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tumors), Lkewese. although Sticdies of Nava 1Ot DEON CONAUCINL. POSVE MPLILS # WU Mammakan coll 233ays Nave Doen reported fos metat
o Oraly 2 Ao1age drvels a3 hegh 3% 250 ma/Rg/day hadt w0 200arent wtfect On The tertAty of temake
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1ats. Eftect on mrake feriaty has Aot Deen stucked
Pregnency: Pregnancy Calegory O (See WARNINGS )
Labor and defivery: The eflect of Tetracyclines on labor wwd delvery & Unknawn,

Mursing mothers. ToUacychnes am present n the milk of BC1ating wamen who we talung 3 drug « thes Class. Because of the potental for sencus Kiverse rmachons n
mnmmn«mammummummammmmmmmwawm

we: Ses E] AND sechons.
ADVERSE REACTIONS
Dum 10 oraé ) s wansasty OV BHACTS 10 the kpwer DOwed, DArdCUkardy Bharrhed, have Doan rtroquant. The fokowang adverse r6actons have
mmnmmmmmm .
Gastrowestrat Arexi, (RISeR, WITEING, Gidrvies. QOSSItS, o and .MMManWW
Theas macnhons have beert Chused by both the oral and par o ¥
mwnmwwmmmumumwmmumwmmmmmywmmwwls«
DOSAGE ANQ ADMINISTAATION.}
Shee ise and ery rashes. 23 Deen rmponted but & iviey o5 abowe {See WARNINGS |
Renat tonicty Rise o BUN has bewn reportedt and 15 apparently dose related. (Soe WARNINGS §

i Urncaria, ooy, Y Y PSR and 0f Syslemec Agnas eythematosiss.
Blaod: YiC anerma. ¥ , and have Dona reportec with fetoacychnes.
Othver Buigng. o wlanas and # ¥ n aduhts. [See PRECAUTIONS. General |
When gr ) have been reporied 10 POGLCE Brown-DLICK MICFCSCOMIC SCOIOton of tv thyrowd gland. NG 200Grmakitves of hrod
tuncoon are known 1 o<
QVERDOSAGE
o casa of o treat sy and insthite Didlyses Joes not aRer Sertan half- ki, 3nd if wouks nol e of ben-

fit 1 treatng wesol Overdosage.
DOSAGE Awnommmmn

THE USUAL OF DOXYCYCLINE OIFFERS FROM THAT OF THE OTHER TETRACYCLINES EXCEEDING THE REC-
OMHENDEDDOSAGEMAYHESULTNMWNCWO'NCW OF SI0E EFFECTS.
Am;,mmme«muwazmmwmfma’umm{nmmam:wmmxzmusommsmwombyamu.
nance dose ol 100 mg/day The qose Ay D 23 3 smgle dase or a3 50 mg every 12 howurs, I the saragement of Move 36vent TeCDONTS (Dar-
BeuAaty Choree infections of the wnary tract), 100 mg every 12 how's s cecomendecd.

For pediatnc pavents above cight years of age: The secommended dgsage 3cheduls Sor DEStne palmnts wewgnng 100 pacnds or less « 2 mog/M of body ' g~
edmmmmoumﬁrsldaydwtmw)Mofhadgumgmaaumdady O Onaded w0 two Doses, an wsecuet days. For more
mmmwmzmmmwmyumramm av 100 pourncts the usual Bkt Jose Shouks e used.

n aduits (xcept anorsctat infections in men): 100 M. by MouUth, twice 2 day kor 7 days A3 an aftern2ie ungie vt dose
actvurester 300 mg stat fokowed v One howr Dy 3 secord 300 Mg dose.
Acute epudidyrna-onchitrs caused by A, gonoricsae: 100 Mg, Oy Mouth. twce 3 doy tot 3t least 10 days.
Privnary and sacondary syphiks: 300 mg a day in divded voses for at least 10 days.

