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MINOCYCLINE HYDROCHLORIDE CAPSULES, USP

DESCRIPTION: M a isynth of Y is_[45-(4a.400,500,12a0)}-4.7-
bls(dlma(hylamlm) 1, 4 4a.5, 5n 6,11,12, ); 3,10,12,12 Y y-1,11-di 2-nap
The formula is
wPEC 30 |90
* HCY
H H S OH
N{CH,), H N(CHy),
CagHarN307.HC) M.W. 49394

Each minocychine ochloridempsuhlovoml i i i of 50 mg or 100 mg of minocycline.
In addition sach cap&vm g inactive ingredi : D&C Voﬂow No. 10, D&C Red No. 28, gelatin, magnasium

stearate, starch (corn) and ﬂlanium dioxide.
Minocycline Hydrochloride Capaules, 100 mg also contain black on oxide.

CLINICAL PHARMACOLOGY g oral ' lon of mis i Ik y ¥ from the
gastrointestinal tract is rapid. serum a single dose of minocyciine hydrochioride to nommal
fasting adull voluntears were aftained n 1 1o 4 hours. The serum halt- e in normal ranges from app "

hours to 22 hours.

In previous studies with other minocydiine dosage forms, the minocycline secum hal-lile ranged trom 11 10 16 hours in 7
patients with hepatic dystunction, and from 18 to €9 hours in § patients with renal dystunction. The urinary and feca! recovery
of minacycline when administered to 12 normal voluntaers Is one-halt 1o one-third thal of other tetracyclines.

: The yclines are pr ly rk ic and are thought lo exert their effect by the
of protain sy . The tevracy 3 ] ycline, have simitar spectra of acﬁvny against & wido range
of gtamvposﬂiw and Ci of thesa organi: to

While ia vitro sxudws have demons!ra!od the susceptibility ot most strains of the following mk:foofganisms cfinical efficacy
for infections othar than those includad in the INDICATIONS AND USAGE section has not been documented.
Gram-Negative Bacterla

Bartonella bacilliformis

Brucella species

Campylobacter fetus

Francusella tularensis

Haemophilus ducreyé

Haemaphilus influenzae

Listeria monocytogenes

Neisseria gonorrhoeae

Vibria cholerae

Yersinia pestis

Becauss many sirains of the following groups of gram-nogahvn microorganisms have been shown to be resistant to Intracycllne!
cullure and y tests are
Acinciobocler spocios /1‘
Bacteroides spocies
Enterobacter arrogenes
Escherichia coli
Kiebsiella spocios
Shigella spocies
Gram-Posltive Boctertn
Bocause many strains of the foltowing groups o! gmm—posilrva microorganisms have been shown to be resistant to tetracyclines,

culture and st y testing are lod. Up to 44 percent of Sirepiococcus pyogenes strains have been
found 10 be resistant to lalracycﬁne dvugs Theratore, lelracyclunas should not be used for streptococcal disease unless the
has been be

Alpha hemolytic streptococci (viridans group)
Streplococeus preumoniae
Streptococess pyogenss
Other Microorganisms
Actinomyces spacies
Bacillus anthracis
Balanridium coli
Borrelia recurreniis
Chlamydia psittaci
Chlamydia trachomans
Clostridium species
Entamoebo spocies
Fusobacterium fusiforme
Propionibacterium acnes
Treponema pallidum
Treponema pertenue
Ureaplasma wealyticum
Susceptibliity Tests: D:[urmn Tuluuqu: The uso of k disk lity test by whk:h zone di.
give an One dure! has been
recommended for use wilh d:sks for tasting amunlcmb&ala Ellhol 'ho 30 mcq Intlacydlne—clau disk of the 30 meg minocychne
disk should be used tor the determination of the

o
With this type of p dure a teport of " from lha y indb thal the inter ovganhm is [koly to respond
to therapy. A uporl af i that the organism would be i a high dosage is used
or # the Infection is confined to tissues and fuids (n 9. urlm) n which high antiblotic lovels are nnalnod A report of “resistant™
dix that the I Is not likely to raspond to therapy, With eliher the disk or

disk, zono sizes of 19 mm or greater indicate susceplibility, zone sizas of 14 mm or (ess Indicate resistance, and zone sizes
of 15 to 18 mm indicate intermediate susceptibiity.

