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SAMPLE

I

Mi fing rod; i dari of tetracyc

Is [45-{40c 430 5a01,1200)]4,7-

With this type of procedure a repart of “susceptible” from the lahoratory indicates that the infectis
organism is likely to respond to therapy. A report of “intermediate susceptibility” suggests that ¢
ism would be

bis(dimethylamino)-1,4,4a,5,5a,6,11 ,12a-octahydro-3,10,12,12a-tetrahydraxy- 1,11 -dioxo-2-naphth
carboxamide menohydrochioride. The structural formta ks represented below:

*HC
CaaHa7N304.HC MW, 493,94
Each minocyctine hydrochloride capsule, for oral admi tains the of 50 mg, 75 mg or
100 mg of minocycine. In addition each capsule contains the following Inactive i ] : ium stea-

rate and starch (com).

The 50 mg, 75 mg and 100 mg capsule shells contain: gelatin, silicon dioxide, sodium laury! suffate and tita-
nium dioxide.

The 75 mg and 100 mg capsule shell also contains: black iron oxide,

gan D iiahiqhdosageisusedornmehﬂecﬁoniscmﬁnedmﬁssusandﬂn
ids (8.9, urine) in which high antibiotic levets are attained. A report of “resistant” indicates that tt
infecting organism is not likely to respond to therapy. With either the tetracycline-class disk or t
minocyctine disk, zone sizes of 19 mm or greater indicate suscaptibility, zone sizes of 14 mm of less inc
cate resistance, and zone sizes of 15 to 18 mm indicate intarmediate susceptibitity,
Standardized procedures require the use of laboratory contro! organisms. The 30 mcQ tetracycline dic
shoutd give zone diametars between 19 and 28 mm for Staphylococcus aureus ATCC 25923 and betwee
18 and 25 mm for Escherichia coli ATCC 25922. The 30 meq minocycline disk shoukd give zone diam:
ters between 25 and 30 mm for S. aureus ATCC 25923 and between 19 and 25 mm for £, ool ATC
25922. =
Ditution Technigues - N
When using the NCCLS agar dilution or broth dilution (including microdilution) method? or equivalent,
bacterial isolate may be considered susceptitite if the MIC imal inhibitory ) of minc
cycling is 4 meg/mL or less. Org are i i if the MIC is 16 mcg/mL or greate
Organisms with an MIC value of fess than 16 meg/mL but greater than 4 mcg/mi are 8xpected to be sus
ceptible if a high dosage is used or if the infection is confined to tissues and fluids (e.g., urine) in whic
high antibiotic levels are attained.
As with standard dittusion methads, dilution procedures require the use of laboratory controd organism:
Standard tetracycline or minocycling powder should Qive MIC values of 0.25 meg/mL to 1.0 meg/mi. fc
S. aureus ATCC 25923, and 1.0 meg/mL to 4.0 meg/mL for £, coli ATCC 25922.
INDICATIONS AND USAGE

CLINICAL PRARMACOLOGY
Following orat ini of minocy hyd ide bsorption from the gastrointastinat
tract is rapid. Maximum serum ions following a single dose of minocycline h M

y to
mal fasting adult volunteers were attained in 1 to 4 hours. The ssrum half-lite in normal volunteers ranges
from approximately 11 hours to 22 hours.

When minocycfine hy were given concomitantly with a meal which included dairy prod-
ucts, the extent of ab ion of minocycl hlori les was not noti y inft The
plasma were slightly d and defayed by one hour when administered with foad, com-

pared to dosing under fasting conditions.

In previous studies with other minocyciine dosage forms, the minocycline serum hatt-life ranged from 11 to
16 hours in 7 patlents with hepatic dysfunction, and from 18 10 69 hours in 5 patients with renal dysfuncti

Y Hyd ide Capsules are indi inthe t
ceptible strains of the designated microorganisms:
Rocky Mountain spotted fever, typhus fever and the typhus group, Q fever, rickettsialpox and tick fever
caused by Rickettsiae
Respiratary tract inf cansed by Mycop
Lymphogranuloma venereut caused by Chlamydia trachomati
Psittacosis (Ornithosis) due to Chiamydia psittaci

of the following inf due to sus

The urinary and fecal recovery of minocy when to 12 normal vol| is one-hatf to one-
third that of other tetracyclines.

