time intervals
who are on anticoagulant therapy may require L of thek gul doses.

dosage. P

Since bacteriostatic dmgs may interfere with the bactericidal action of penicillin, it is H' |°w sUPI UEI 0 ¢ 39' ules USP e | 23 ol

anvnubh o avoid gvv-ng tatracycline-class drugs in umwnchon wnh pcmulﬁn

of is impaired by i ] fcium or
g and i ing prep.

The use of fne and i has been rep b resull in fatal
renal loxicity.
Concurrent use ol ychi with oral may rendes oral contraceptives less.
altactive,
DrugiL y Tost
False ol i of urinary hol levals may occur due to inte

the fluorescence lest
PS e M noal

of Fertiiity
Dietary administration of Minacycline in long-term tumorigenicity studies in rats resulted
in evidence of thyroid tumor production. fine has also been found to produce thyroid
Iryperplasia in rats and dogs. In adkdition, there has been evidence of oncogenic activity in
fa:;mnmcinwmn.laudmﬁunnc oxyletracycline (i.e., mmlmdpmmum)

and
Segment 1 ({ertility and general reproduction) uuduza hlv- provided owdonco thll

Muncychmnwmhﬂlﬂymmahvm

o Efects: Pregnancy: Pregr Category D. (See WARNINGS).
Labor and Dellvery
The effect of tetracyclines on labor and delivery is unknown.
Nursing Mothers

Tetracyclines are excreted in human milk. Because of the potential for serious adverse

veachom m nursing infants from the tetracyclines, a decision should be made whether
nursing or di i the drug, taking into account the importance of the

ctug 10 the mother (see WARNINGS).

Pediatric Use: See WARNINGS.
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o 50 mg Ai ; the 50 mg
capwlc shell is upphod with an olwo body and brown cap and is imprinted with “0N5
7017"; Bottles of 100. NOC 0315-7017-0t.

s 1o 100 mg Minocycline; the 100
capaukml-nwl’ndwmammbow:nddmcapmdumwmhdmvns
70!3' Botties of 50. NDC 0115-7018-08.

Store at Cantrolled Aoom Tempaerature 15°-30°C (59°-86°F).

Protect from fight, moistre and excessive heat

Dwuun-mmwmuwnmusp with a chidresistant closure.
Rx only

ANIMAL PHARMACOLOGY AND TOXICOLOGY
Minocychine HCI has been observed 1o cause a dark discoloration of the wroid in expen-
m-mol animals (rats, mnw dogs and monlwyu) in the rat, chtomc treatment with

ine HC! has d in goiter o d by el d ive iodine uptake
and evidencs of thyroid tumar production. Minocycline HC! has also been found to produce
thyroid hyperplasia in rats and dogs.
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