Standardized procedures require 1he use of laboratory control organisms. The 30 mcgq tetracycline disk should give zone
diamaters between 19 end 28 mm for Staphococcus aureus ATCC 25923 and between 18 and 25 mm for Escherichia coli ATCC
25922, The 30 mcg minocycline disk should give zone diameters betwesn 25 and 30 mwn for § aweus ATCC 25923 and betwoen
19 and 25 mm lor £ coli ATCC 25922,

Dilution Techaiques. When using lho NCCLS nqal d&ﬂbn o broth dikstion (i g microdiluth hod2 of

bacterial isotate may be ) of mi 3] b4mcglml.otlou
Organisms ara considered resistant i the MIC ls 16 maplmL or grealar. nganbm: with an MIC valus of less than 16

but grealer than 4 meg/ml are expecied 1o be susceptile if a high dosage is used of it tha infection is contined 1o tissues and
fuids (e.g., unno) m whx:h hlqh anlho(k: levels are altained. .

As with , dilutio requlre the use of | y cont
or minocycline powder should give MIC va!ucs of 0.25 meg/ml. to 1.0 meg/mt. for S aureus ATCC 25923, and 1.0 mog/mi. to
4.0 meg/mb. tor E coli ATCC 25922.

INDICATIONS AND USAGE: Minocydline Hydvochlond. Capsuiel are Inthe of the following & due
to susceptible sirains of the designated
Moudnln sponod tover, typhus tover and the typhm group, Qfever, rickettsiatpox and tick tevers caueod by Rickettsiae
A caused by M

Lyrmhognmlom vaneroum caused by Chlnmyim trachomatis

Psittacosis (Omhhosis) duc to Ch-lam)duz p.nuaa

Trachoma coused by Ci gh the infecti egent is not always efiminated, as judged by
lmmunolborasconco

caused by Chlamydi ;
Nongonococcal urethrits in adults caused by Ur(apln-l‘mﬂ wrealyticum or Chlamydia irachomatis
Rnlapslng fover due 10 Borrelia recurrentis

caused by H. philus ducrey
Hague due to chnm patu

due

Chobfa causod by Vlbrw cholerar
i caused by C & fetus
Blucellosb mo |o Brnalla spocies (in conjunction with sirepfomycin)
Granuloma Engulnale caused by Calymmdobaclcnm granulomatis
is ik for of infoctions caused by the h £ K when b.

Py g q o Cal L Qic
1

esting P to the drug:
Escherichia coli
Enterobacter acrogenes

tract infections caused by H, i
Rnplralory tract and urinary tract inections caused by Klebsirlla species

yciine hy ide los are indi lulhe of & i caused the follow! am-positiv
i AN when riologic testing approp: to the dnsg: 4 0 gamporiive
r y tract & caused by P ie
Skinand; skin nfactk caused by i aureus. (Nolo: Yy i3 not the drug of choice in the treatment
of any rypo of staphylococeal infection.)
heit hmenanlo"' ia g he and for the of other g infactions when il

is onmnlndwod.
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NNV
Bacteroides spocies
Enterobacter aerogencs
Escherickia coli
Klebsiella species
Skigella species
Gram-Positive Bacterta
Because many strains of the following groups of gram-positive microorganismes have bean shown to be resistant lo tetracyclnes,
cutture and suscup(bllny msllng are espoclally recommended. Up to 44 percent of Sirepiococcis pyogenes stains have been

tound to be ycline mgs U Y shouid not be used lor stroptococcal disease unless the
has been
AW hemotytic slmpioeocd (v;ndans gmup)
Streptococcus pneumoniag

Streptoroccus pyogenes
Other Microorganisms
Actinomyces Bpacies
Bacillus anthracis
Balantidium coli
Borrelia recwrentis
Chlamydia psittaci
Chlamydia trachomatis
Clostridium spocies
Entamoeba species
Fusobacterium fusiforme
Propionibacterium acnes
Treponema pallidum
Treponema pertenue
Ureaplasma urealyticum
Susceptibllity Tests: Dufnuwn Techni Ths use oi L dsk il lul which zone di
of

give an f : < rd 1 has boen
recommended for use with d‘lsks for losﬂng anllmk;mbials Enhanhe 30 moq (elracycline-dass disk of the 30 mcg minocycline
disk should be used for the

Y

Withhis type ol p dure 8 repor of ‘ * from the Y mmo' g oo ism is [kely to respond
1o therapy. A ropon of pAib that the org: would be ible ¥ a high dosage Is used
o i the infection is confined to |ls=uu and fluids {09, urho) In which antibiotic lovels 0 aﬂalned A roport of 'raslx!nni"

ik that the not likely to raspond to therapy. With either the digk or the

disk, zono sizes of 19 mm of gvaaur indicate suscoplibliity, zone sizes of 14 mm of less indicate resistance, and zone “slzes
of 15 to 18 mm indicate intermediate susceptibility.