Micrebiotogy

The yclines are primarily b ic and are thought to exert thelr antimicrabiat effect by the inhibi-
tion of protein synthesis. The taty including minocycline, have simitar antimicrobi spectra of activ-
ity against a wide range of gram-positive and gram-negative i Cross of these i

to tetracyclines is common.

While ig vitro Studies have demonstrated the susceptibility of most strains of the following microorganisms,
clinical aHficacy for infections other than thoss included in the IMDICATIONS AND USAGE section has not been
documented.

w; Rgative Bactorla

Bart bacilliformis

Brucalia species

Campytobacter ftus

Franciselia tularensis

Haemophilus ducreyi

Hasmaophilus infivenzas

Listeriz monocytogenes

Neisseria gonorrhoeae

Vibrio cholerae

Yersinia pestis

Because many strains of the folowing groups of gram-negative microorganisms have been shown to be resis-
tant to tetracy , culture and ibilty tests are i :

Acinstobacter species

Bacteroides species

Enterobacter aerogenss

Escherichia coli

Klgbsiedia species

Shigella species

Gram-Pesitive Bacteria

Because many strains of the following groups of gram-positive microorganisms have been shown to be resis-
tant to tetracyclines, cutture and susceptibility testing are especially recommended. Up to 44 percent of
Streptococcus pyogenes strains have been tound to be resistant to tetracycfine drugs. Therefore, tetracyctines
should not be used for streptococcal disease unfess the organism has been demonstrated to be susceptible.

Alpha-hemolytic streptococe] (viridans group)

Streptococcus pneumonias

Streptococcus pyogenss

Other Microorganisms

Actinomyces species

Bacillus anthracis

Balantidium coli

Borrelia recurrentis

Chiamydia psittaci

Chlamydia trachomatis

Clostridium species

Entamoeba species

Fusobacterium tusitorme

Propianibacterium acnes

Treponama paflidum

Treponema pertenue

Ureaplasma urealyticum

Susceptibllity Tests

Diffusion Techniques

The use of antibiotic disk 20ne di
tion of plibility of microorg to minacycline. One such standard procedure’ has been recom-
mended for use with disks for testing antimicrobiats. Either the 30 mey tetracycline-class disk or the 30 mcg
minocyctine disk shoukd be used for the d i ility of microorgai to mil i

ptibility test methods which gives an accurate estima-

¥

Trachoma caused by Chiamyd, ith
judged by immunofivorescence -
inclusion conjunctivitis caused by Chlamydia trachomatis
Nongonococcal urethritis in aduits caused by U yth
Relapsing fever due to Borrefia recurrentis
Ci caused by H: hilus ducreyi
Plague due to Yersinia pestis

ia due to Franci: i B
Cholera caused by Vibrio choleras
Campylob: fetus inf caused by ! fetus -
Brucellosis due to Brucela species {in conjunction with streptomycin) ™
Bartonetlosis due to Bartonella bacilliformis
Granuloma inguinale caused by Calymmatobacterium granulomatis

Mi 8 Is indi fo of infy caused by the foliowing gram-negative microorgan-
isms, when bacteriotogic testing indicates appropriate susceptibility to the drug:
Escherichia colf ~.

igh the inf agent is not always eliminated, a

or Chiamydia trach

Enterobacter aamm;nas )

Shigelia species

Acinstobacter species

Respiratory tract infactions caused by H: ilus i

Respiratory tract and urinary tract infections caused by Kiebsiella species

Minocy hydrochl les are for the of i caused by the fallowing
gram-positive microorganisms when bactericlogic testing indicates appropriate susceptithity to the
drug: SN

Upper respiratory tract infections caused by Streptococcus pneumoniae

Skin and skin structure infections caused by Staphytococcus aureus. (Note: Minocycline is not the drug
of choica In the treatment of any typs of staphylococcal infection.}

Uncomplicated urethritis in men due to Neisseria gonorrhogas and for the treatment of other gonococ-
cal infections when penicillin is contraindicated.

When penicillin is contraindicated, minocycline is an alternative drug in the treatment of the following
infections:

Infections in women caused by Neisseria gonorrhoeae
Syphilis caused by Treponema pallidum

Yaws caused by Treponema pertenue

Listeriosis due to Listeria monocytogenes .
Anthrax due to Bacillus anthracis '
Vincent's infy caused by Fi rum fusit
Actinomycosis caused by Actinomyces israelii
Infections caused by Clostridium species

It acuts intestinal amebiasis, minocycling may be a usefut adjunct to amebicides.
In severa acne, minocycline may be useful adjunctive therapy.