wrethral, cal, or rectal i in acits caused by Chiampdia trachomatis: 100 mq. by mouth, twice 3 day for at least ¥ days.
HNongonococcal urettitts caused by C. Irachomatis and U, wreadyticuay, 100 mg, by mouth, twwce 3 day for at least 7 dayx.
Acute epididymo-orchutes caused by C. trachomatis: 100 mg, Gy mouth, iwice 2 day for 3t ieast 10 days.
‘When used 1t streptococcal sntections. therapy shoukt be continued for 10 days.
Aonwusu-wno!adequakMdmmwmcmkwwimamm!mnwmdmmsmdbw&mmwanam
e nsk ot geal #ntaton ang Sew REACTIONS ) It gasinc wmitation occurs, doryCycing may e grven with 1003 ingeston of a Pugh 12t mead
Nas been shawr 10 Celdy the bme 10 peak HANMA CONCENMAANONS by 3 Jvaragd of one four and 20 rrwusies. However, it the sarha saxdy, $00a enhanced the Fverage
peak concentrabon by 7 5% and the area wider the Cunve by 5.7%.
HOW SUPPLIED
onwmmmmzmwmmamwmmwmww “MONODOX 50° an brown and "M 2607 i trown

capsule comtans daxycy Y o 5¢ ey
MONCOOXOSOmguMNtn.

Bottles of 100 CAPSUME ..o e NOC §5515-260-06

MONGOOX™ lmwcmmmaymmmmmamwmmwuanmwmwnmmm:srmm
Each capsule conmans 1010wy of

MONODOX 1mchavuhbﬁen'

Bottes of 50 CAOINET . oo crerrmreene NOC $5595-259-04
Battles of 250 capsies ... - NOC S5815-259-07
STORE AT CONTROLLED ROOM TEMPERATURE 15-30 *C {$9-86 °F).
PROTECT FROM LIGHT
AMIMAL PRARMACOLOGY ANG ANIMAL TOXICOLOGY
Hypempigmentation of the thyrox! has been by of d <lass in the folowing species. n rats by oxy! ycline, d Y
POS, ardt n menigngs by POS, and n dogs by Yy ang ychne; it monkeys by mwocy-
<hne.
. . , OXY Y HO and HCl wer 4 Fts $00 3 (ow Wdine et The
QUBOQarC elfect was by egh odine uoteke. % o -wmmmmmhmw
3 retatively Ngh wodine et
Treatment of verious aninsal speCes with this class of dnugs has slso multed in the of thyroid n o » rats ard doga (minocychne), in
chickens {chiadetracycine) 3nd i rats wd nvce ) Ackansl glard hag been mmmmmmm«m
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1 Nationat C for Chrweal for iak Disk St Tasts. Fourth Ebon. Approved Standars NCCLS
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vionodoxe

Doxycycline Monohydrate
Capsules

DESCRIPTION

Doxycyciine Is a broad-spectrum antiblotic synthetically
derved from oxytetracycline. Monodox® 100 mg and 50 mg
capsules contain doxycyciine monohydrate equivalent to 100
mg or 50 mg of do Hine for oral administration. The chem-
{cal designation of the light-yellow crystalline powder Is alpha-
6-deoxy-5-oxytstracycline.

erucmrai Iormula:

CONH,

H cu, H oa H N(CH3)2

CpH MO, * HO MW= 462.48
Doxycyctine has a dogmoflpldsoh:blﬂtyandalowaﬂh-
ity for calcium bind stable in normal human
amOoxycydknwﬂm(dogmdsmmophmmtm

inert Ingredients: colloidal sficon dioxide; hard gelatin cap-
sule; magnesium stearsts; microcrystaliine celiuiose; and

CUN!CALPMARMACOLOOY .
readlly absorbed and mbox.nd toplasma
gmelnshvamngd egreas. They are concentrated by the liver
the bile and excreted In the urine and feces-at hi hcon-
centrations In a active form. Doxycycline
alty completely absorbed after oral administration.

Foﬂowlng a 200 mg dose of doxycydm monohydrats, 24
g 1;," ving serum con-

centraﬂonvalues.
Tine{vk 05 1.0 15 20 3,0433_012024,043,072,0
Conc. 1.02°2.26 2.87 3.01 3.16 3,03 2.03 1.62 0.85 0.37 0.15