Standardized procedures require the use of laboratory controt ofgantsms. The 30 mog tetracycline disk should give zone
diameters between 19 and 28 mm for Staphylococcus aureus ATCC 25923 and between 18 and 25 mm for Escherichia coli ATCC
25922, The 30 meg minocycline disk should give zone diamoters botwesn 25 and 30 mm for § awrens ATCC 25823 and between
19 and 25 mm for E coli ATCC 25922.

Dilution Techniques: When using tha NCCLS agar diution of broth dilution ( i k ion) 2 hval

Isolate may be # the MIC ycli nAmog'mLorhu
Organi are d ¥ the MIC ks 16 mcg/ml o greater. Organhms with an Mlc value of less than 16 meg/ml.
but greatet than 4 mcg/ml are axpected lo be suscoplible § a high dosags Is used or if the Infection is contined to lissues and
tiuids (e.9.. urine) in which high antiblotic lovels are aftained. -
As with difusion hods, dilution d require the use of
of minocycline powder should glve MIC valuos of 0.25 meg/ml to 1.0 megéml for S oureus ATCC 25923, and 1.0 mcplmL to
l 0 meg/ml lor £ coli ATCC 25922,

INDICATIONS AND USAGE: Minocydline Hydrochloride Capsules are ndicated in the trealmert of the following infections dus
to susceplible strains of the deaignated microorganisms:

Rocky Mountain spotted faver, typhus fever and the typhus group, Q fever, rickettslaipox and tick fevers caused by Aicketisiao
y tract infections caused by M

Ly caused by Chlamydis he

Psiftacosis (Omithosis) due to Chlomydia prittaci

Trachoma caused by Chlamydia trachomatis, although the infectious agent is not aways efiminated, as judged by
immunofluorescence

lncruskm conjunclivitis caused by Cilamydia trachomalis

al urethritis in adults caused by Ureapl ealyticum of Chlamydic is

Flslapsmg tever due 1o Borrelia recurrentis

Chancroid caused by Haemophilus ducreyi

Plague dua tO Yersinia pestis

Tularemia due to Francisella tularensis

Cholera caused by Vibrio cholerae

Campylobacter tetus infections caused by Campylobacter feius

Brucellosis due to Brucella specles (in conjunction with streptomycin)

Bartonellosis due 10 Bartonella bacilliformis

G:anuloma inguinale caused by Calymunatobacterivm granuiomatis

Is indi for of I lons caused by the Q g gath - (" . whan b Hologh

Isshnq i appropriate ity to the drug:

Escherickia coli

Enserobacter seragenes

Shigella species

Acinewbocter species

Rospiratory tract i cauged by A

Respiratory tract ar\d urinary tract infections caused by Klebsiella spocies
Ainocycline hydi L P aro indicated for the of Enlod-ons caused by the following gram-positive

K Hisms when b jologic testing indi iate & o the drug:

Uppcr raspiratory tract infections caused by Stnplocrxnc Ppnevmonice

Skin and skin structure infoctions caused by Staphylococcus aureus. (Note: Minocycline is not the drug of cholca in the troatmant
of any type of slaphylococtal Infection.)

Unco

mplicated urethritis in men dus to N ia g A and for the of other g 1 ions when paricil
is contraindicated.
When ichiin is cline is an tve drug in the of the ing

indections in women caused by Neisseria ‘nnorrhoeac
Syphilis caused by Treponema pallidim
Yaws causod by Treponema perterne
Listorlosis due 1o Listeria monocytogenes
Anthrax dae to Baallu.y anihracis
Vincent's i caused by Fi iwn fusiforme’

Intections caused by Clostridium species
In ocute intestinal amebiasis, minocyciine may be a useful adjunct to amaebicides.
n mau ocne, rrimcydlm may be uselul adjunctive lhonpy

of

ymp carrlor of Neisseri ingitidis 10 E meningococd] trom
lhanasopharynx |nordono,.. the of yciine in the L carior,
, ncluding yping lasﬂnﬂ shwid bo pnmmnod 1o estabish the camier
state and the eon'oc! i ded 1hat the prophy use of be resaerved for shuations in which
the risk of meningococcal menlnglm Is high.
Oral minocycline is not for the of 3 f infection.
Mwmwmwﬂoddrﬁzlcﬂmcysmmboonmd Iwwwmmmwmw hydrochloride
has baen used caused by Mycobuclcnum mari .

CONTRAINDICATIONS: Thh dmg s mmmhdlcaud #n persons who have shown hypommulvlty to any of the tetracyclines.
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MINOCYCLINE
HYDROCHLORIDE
CAPSULES,
UspP

WARNINGS: 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 TAXING 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
DISCOLORATION OF THE TEETH (YELLOW-GRAY-BROWN).