Oral minocycling Is indi in the ti of asy ic carriers of Neisseria meningitidis to efim-
inate i cifrom the ynx. in order to preserve the usefulness of minocycline in the
treatment of i carrier, di taby i ing serof

Y ] Y p 3 0
ing and susceptibility testing, should be performed to establish the carrier stats and the correct treat-
ment. itis r that the praph ic use of mi be reserved for situations in which the
risk of meningocaceal meningitis is high.
Oral minocy is not indi for the of i al inf
Although no controiled clinical efficacy studies have been conducted, limited clinical data show that oral
minocyctine hydrochioride has been used successfully in the treatment of infections caused by Myco-
bacterium marinum.
This drug is contraindicated in persons who have shown hyper
WARMINGS
MINOCYCLINE, LIKE OTHER TETRACYCLINE-CLASS ANTIBIOTICS, CAN CAUSE FETAL HARM WHEN
ADMINISTERED TO A PREGNANT WOMAN. IF ANY TETRACYCLINE IS USED DURING PREGNANCY OR
IF THE PATIENT BECOMES PREGNANT WHILE TAKING THESE DRUGS, THE PATIENT SHOULD BE AP-
PRISED OF THE POTENTIAL HAZARD TO THE FETUS. THE USE OF DRUGS OF THE TETRACYCLINE
CLASS DURING TGOTH.DEVELOPMENT (LAST HALF OF PREGNANCY, INFANCY, AND CHILDHOQD TO

ivity to any of the Y



THE AGE OF 8 YEARS) MAY CALISE PERMANENT DISCOLGRATION OF THE TEETH (YELLOW-GRAY-BROWN).
This adverse reaction is more common during tong-term uss of the drug but has besn observed following
repeated short-term courses, Enamel hypopiasia has also been reported. TETRACYCLINE DRUGS, THERE-
FORE SHOULD NOT BE USED DURING TOOTH DEVELOPMENT UNLESS OTHER DRUGS ARE NOT LIKELY TO
BE EFFECTIVE OR ARE CONTRAINDICATED.
All tetracycfines form a stable calcium complex in any bone-forming tissue. A decrease in fibula growth rate
has been observed in young animals (rats and rabbits) given ora tetracyciine in doses of 25 mg/kg every six
hours. This reaction was shown to be reversible when the drug was discontinued.
Results of animal studies indicate that tatracyclines cross the placenta, are found in fetal lissues, and can have
toxic effects on the developing fetus (often related to ratardalion of sketetal development). Evidence of em-
bryotoxicity has been noted in animals treated early in pregnancy.
The anti-anabelic action of the tetracyclines may cause an increase in BUN. While this ts not 3 problem in
those with normal renal function, in patients with significantly impaired function, higher serum lavets of tetra-
cycline may lead to azotemia, hyperphosphatemua. and acidosis. If renal impairment exists, even usual oral
or parenteral doses may lead to of the drug and possible fiver toxicity.
Under such conditions, lower than usual total doses are indicated, and if therapy Is prolonged, serum level
determinations of the drug may be advisable.
F itivity mani by an sunbum reaction has been observed in some individuals tak-
ing tetracyclines. This has been reported rarely with mlnocydme

Central nervous system side effects ding fight i or vartigo have been reported with
minocycline therapy. Patients who these ymp shoutd be about driving vehicles or
using hazardous inery while on therapy. yrmp may during therapy and
usually disappear rapidly when the drug is discontinued.

PRECAUTIONS

General

As with other antibiotic preparations, usg of this drug may result in overgrowth of nonsusceptible organisms,
fungi. tt sup occurs, the otic should be i and appropriate therapy instituted.

Pseudotumor cerebri (benign intracraniat hypertension) in adults has been associated with the use of tet-

racyclines. The usual clinical manitestations ace headache and blurred vision. Bulging fontanels have been

associated with the use of tetracyclines in infants. While both of these conditions and related symptoms usu-

ally resolve after discontinuation of tetracycline, the possibility for permanent sequelag exists.

Incision and drainage or other surgical procedures should be performed in conjunction with antibiotic thera-

py when indicated.

information tor Patients

Photosensitivity manifested by an exaggerated sunburn reaction has been observed in some individuals tak-

ing tetracyclines. Patients apt to be exposed to direct sunlight or unra\dalet light shoutd be advised that this

reaction can occur with ycline drugs, and should be d at the first evid of skin

erythema. This reaction has been reponed rargly with use of minocycline.