Avecage Observed Varues
Maxlmum Concentration 81 mcg/ml. (+ 0.9 sd)
Tims of Maximum Concentration - 2.60!1:(*1 10:&!’
Eliminatlon Aate Constant ﬁ:r sd)
Half-ife 16.33 (£ 4.53
Exeneﬁon of doxycyciine by the kidney is about 40%/72 hours
Individuats with normal furiction (creatinine clearance about
75 mi/min). This percentage excretion may {afl as low as 1-
$94/72 hours in Individuals with severe renaf Insufficiency {(cre-
atinine clearance below 10 mi/min); Studiss have shown no
significant ditference in serum half-life of doxycyciine {range
18-22 hours} In individuals with noanal and severely impalred
ronal function.
Hemadlaiysls does not aiter serum halt-iite,
Microblology: The tetracyciines are bactodostaﬂo
W{moug?: ms. etncydlne:. kgodom-
of proteln - doxy-
cycline, have a sknilar entimicroblal spectrum of activity
against a wide range of gram-positive and gram-negative
omganisms. Cross-resistance of these omanisms to tetracy-
chines is common.
Whils In vitro studies have demonstrated the suscaptiblmy of
o for inactons ot thanihose bndhmied b the INDICA-
¢y for infactions other-than those nthe INDICA-
TIONS AND USAGE section has not been documented.

GRAM-NEGATIVE BACTERIA:
Nelsseria gonohosss
Haemophifus ducrey!
"Haemophiius influenzae ]
Yersinia pestls flormerly Pastoursila pestls) -
Foarciselloa fuiaronsis (lormedy Pasteurefia tularensis)
Vibdo choleras flormerty Vibrdo. a} ’
Bartonella baclliformis

Bnucela specles
Because marny strains of the following groups of gram-nega-
tive microorganisms have been shown 10 bs resistant to tetra-
cyciines, culture and wacom.lbl”ﬂty testing are recommended:

Escherichia colt

Kiabslalle specles

Enterobacter asrogenas

Shigelia speclas

“clnatobacter specles (lormerty Mima species and

;Harellea spaciey)

.Bactaroldes specles
GRAM-POSITIVE BACTERIA.
Because many strains of the following groups of
tive have been shown to be reslistarit to

tatracyciines, cuture and susceptibliity testing are recom-
mended. Up ta 44 percent of gtraing of Streptococcus pyo-

&r&mwﬂm*mmm

use disks to tast susceptiility of organtsmts to
doxycycline uses tha Wmuaw
30-meg doxycycine disk. nvolves the cormela-
tlon of the dlameter obtained in the disk test with the minkrum

Inhibitory concantration for
kv {MIC) for tetracyciing or doxycyciine,

Reports from the laboratory giving results of the standard sin-
gle-dlskwsceptbﬂ!tylestwm 8 30-mcg tetracycine-cinss
disk or the 30-mcg xycydmdhkdwdbew
according 10 the following criteria:

Zone Diemeter {mm} Interpretstion
tatracycline doxycycline X
219 218 Susceptible
15-18 13-1$ Intermediate
£14 $12 Rasistard
A report of "susceptible” Indicates that the 3 fkoly

mbohhibﬂodtygmemnyadiavabbm A report
of Tntermediate” suggasts that the organism would be sus-
coptible If a high dosags Is used or f the infection Is confined

centrations ars unkikely to be inhiblitory, and other therapy
shouid be sefected.

Swwmdm;:rmdummmmdmyww
doxycyc!h.dlsk:houldqivomfolmnhgm

Organism Zone Dilameter
totracycine  doxycyciine

£. coll ATCC 25922 18-25 18-24

S. aureus ATCC 25923 19-28 0-28

OILUTION TECHNIQUES:
Usoa:tandmﬁzoddﬁuﬂonmomod’(bmﬂl. , microdiiu-
tlon) or equivatent with tatracycline powdec. Thevaa!uaa
obtained should be interpreted according to the following
citteria:

MIC {mcg/ml) tation
(;r:: Interpre
8 - intermaediate
28 ) Resistant ~ ¢

As with standard diffusion techniques, dlution methods
require.ths usa of laboratory control organisms. Standard
tetracycline powdar shouid provide the following MIC valuess

Organism MIC meg/m} -
S. aureus ATCC 29213 0.26-1
E. fascalis ATCC 29212 832
£ coll ATCC 25922 1-4
P. seruginosa ATCC 27853 8-32

INDICATIONS AND USAGE i
Doxycycline 1s indicated for the treatment of the following
Infections: . i
Rocky mountaln spotted fever, typhus fever and the typhus
group, Q fwer rickettstalpox, and tick fevers caused by
Rickettsia

Respka!ory tract Infeotlona caused by Mycoplssma priey-
moalae.

- Lymphogmn&omv«wnmsedbymmna-

chomatls.