This adverse reaction is mare comemon during long-term use of the drug but has been cbserved following repeated short-lerm
courses. Enamet hypeplasia has also beon reported. TETRACYCLINE DRUGS, THEREFORE, SHOULD NOT BE USED DURING
TOOTH DEVELOPMENT UNLESS OTHER DRUGS ARE NOT LIKELY TO BE EFFECTIVE OR ARE CONTRAINDICATED.

Al totracyclines form a stable caicium compiex in any bone-forming tissue. A decrease in fibula growth rate hag boen observed
In young animals (rats and rabbits) given oral letracycline in doses of 25 mg/kg every six hours. This reaction was shown to
be revorsible when the drug was discominued,

Results of animat studies indicate that tetracyclinos cross the placenta, are found in tetal tissues, and can have toxic etfects
on the daeveloping fetus (often related to of skeletal ol embxy y has been noted in
anlmla uealod earty in pvognancy

action o

fines may cause an increass in BUN. While this Is not a problem in those wilh normal
rnnal 'uncﬂon in patients wllh nignlﬁeamly Impalred lunction, highor serum lovels of tetracycline may lead to azoteria,
hyperphosphatemia, and acidosis. If renal 1t exists, even usual oral or parenteral doses may lead to excessive systemic
accumutations of the drug and possible Bver toxicity. Under such conditions, lower than usual total doses are indicated, and
¥ thorapy is p sarum level of the drug may be advisable.

ith sunburn reaclion has boen in some individusals taking t

Y

F Y by an exag
This has been rop: rarely with cliny
Coﬂtﬁlmmsyslommaﬂeasmﬁrg@mmdmu dizziness, wwnbohmbmroponsdmhnﬁoqc&\eﬂmw
Palients who expe about driving vehiclos of using hazardous machinery while
on minocycline therapy. Thou lyn'vwms may dkappnr during therapy and usually disappear rapidly when the drug Is
discontinued.
PRECAU’HONS Genaral: As with other antibiotic pleparalnons usa ol this drug may vnun in overgrowth of nonsusceptible
g fungi. occurs, nd appropriate Iherapy instituied.
Puudohm\of cowbd ({banign lmracvanhl hypennnslcn) in adults hal boen wl(h 1he uso of . The usual
clinical manflesiations are headache and blurred vision. Bulging tontaneis have been aszociated with the usa of tetracyclines
In infants. Whils both of thesa conditions and related symploms usually resolve alter ot Y . the
for permanent sequelae exists.
Incision and dralnage or other surgical procedures should be performed in conjunction with antiblotic therapy when indicated.
byan sunburn feaction has baon observed in soma individuals
lulung \wacyclinn: Pamnu apt to be 0xpased !o duocl sunlighl or ultraviclet Iight shoukd be agvised that this reaction can
rugs, and al the first evi of skin erythoma. This reaction has
beon reponod varely wih use of minocyl:uno
Patients who experhnce contral norvous system symploms (soe WARNINGS) should be cautioned about driving vehicles
or using hazardous while on Y ther:
Concurtant use of mracycline may render ocal conuacapuvas less efleclive (soe Drug Interactions).

Laboratory Testa: in voneroal disaase when & syphilis is P d, a dark-liakd ination should be done before
treatment Is starled and the blood sarology repealed monlhly for at least four months,

In fong-term therapy, periodic laboratory evaluations ol organ systems, including hematopoietic, renal, and hepalk studias

should be performed.

Drug Inter have been shzavn to depress plasma prothrombin activity, patients who are on
anficoagulant (herapy may require ' :ol thals L lart dosage.
Since drugs may with the idal action of px illin, 4 is G to avoid giving tetracycline-
class drugs in conjunciion with peniciliin,
Absorumn(lwacyclmshhpaiodbyamadd:wdahngnknmumulcﬁm and o ing pi
use ot Y and has boen PO 1o resun ln tatat renat toxicity.
Concunam use of telracyclines may render oral loss ofecti gh blaeding has boen reporied.

Drug/Laboratory Test Falso ok L of urinary fovals may occur due to interfarenco with the
fluorescence test.
Carcly M ): of Fenllity: Dietary adrminisiration ol minocycline In long-term studios

tn rats resuliod in evidence of thyroid tumor production. Minocycline has also bean tound to produce thyrold hyperplasia in rats

and dogs, In addition, there has been ovidence of oncogenic activily in rats in studies with a related antibiotic, oxyletracycline
{i.e., adrenal and piluttary tumars). Likewise, although mutagenicity sludies of minocycline have not been conducied, positive
vesul\s in invitro mammnlian colt nssayu (l.e., mouse Iymphoma and Chiness hamsier ing cells) have been roported tor related

| (tartildy and general reproduction) studies have provided
evidence that mhocydlno bnpan |amlay in male rats.