Patients who experience central nervous system symptoms (see WARNINGS) should be cautioned about dri-

ving vehicles or using hazardous machinery while on minocycline therapy.

Concurrent use of tetracycline may rel 'ggr oral contraceptives less etfective (ses Drag hnteractions).

Lahoratory Tests

In venereal disease when sy'ptu Is is susp a dark-field

treatment is started and the blood serology repeated monthly for at feast four months.

In long-term therapy, periodic taboratory evaluations of organ systems, including hematopoletic, renal, and

hepatic studies should be performed.

should be done betore

Orug (ateractions
Because tetracyclines have been shown to depress plasma prothrombin acﬂvhy patients who are on antico-
agulant therapy may require of their antil lant dosage.

Since bacterostatic drugs may interfers with the bactencldal action of penicillin, it is advisable to avoid giv-
ing tetracycline-class drugs in conjunction with penicillin.

ion of lines is impaired by antacids
conla.mmq preparations.
The concurrent use of tetracyciine and methoxyflurane has been reported to result in tatal renal toxicity.

Cancurrent use of tetracyctings may render aral contraceptives less effective.

calcium or magnasi and iron-

of the skin and mucous membranes has been reported.

Ronal toxicity

Elevations in BUN have been reported and are apparently dose related (see WARMINGS).
Hypersensitivity reactions

Urticaria, angmneumnc edama, polyarthraloia anaphylaxis anaphylactoid purpura, pericarditis, exacer-

bation of lupus ery and rarely p y infiltrates with eosinophilia have besn re-
ported. A translent lupus-hka syndrome has atso besn reported.

Blood

Hemotytic anemia, thr pent. penia, and eosinophilia have.been reported.

Central nervous system -

Bulging fontanels in infants and benign intracranial hypertension (Pseadotumor cerebr) in adults {see
PRECAUTIONS: 1) have baen reported. Headache has also been reportad,

Qther

When given over prolonged periods, tetracyclines have been reported to produce brown-black micro-

scopic discoloration of the thyroid glands. Very rare cases of abnormal thyroid tunction have been

feported.

Decreased hearing has been rarely reported in patients on minocycline hydrochloride,

Tooth discoloration in children less than 8 years of age (see WARNIRGS) and also, raredy, in adults has

been reported.

OVERDOSAGE
tn case of il treat symptomatically and tnstitute supportive measures.
DOSAGE ARD AII‘MINISTM‘NUH

THE USUAL DOSAGE AND FREQUENCY OF ADMINISTRATION OF MINOCYCLINE DIFFERS FROM THAT
OF THE OTHER TETRACYCLINES. EXCEEDING THE RECOMMENDED DOSAGE MAY RESULT IN AN
INCREASED INCIDENCE OF SIDE EFFECTS.

Minacycline hiydrochloride capsules may be taken with or wﬂﬁout food. (See CLINICAL PHARMACOLOGY.)
Adults

The usual dosage of minocycline hydrochloride is 200 mg initiatly followed by 100 mg every 12 hours,
Alternativaly, if more trequent doses are preferred, two or four 50 mg capsules may be given initially fol-
lowed by one 50 mg capsule four times daily.

For children ahove 8 years of age
The usual dosage of minocycline hydrochloride les is 4 mg/kg initially followed by 2 mg/kg every
12 hours.

other than urethritis and anorectal infections in men: 200 myg ini-
tlalry followad by 100 mgq every 12 hours for a mirimum of four days, with post-therapy cultures with-
in 2 t0 3 days.

In the of licated g | urethritis in men, 100 mq every 12 hours for five days is
recommended. - ~
For the treatment of syphilis, the usual dosage of minocycline hydr psules should be admin-
istered over a period of 10 to 15 days. Close follow-up, including lab y tests, is ded.