Psittacosls (ornithosis) caused by Chiemydla psittacl, A,

Trachoma caused by Chiamyoia trachomatls, althoughi the

Infactious agent Is not aiways ‘efiminated as judged by

immunofiuorescence. R

Inctuslon conjunctivitls caused by Chiamydis trachomatfs.

Uncompllcaxed ummd.«\doo«vicdormcwwow«nm

d by Chiamycla tra

Nongonoooccal urothiitis caused by Umapksma ure-

siyticum.

Relapaing fover ductoﬂorrah Wo.w:.
Doxycyciine I3 also Indicated for the bre t of inf
caused by the following gram-negative microorganisms: - -

Chancrold caused by Haemophilus ducreyl,

Plague dus to Yersinla pestis formerly Pasteirelis pestis).

Tularemia due to Francisella tdarensis Jommerdy Prsteursia

Cholera caused by Vibrio cholerae {formerdy Vibrlo
comma). 3 .

Campylobacter fetus Infections caused by Campyfobacter
Tetus {tormady Vibido fetus).

Brucellosls due to Brucella species {in conjunction with

streptomycin).

Bartonellosls dus to Bartonela baciliformis.

Granuloma Ingulnale ¢ d by Caly tobacterfum
granulomatis.

Because many strains of the loﬂowhugmupso!nﬂaoorgam
!smshavebomshowntobomdstamtodoxycycﬁne
and susceptibillty testing are rec
Doxycyciine s indicated lor treatment of infections caused by
the falfowing gram-negative microorganisms, when bactedo-
Jogic teating indicates appropriate susceptibitity to the drug:
Escherichla coll
Enterobacter asrogenes (fonmery Aerobacter aerogenes)
Shigelia spacies

Ardnsmbmnbme mmmntnn ermnndy, Adlme enamfas and

Ny
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dogmoof!pkisolﬂﬂty“abwaﬂh—

ltylorceldwn highly stable in normal human
amooxchmwnmowwmmmmmm

huthgrodtonts.colloldslsmcondloudde;hudgohﬂncap-

suls; magnesium stearate; microcrystaliins cellulon.
aodhmsmdmfycoht&

CLINICAL PHARMACOLOGY

Tevacﬂmmm.dﬂyobsotboduidmbow\d\oplm
degrees. They ars concentrated by the Gver

1 the bile and axcruted In the wrine and feces at con-
active form, virtu-

oteins ln varying

contrations ina DOXYCW

blologically
ally completely absorted after oral administration.

de&uazmmgdosooldoxycyc&nnwmhy&am.m

normal adult volunteers averaged the lonowing
centration values: -

Time vk 05 1.0 15 20304-0&012024.04&072.0

Conc. 1.02 2.26 2.87 3.01 3.16 .03 2.03 167 0.95 0.37 0.15
Average Obsarved Valies
Maximum Concentration 3,61 meg/mi.
Tlmo of Maximum Concormxlon 260 hr(x 1.10

Rate C
Hal‘HJfo g ﬁr“(z 45339

clearance about

parcantage 'mhllubwasb
5$%/72 hours ln Individuals with severs
aﬂnlnodmbobwﬂml}mh).smdl«hawshawnno

75 mUmin). This

ﬂcmﬂdlﬁmlnmmhaﬂ-ﬂfooldoxycydm

ac#
Exmdono!doxycycﬂnoby'hulddnoybmmm
In Individuals. with normnal function {Creatinine

signi
18-22 hours) In individuals with p
renal function. .

Hemodlalysts does not alter serum haif-lfe.
Microbiology: The tetracyclines are

and are thought 10 exert their antimicroblal effect by the inhl-
bitlon of protein synthesis. The tetracyclines, ing-doxy-
cycline, have a similar antimicrobial

against a wide range of and

gram-positive gram-negative
organisms. Omssﬂs!stancoofﬁwsamﬂsms to tetracy-

clines is common.