Teratogenic Elfecis: Pregnancy: Pregnancy Category D
{See WARNINGS). .
Labor and Dollvery: The atiect of tetracyclines on labor and delivery Is unknown,

g Mothers: T ines are in human milk. Because of the potentlal for serious adverse reactions in nursing
Infants from the |elchﬂnu a decision should be made whether to J@ nursing or we the drug, taking into
account the importance of the drug to the mother (see WARNINGS).
Podlatric Use: {(Sse WARNINGS).

ADVERSE REACTIONS: Due to oral Y ’s virtually P plion, side eftects 1o the Iowar bowsl, panlmlnriy

diarrhea, have been infreq The g adverse L have been ed in pationts y

Gnslrolnias!lnal Anonxh navsea, vomﬂng,’ rhea, glossitis, dysphagl , and i Y lesbns {whh monllia!
g in the ragbn in liver and ravary hepatitis have been reported. Rare Instances of

and bean repo: in patients taking the tetracycline-class antibiotics in capsule and
tablot form, Most of these | patients took |he medulr.\n immediately be(ote going to bed (see DOSAGE AND ADMINISTRATION).

Skin: Maculopapular and ery rashes. has been rep: butis Erythema mutti

m

and rarely Stevens-Johnson syndrome have boen reported Photosensitivity is discussed above (see WARNINGS). Pigmentation

of the skin and mucous membranes has been reportod.

Renal toxicity: Elovations in BUN have been reported and are appasently dose related (See WARNINGS).

Hypors. y Unticarla, angk ic oderna, anaphy , anaphy id purpura, p lon of
y hupus er and rarely p y int with inophilia have been reportad.

Blood: H lytlc anemia, ta, and inophilia have been

yOop h

Central nervous syatemn: Bulging fontanals in Idants and benign intracranial hyperension (Pseudotumor cerebri) in aduls
(sa0 PRECAUTIONS-General) have beon reported.
Other: Whan given over p poriods, have been repol fo produce brown-black microscopic discoloration
of the thyroid glands. No abnormalities of \hyroud function are known to occur in man.

Toath discoloration In chikiren less than 8 yvnrt of age (see WARNINGS) and also, rarely, in adulls have been reported.

OVERDOSAGE: In case of we ication, treat y and institute supportive measures.

DOSAGE AND ADMINISTRATION: THE USUAL DOSAGE AND FREQUENCY OF ADMINISTRATION OF MINOCYCLINE
DIFFTRS FROM THAT OF THE OTHER TETRACYCLINES. EXCEEDING THE RECOMMENDED DOSAGE MAY RESULT
IN AN \NCREASED INCIDENCE OF SIDE EFFECTS.

may be taken with or without tood.

Adults: Tho usual dosage ol o ride Is 200 mg initlally tolowed by 100 mg every 12 hours. Alematively,
ﬂhv:ort h;quonl doses are proferred, two or four 50 mg capsutes may be given nitially folowed by one 50 mg capsule four
times dail

For z:hll;l:hvc'r:‘| above 8 years of age: Tho usun! dosage of minocyckne hydrochloride Is 4 mg/kg inltially followed by 2 mgkg
wery 1 rs.

L other than and i i in men: 200 mg initially, tollowed by 100
mg nv'ry 12 houls tor a minimum of four days, with post-therapy cultuses wilhin 2 to 3 days.
in men, 100 mg ovory 12 houmbqﬂvodayalawcomnd
ycline should be d over a perlod ol 10 to 15 days. Close

Fur lho nnatmsm ot syphilis, the umal dosage of mi
ftollow-up, 1 Y losts, is d
In the treatmont of meningocoocal carrier siale, the recommended dosage is 100 mg every 12 hours lor five days.

Mycobacterivm marinwn inloctions: optimal doses have nol beon esiablished, 100 mg every 12 hours for 6 to 8 weeks
hnvo bean used suo:ess!uny in a limlted number of cases.

urathral ind in aduls caused by Cl i h is of U, wrealyticum: 100
mg ora!y evory 12 hours for at least soven days.
Ingastion of adequate amounts of fuids along with capsule torms of drugs in the Y 4 Is 10 reduce
the risk of esophageal kritatlon and ulceration.
|npnﬁamswthrmlkrpa}mmﬂ(mmelNGS)lhololaldasagexhomdbo‘ d by eithor g the
individual dosas and/or by g the time

HOW SUPPUED: Minocycline Hydrochioride Capsules, USP, oquivalent to 50 minocycline are opague olow/opaq: fow
capsules suppliod in boftles of 50, 100 and S00. ™ Y oe

Minocycline Hydrochloride Capsules, USP, equ 10 100 NOCY are e dark gray/opaque yellow los
suppliod In battles of 50, 100 and 500. ™ ey oy yolow capeu
Disp in tight, light with child: closure,

Store a1 controlled room lemperature, 15°- 30°C (59°- 856°F),
Protect trom light, moisture and excessive heal.
CAUTION: Fedaral law p dk: g without pi

ANIMAL PHARMACOLOGY AND TOXICOLOGY: h has beon ob dto cause a dask discoloration
of the thyroid in experimaental animals (rm minipigs, dogs nnd monkeys) In the rat, chronic treatment with minocycline
hydrochlorida has resulted in goiter dine uptake, and evidence of thyrokd tumos production.
Minocychine hvdrochioride has also been found 1o produce thyroid hvporntasia in rats and doas.




should be periarmad.