In the of 0 camier state, the dosage is 100 mg every 12 hours for

'ﬁve days,

fnum il Althoudh dmlmal doses have not been established, 100 mg svery

12 hours for 6 10 8 weeks navc been used successfully fn a limited number of cases.
{ i yrethral i in ‘4dults caused by Chlamydia trachomatis or Urea-
plasma urealyticunr. 100 mg oraily, gvery 12 hours for at least seven days.
tngestion of adequate amounts of fluids along with capsule and tablet forms of drugs in the tetracyciine-
class is recommended to reduce the risk of esophageal irritation and viceration.
In patients with renal impalrment (See WARNINGS), the total dosage should be decreased by either reduc-
ing the recommended individual doses and/or by extending the time intervals between doses.
HOW SUPPUED
DYNACIN® (MINOCYCLINE HCI CAPSULES, USP) equivalent to 50 mg ycling are opaque whne
capsules imprinted “0497" and “DYNACIN® 50 mg” supphed in bottles of 100 and 500.
DYNACIN@ (MINOCYCUNE HC! CAPSULES, USP) equivalent to 75 mg minocycling are fight gray opaque

p 0499" and “OYNACIN® 75 mg~ supplied in bottles of 100 and 500.

QragALabaratory Test interactions

False elgvations of urinary levels may occur due to interference with the fl test.

[ s, M pal of Fertility

Dietary of mil line In long-term iganicity studies in rats resulted in evidence of thy-

roid tumor production. Mingcycline has also been found to produce thyroid hyperplasia in rats and dogs. In
addition, there has been evidence of oncogenic activity in rats in studies with a related antiblotic, oxytetracy-
cline (i.e., adrena! and pituitary tumors). Likewise, although icity studies of mi ing have not been
conducted positive results in /n vitro mammanan cefl assays (le., mousa rympnoma and Chlnese hamster
lung cells} have been reported for related antibi { Y hyd an,

d
| (fertility and general studies have provided evid that minocycli rmpalrs tenlmymmale
rats.

Teratogenic Effects
Pregnancy

{Sec WARNINGS )

Labor and Delivery

The effect of tetracyciines on fabor and delivery is yunknown.

Rursing Mothers

Tetracyctines 2re excreted in human milk. Becauss of the potential for sericus adverse reacuons in nursing
infants from the tetracyciines, a decision sihould be made whether to nursing or di the
drug, taking into account the Impartance of the drug to the mother (see WARNINGS).

Pediatric Use

{See WARNINGS.)

ADVERSE REACTIONS

Due to gral 's virtually b side effects to the tower bowel, particularly diarrhea,
have been mtrequem. The following adverse reactions have been observed in patients receiving tetracyclines.
Gastroiatestinal

Anorexia, nausea, vomiting, diarrhea, glossitis, dysphagia, enterocolitis, pancreatitis, inttammatory lesions
(with monilial overgrowth) in the anogenital region, and increases in tiver enzymes. Rarely, hepatitis and liver
faiture have been reported. Rare i of haghtis and have been reported in
patients taking the tetracycline-class antibiotics in capsufe and tablet form. Most of thase patients took the
medication immedately before going to bed (see COSAGE AND ADMIMISTRATION).

$kin

M. and eryth rashes. Exfoliative dermatitis has been reported but is uncommon. Fixed
drug eruptions, lndudma batanilis, have been rarely reported. Erythema mullitorme and rarely Stevens-

Johnson syndrome have been reported. Photosensitivity is discussed above (see WARNINGS). Pigmentation

DYNACIN® (MINOCYCLINE HC! CAPSULES, USP) equivalent to 100 mg mlnocyclme are gpaque dark

gray and opaque white capsulas imprinted “0498" and *DYNACIN® 100 mg” supplied in bottles of 50

and 500.

Dispense in light, light-resistant container wilh child-resistant ciosure.

Store at controlled room temperature 15-30°C (53°-86°F).

Protect from light, moisture and excessive heat.

Rx Only

ANIMAL PHARMACOLOGY AND TOXICOLOGY

Minocyckine hydrochioride has been observed to cause a dark discoloration of the thyraigrin experimen-

1al animals {rats, minipigs, dogs and monkeys). In the rat, chronic treatment with minocycling hydrochlo-

ride has resuited ln gorler accompanied by elevated radioactive iodine uptake, and evidence of thyroid

tumor p ycline hydre has also been tound to preduce thyroid hyperplasia in rats

and doos
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MEDICIS®
75 mg

NDC 99207-499-05
DYNACIN-
(MINOCYCLINE
Equivalent to 756 mg minocycline

Rx Only
500 CAPSULES

HC1 CAPSULES, USP)

Manufactured spectally for:
MEDICIS, The Dermatology Company®
Danbury, CT 06810
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