While In vitro studies have demonstrated the susceptibillty of

most strains of the ciinical effica-
¢y for infoctions other- than those Included In the INDICA-
TIONS AND USAGE section has not been documented,

GRAM-NEGATIVE BACTERIA:
Nolsserla gonormhosas
Hoamophllus ducreyl
‘Haemophiius Influenzee R
Yersinla pestls (lormerty Pasteurella pestis)
'andssllu tularensis (formerly Pasteurella udamnsls)
rfo cholerse (formerly Vibrlo commay)
Bartonella baclliiforrnis
Bnrcelia species

Becauss many strains of the following grwps of gram-nega-
tive microol beon shown to be resistant to tetra-

cyclines, culture and susceptibility testing are recommended:

have

Escherichia coll ‘

Klebsitolls spocies

Enterobacter aerogenss

Shigelia species

Acinetobacter specles (Tomnerly Mima species and
Hasroliea specles)

.Bacteroldes specles

GRAM-POSITIVE BACTERIA:

Because many strains of the following groups of gram-posl-

Mnﬂammhmhmboen shown to be resistart to

tot S and ptibility tosting are recom-

mandod. Ufto«perc«uofmdsmmcompyo-
and 74 of cus fe have been
10 be resistant to tetracyciine drugs. Th , tatra-

cycﬂmshwidmtbewodm mptoeoccdhfocﬂom

x:;'&s.mlo:t»smooruxm!am been demonstrated to be suscepti-

Slreptococcus pyogenes
Streptococcus pneumoniee s
Enterococcus group (Streptococcus faoealls and
Streptococcus fasclum)
Alpha-hemolytic Streptococc! (virddans group)
OTHER MICROORGANISMS:
Chlamydia psittact -
Chiamydla trachomatls
Uresplasma urealyticum
Borrella recurrentls
Treponema palfidum
Troponema pavtenus
Clostridlum species
bacterium-fusiforme
}Omycos specles
Propionibacterium acnes
Entamoeba species

bacterfostatio

tatracycine

E. coll ATCC 25822 18-25 18-24

& aursus ATCC 25923 19-28 23-29
DILUTION TECHNIQUES:
Usa a standasdized dilution method? {oroth, agar, microdit-

tion) or equivalant with tetracycline powder, TNMlesluas
:!:ttal.nhodshowdbolmsrpmedmdmgmmmlowm

MIC [sn;colmu Interpretation
3 intermediate - °
218 Reslstant
As with standard diffusion tochniqun, dilution mvthmh
require.the use of laboratory controf organisms.  Standard
tetracycline powder should provide the following MIC vatues:
" Organism MIC [mog/mt}
S. aureus ATCG 29213 0.25-1
" E faecalis ATCC 29212 8-32
E. colf ATCC 25922 1-4
2 aeruginosa ATCC 27853 8-32
INDICATIONS AND USAGE

Doxycycling Is Indicated fonhemtmontoftbofoﬁowlng
Infections:

- Rocky mountain spotted lwer.typhuslev«mdmotyphu:
group, Q fever, rickettsialpox, and tick fevers caused by
Rickettslae.

Resplratory tract Infections caused by Mycoplasma prou-
Lymphogranuioma ver caused by Chiamydia tra-
chomatls.

Psittacosis (omnithosks) caused by Chlamydla psittscl.
Trachoma caused by Chiamydla trachomatis, aithough the
infactious agent is not always ‘eliminated as judged by
immunofiuorescence,

Inciuslon conjunctivitls caused by Chiamydia trachomatfs,
Uncomplicated urethral, endocervical of rectal infections In
aduits caused by Chiamydla trachomatis.
Nangonococcal wrethritls caused by Ureaplasma ure-
alyticumn. X
Ralapsing fever due to Sorelia securront’a.
Doxycycline is also indicated for the treatment of Infections
caused by the following gram-negative microorganisms: o -
Chancrold caused by Haemophiius ducreyl. k
Plague due to Yersinig pestis (formerdly Pasteurefla pesﬂs).
Tul la due to Franclse/l Mwmls(iomodyPsstmﬂa
tularensis).
Cholera caused by Vbn‘o cholerae {formery Vibrio
comma).
Campylobacter fetus Infections caused by Campylobacter
fotus (formedy Vibvio fetis).
Brucsliosls due to Brucella specles {n conjunction wltp
streptomyeln).
Bartonellosls due to Bartonefla bacliformis. .
Granuloma Inguinale caused by Caymmatobacterfum
granulomatls.
Because many strains of the following groups of microomgan-
Isnnhavobmsmwnlobomslstmtmdoxycydhe culture
and susceptibility testing are rect
Doxycyciine is boﬁmtod for treatment of Infections caused by
the following gram-negative microorganisms, when bacterio-
logic testing kxficates appropriate susceptibility to the drug:
Escharichia coll
Enterobacter asrogenas (formary Aerobsctsr serogenes)
Shigeifa specles
Acinaetobacter specles (formcdy Mima species and

Herelloa 5|

Resplratory tract Infect! d -by H. philus
Influenzas..
Rasplmlorymwmtaumcﬂmcamdby
Kiabsloila species.