Drug Y have been shown to dopross plasma prothrombin activity, patients who are on
anticoagulant therapy may require of their dosage.

Sinca bacteriostatic drugs may interfero with the bac(aﬂctdal action of ponh:ll'lv\ R is advisable to avold giving tetracycline-
clazs drugs in uonjum:xlon with penicillin.

s Y_' bymaddsoomairmq nh.nmirlum calcium of mama‘a‘ mwumwomalmg preparations.

The use of o and P lo resul loxldly

Concurmrent use of Ieivacydims may render oral i less g has been rep
Drug/Lsboratory Test Falso L of urinary ine lovels may occur due to interteronce with the
fuorescence tost.
[ of Fertllity: Distary adménistration of minocychine in long-term tumorigenicity studies

n rats resulad I ovidence of lhyrold tumor production. Minocycline has also been tound lo produce thyroid hyperplasia in rats
and dogs. In addition, there has been evidence of oncogenic activity in rals in studies with a related antiiotic, oxytettacycline
{i.e., adrenal and pituitary tumoss}. Likewise, although mutagenicity studias of minocycline have not bean conducted, positive
ragults i in in vitro mammahan coll asnys (1.e.. mouse lymphoma and Chinese hamster lung cells) have been reportad for related

1 1 (toriity and gonaral reproduction) sludies have provided

evidonce ma( manocyclnn impatrs. !orulhy in malo rats.

Teratogenic Ettocts: Pregaancy: Pregnancy Category D
(See WARNINGS).

Labor and Dellvery: The sffect of letracyclines on labor and dslivery is unknown.

g Mothers: T lines are in human miik. Because of the potential for serious adverse reactions in nursing
kants from the tetracyclines, a decision shouid be made whether to discontinue nutsing or discontinue the dnug, taking into
account the importance of the drug to the mother (sea WARNINGS).

Pedlatric Use: (Seo WARNINGS).

ADVERSE REAC’I’IONS. Duse 10 oral Y ‘s vitualty L b ion, side offects to the lowaer bowel, particularty
have been intreq . The g adverse L havo bonn observed in pationts receiving totracyclines.

Gastrolntestinal: Am«axna nausea, vomiing, d‘mnhea glossills, dysp s, and y loslons (with monilial

growth) in the gondtz region, i in liver onzymes, and muly hepalitis have been reported. Rare instances of

been rep In patients taking the tetracycline-class antiblotics in capsule and
tablot farm. Mosl of thase | palionis took tha modk:aﬂon immediately belore going to bed (so0 DOSAGE AND ADMINISTRATION).
Skin: s rashes, Exfoliath i has bean rep dbut s o Erythema mutiif
and rarely Slwans».b!nson Yy have besn rep: Ph Hiviy ts di above (sse W

of the skin and mucous membranes has been reported.
Renal toxicity: Elevations in BUN have beon reported and are apparently dose related (See WAHNINGS)

). Pig

Hyp: Urticaria, edama anaphylaxts, anaphy id purpura, p: , of
Y wpus u., and raraly p wih ia have been leponsd

Blood: H ytic anemia, yloponia, penia, and il have been rep

Caniral nervous system: Buking fontanels in infants and benign i Y ion (Pt cerebri) in adults

{see PRECAUTIONS-General) have been teporied,

Other: Whon given ovar p: periods, have been dto pfoduc. brown-black microscoplke discoloration

of the thyroid glands. No abnovmahllss of thyroid funclion are known 1o occur in ma;
Tooth discoloration in chidran less than 8 yoars of age (see WARNINGS) and alao rarely, in adults have boen reporied.

OVERDOSAGE: In case of L traat

ymp! ically and instiute supportive measures.

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

may be lakon wilh ot without food,

Aduits: The uwal dosage ol minacyctine hydrochioride is 200 mg initialy followed by 100 mg every 12 hours. ARernativaly,
¥ more frequent doses are profosted, two or ftour 50 mg capsutes may be ghven initially tollowed by one 50 mg capsule tour
times daity.