‘Doxycychine is indicated formtmem of Infactions caused by

the fo gram-positive microorganisms when bacterio~
logic testing indicates appropriate susceptibiiity tothe drug:
Upper mpiratory b\foctiom caused by Sﬂnptooocws pneu~
moniae
Skin endsklnshucmhhcﬂomcausedbySt

aureus. Doxycycholstmmedmgolcholcommomm
of any type of staphylococcal infections.

When pentciilin Is contraindicated, doxycyctine Is an alterna-
tive drug In the treatment of the following Infections:

Uncomplicated gonont d by Nelsserla gonor-
rhoesa.
Syphitlis caused by Treponerna palidum.

Yaws caused by Treponierma pertenue.

Usteriasls dua to Listerla monocytogenes.

Anthrax due to Baclius anthracis.

Vincant's infection caused by Fusobacterium fusiforme.
Actinomycosls caused by Actinomyces Israeld,
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CONTRAINDICATIONS
This drug s contraindicated in persons who have shown
hypersensitivity to any of the tetracyclines.

WARNINGS

THE USE OF DRUGS OF THE TETRACYCUNE CLASS DUR-
ING TOOTH DEVELOPMENT (LAST HALF OF PREGNANCY,
INFANCY, AND CHILDHOOQD TO THE AGE OF 8 YEARS) MAY
CAUSE PERMANENT DISCOLORATION OF THE TEETH
(YELLOW-GARAY-BROWN).

This adverse reaction Is more commeon during long-temm use
of the drugs but has besn observed following repeated short~
ten courses. Enamel hypoplasla has aiso been reported.
TETRACYCUINE DRUGS, THEREFORE, SHQULD NOT BE
USED N THIS AGE GROUP UNLESS OTHER DAUGS ARE
NOT UKELY TO BE EFFECTIVE OR ARE CONTRAINDICATED.
Al tetra form a stable calclum complex in any bone-

Resuusofmmd!ochdlcatemwncydkwsamﬁw
placenta, are found In fetal tissues, and can have toxic effects
on the developing fetus {often related to retardation of skele-
tal davelopment). Evidence of smbryo toxicity has been noted
hmlmabmtedeanylnpmgnmm Iif any tetracyciine ls
used during pregnancy or if the patient becomes pregnant
whils taking these drugs, the patient should be apprisad of the
potentlal hazard to the fetus.

The antianabollc action of the tetracyclines may cause an
Increass in BUN. Studies to date Indicate that this does not
occur with the use of doxycyciine In patients with Impaired
renal function.
Phatosensitivity mantfested by an axaggerated sunbum reac-
tion has been obsarved in some Individuals taking tetracy-
ciines. Patients apt to be exposed to direct sunlight or ultravi-
olet fight should be advised that this raction can occur with
tetracyciing drugs, and treatmaent should be discontinued at
thae first evidence of skin

PRECAUTIONS

Ganeral: As with ather antiblotic preparations, use of this drug
may result In overgrowth of non-susceptible organisms, Includ-
ing fungt. If superinfection cocurs, the antiblotic should be dis-
continued and appropriate therapy instituted.

Bulging fontanels I Infants and benign intracrantal hypeden-
slon In aduits hava been reported In individuals receiving tetra-
cmoh:s. Thesa conditions disappeared when the drug was
dl tinued.

Indision and drainage or other surglcal procedures shouid be
performed In conjunction with antiblotic therapy when indi-
cat