For children above 8 yaars of age: The usual dosage of minocycline hydrochicride is 4 mgikg inttially followed by 2 mg/kg
wory 12 hours,

other than urethriis and anoroctal infections in men: 200 mg initially, tollowed by 100
mg avery 12 houu tor a minimum ot tour days, with post- therapy cultures within 2 to 3 days.

in the ot is in mon, 100 mg every 12 hours |o( five days i3 recommended.
For the uoalmnm of syphilis, the ustial dosage ol minocy shoul?bo d over a pariod of 10 1o 15 days. Close
foflow-up, Y tosts, s :
In the uaatmnm tot mqmngocoocal canier state, the recommended dosage is 100 mg avery 12 hours for live days.
i marinun Alhough optimal doses have not been astablished, 100 mg avery 12 hours for 610 8 weeks
hnve been used successfully in a limited number of cases.
urethrat in adulis caused by C di A is ot Ureapl lyticum: 100
mg orany overy 12 hours for at lenst seven days
Ingestion of adequate amounts of tuids along wnhcapsule torms of drugs inthe ycli L is ded to reduce
the risk of irrtation and
In patierts with renal impairment (soe WARNINGS) the toinl dou-pe should be decreased by sither reducing the recommended
individual doses and/or by g the lime doses.

How SUPPLIED: Minocycline ydrod\btida Cq)suhs USP, equivalent to 50 mg minocycline are opaque yellow/opaquo yellow
poules supplied in bottles of 50, 100 and

Minocycline Hydrochloride Capsules, USP, ‘.’ to 100 mg minocychine are opaque dark gray/opaque yallow capsules
supplied In bottles of 50, 100 and 500.
Disp in tight, tight with chitd-rest closure.

Store at controlled room temperature, 15°— 30°C (59°- 86°F).
Protect trom light, moisture and excessive heat.
CAUTION: Foderal law p E without

P '] P ip
ANIMAL PHARMACOLOGY AND TOXICOLOGY: Minocycline hydrochloride has been observed to cause a dark discoloration
of the thyroid in experimantal animals (rats, minipigs, dogs and monkeys). in tha rat, chronic treatment with minocycline
has resulted in goiter by lodine uptake, and evidance of thyroid tumor production,

Minocycline hydrochioride has also been found to produce thyroid hyperplasia in rats and dogs.
REFERENCES
1. Nationa) Committea for Clinical Labocatory

Susceptibility Tests, 3rd Edition, Vol. 4(16)M2-A3, kaovn. PA, Decembar 1984

tor Clinicat L Methods for Diluion Ansimicrobial Susceptibility
Tests for Ba:lam that Grow Aerobicalty, 2nd Edttion, Vol 5(22):M7-A, Villanova, PA, Decomber 1985,

for Antimic ial Disk

Monutacturod by:
DANBURY PHARMACAL, INC.
Danbury, CT 06810
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Each capsule contains
Minocycline hydrochloride
equivalent to 100 mg minocycline.
Store at controlled room
temperature, 15° - 30°C

(59° -86°F).

OQ:ZW_‘ anm.ma Exp. Date

SAMPLE
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Each capsule contains Minocyeline
hydrochloride equivalent to 100 mg
minocycline.

Store at controlled f00m temperature,
15°-30°C (59° - 86°F),

Control Na. h.:\mrm%mouhm
mb?:uhm
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hydrochloride equivalent to 100
minocydline. . " . =
Store at controlled room temperature,
15° - 30°C (59° - 86°F).

Control No. and Exp. Date

Each capsule contains Zm:ogom_@
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MINGCYCLINE HYDROCHLORIDE CAPSULES, USP

DESCRIPTION: Minocycling hydrochloride, a semis i ivative of ing, i

: Mi . ) ynthetic dersivative of telracycline, is named (45-{4e, 4ag. Saa,
12aaH-‘4.T-OIs(damelhylam{nor1,4A4a.5,53.6.11‘I?a-octahydro~3.10.12.12a-letrahydruxy-|.1l-dioxo~ -naphthacenecar-
boxamide monehydrochloride. The structural formula is represented below:

’
N(CH,), W NI(CHy),

CaaHyN;0,-HC M.W. 493.94

M‘mocgcline Hydrochlaride 50 mg and 100 mg Capsules contain the following inactive ingredients: D&AC yeitow H10, DAC
red #28. gelatin, magnesium stearate, starch (carn) and titanium dioxide.

Minocycline Hydrochloride Capsules 100 mg also contain black iron oxide.

ACTIONS: Microbiolagy: The tetracyclines are primarily bacteriostatic and are thought to exerttheir antimicrobial effect by

the inhibition of protein synthesis. Minocycline HCt is a tetracycline with antibacterial activity comparable to other

tetracyclines with activity against a wide range of gram-negative and gram-positive organisms.

Tube dilution testing: Microorganisms may be considered susceptible (likety to respond to minocycline therapy) if the
i m inhibit ation (MIC) is not more than 4.0 meg/mL. Microorganisms may be considered intermediate

(harboring partial resistance) if the MIC Is 4.0 to 12.5 mcg/mL and resistant {notlikely to respond to minocycline therapy)

if the MIC is greater than 12.5 mcg/mL.

Susceptibility plate testing: If the Kirby-Bauer method of susceplibility testing (using a 30 mcg tetracycfine disc) givesa
zone of 18 mm or greater, the bacterial strain is considered to be susceptible to any tetracycline. Minocycline shows

Human Pharmacology: Foliowing a single dose of two 100 mg minocycline HCI capsules administered to ten normal adult

volunteers, serum levels ranged from 0,74 to 4.45 mcg/mL in one hour (average 2.24); after 12 hours, they ranged from 0.34

10 2.36 mcg/ml (averags 1.25). The serum half-lifs following a single 200 mg dase In 12 essentiall normal volunteers

Bayr;?:gcftr%r: l{lé%ﬁgogrgn; paue%s with hepatic d\’(slunction. ranged from 11 to 16 hours; and in g patiants with rgnal
. 053 hours. The urinary and fecal recovery of minocycline when administered t

volunteers is ane hall to one third of other tatracyclines. i y administe © 12 pormal

INDICATIONS: Minocycline is indi tn infections caused by the following micreorganisms:

Rickettsiae: (Rocky Mountain spotted fever, typhus fever and the typhus group, Q fever, rickettsiatpox, tick fevars).

glven oral tetracycline in doses of 25 mg/kg every six hours. This reaction was shown to ba reversible when the drug was
discontinued.

Tetracyclines are present in the milk of lactating women who are taking a drug in this class.

PRECAUTIONS: As with other antibiotic preparations. use of this drug may result in overgrowth of nonsusceptible
organisms, including fungi. f superintection occurs, the antibiatic should be discontinued and appropriate therapy shoutd
be instituted.

In venereal diseases when caexistent syphilis is suspected, darkfield examination should be done before treatment is
started and the bfood serology repeated monthly for at least four months.

Inlong-term therapy. periodic taboratory evaluation of organ systems, including hematopoietic, renal and hepatic studies
should be performed.

All infections due to Group A beta-hemolytic streptococci should be treated for at least ten days.

Orug interactlons: Because tetracyclines have been shown to depnl'ess plasma prothrombin activity, patients who are on

anticoagulant therapy may require downward adj of their ar 9 dosage.

Since bacteriostatic drugs may interfere with the bactericidal action of penicillin, it is advisable to avoid giving
tetracycline in conjunction with penicillin.

Reduced efficacy and increased incidence of breakthrough bleedi g has been suggested with itant use of
tetracyclines and oral contraceptive preparations.

AOVERSE REACTIONS: Gastrointestinal: Anorexia. nausea, vomiting, diarrhea, glositis, dysphagia, enterocolitis, inflammatory
lesions (with moniliat overgrowth) in the anogenital region, and increases in liver enzymes; rarely, hepatitis.

These reactions have been caused by both the oral and parenteral administration of tetracyclines.

Skin: Maculopapular and erythematous rashes. Extoliative dermatitis has been reported but is uncommon. Erythema
muyltiforme and, rarely, Stevens-Johnson Syndrome have been reported. Photosensitivity is discussed above. (See
WARKINGS).

Pigmentation ot the skin and mucous membranes has been reported.

Tooth discoloration has been reported rarely in adults,

Renal taxiclty: Rise in BUN has been reporied and is apparently dose-related (See WARNINGS).

Hypersansitivity reactisne: Urticaria. angioneurotic edema, polyarthralgia, anaphylaxis, anaphylactoid purpura. peri-
carditis, exacerbation of systemic fupus erythematosus and, rarely, pulmanary infiltrates with gosinophilia.

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

CNS: (Ses WARNINGS). When given over prolonged periods. tetracyclines have been reported to produce brown black
microscopic discoloration of thyroid glands. No abnormalities of thyroid function studies ara known to occur,

Bulging fontanels have been reported in young infants following tull therapeutic dosage. Pseudotumor Cerebri has been
repofted in adults. Headache has rarety been reported.

DOSAGE AND ADMINISTRATION: Therapy should be continued for at Jeast 24-48 hours after symptoms and fever have
subsided.

Concomftant therapy: Antacids containing alumi calcium, or magnesium impair absorption and should not be given to
patients taking oral tetracycline.

Studies to date have indicated that the absorption of minocycline is not notably influenced by foods and dairy products.