Laboratory tests:in venereal di when coexistant
syphills I3 suspected, a dark-fleld examination should be
dons before treatment is started and the blood serciogy
repaated monthly for at least four months.
1n long-term therapy, periodic laboratory evaluations of argan
ems, including hematopoletic, renal, and hepatic studies
id be performed.
Drug Interactions: Because tetracyclines have been shown
to depress plasma prothrombin activity, patients who are on
tant therapy may require downward ad]ustmont of
their anticoagulant dosage.
Since b?ctenost;"ﬂc ?;ugs may interfere with the bactericidal
action of penicilfin, It s advisable to avoid giving tetracyclines
in conjunction with peniciilin.
Absorption of tetracyclines s impaired by antacids contalning
aluminum, calclum, or magnesium, and iron-containing
praparations.
Barbiturates, carbamazspine, and phenytoin decrease the
haft-lifs of doxycycline.
The concurrent use of tetracycline and methoxyflurane has
been reported to result in fatal renal toxdcity.
Concurrent use of tetracycllne may render oral contraceptives
loss offective.
Drug/isborstory test interactions: False elavations of uri-
nary catecholamine leveis may occur dua to interference with
the flucrescence test
Carcinogenesis, mutagenesis, impakment of fertility: Long-
tenm studies In animals to evaiuate the carcinogenic potential
of doxycycfine have not been conducted. However, there has
been avidence of oncogenic activity In rats In studies with
rolated antibiotics, oxytetracycline (adrenal and pituitary
tumors) and minocyctine (thyrold tumors). Ukewise, although
mutagenicity studies of doxycycline have not been conduct-
od, positive results in In-vitro mammalian cell assays have
been reported for refated antibiotics (tetracycline, oxytetracy~
cling). Doxycyctine administered orally at dosage levels as
high as 250 mg/kg/day had no apparent effect on the fertility
of famale rats. Effect on male lertility has not been studied.
Pregnancy: Pregnancy Category D. (See WARNINGS )
Labor and deltvery: The effect of tetracyclines on labor and
delivery is unknown.
Nursing mothers: Tetracyciines are present in the milk of lac~
tating women who are taking a drug in this class. Because of
the patential for serfous adverse-reactions In nursing Infants
. from the-tetracytlines, a dacision should be made whather to
discontinue nur:lng or. discontinue the dmg taklng Into
account the Importance of the drug to the mothec. (See
WARNINGS.}
Podlatdc use: See WARNINGS and DOSAGE AND
ANLSOBHATO LTION aartinne

In case of overdosage, discontinue medication, trest sympto-
matically and institite supportive measures. Dislysis does not
alter serum half-fite, and it would not be of benefit In treating
cases of overdosage.

DOSAGE AND ADMINISTRATION -

THE USUAL DOSAGE AND FREQUENCY OF ADMINISTRA-
TION OF DOXYCYCUNE DIFFERS FROM THAT OF THE
OTHER TETRACYCUNES, EXCEEDING THE RECOMMEND-

ED DOSAGE MAY RESULT IN AN INCREASED INCIDENCE
OF SIDE EFFECTS.

Aduits: The usual doss of oral I3 200 mg on the
&s!dayotwmmem(admm«odimmgmmhousor
S0 mg every 6 hours) f d by & mak e dose of 100

administerad as a sin-

mg/day. The maintenance dose may
glodosooruSOmgwuytzhmnhm.an«m
more severs Infoctions chronic ndections of the
winary tract), 100 mg every 12 hours Is recomynended.
Forpodhuicpoumuabovo‘:gmmof-n«m:uc-
ommanded dosage schedule for pediatric patients welghing
100 pounds or less ks 2 mg/ of body weight divided Into two
doses on the frst day of trestment; followed by 1 mg/B of
bodywdqmghmasusbvedawdoscormdmm
on subsequent days. For mons severs infections up to
ngdbol weight may be used. For pediatrio patients
over 100 the usual adult doss should be usad.

for 7 days. As an aftemate single visit

mg stat followed In one hour by & second 300 mg dosa.,

Acute epldidymo-orchitis dby N. vriy 100

mg, by mouth, twics a day for at least wdays.

Primary end secondary syphilis: 300 mg a day in divided

doses for at least 10 days.

Uncompiisated unﬁm!, mdocarviul. or rectal infection
h tis: 100 mg. by

N i urethritis d by . trech tis snd
U.uualyﬂcum' 100 mg, by mouth, twice a day for at lsast 7
days.

homatls: 100

Acuta opldldymwmhiﬂs dby C. 8

mg, by mouth, twice a day for at lsast 10 days,
Whenusodms:reptoooocalh!ecx}om.vwapyshouldbe
continued for 10 days.

Administration of adequate amounts of fudd along with a.p~
sule and tablet forms of drugs In the tetracycline class

ommended 10 wash down mequsandreducomdskof
esophageal Iritation and viceration. (See ADVERSE REAC-
TIONS.) If gastric lritation occurs, do;
with food. ingastion of a high fat meal
defay the time to peak plasma concentrations by an average
of one hour and 20 minutes. However, In the same study, food
enhanced the average peak concantration by 7.5% and the
area under the curve by 5.7%.

HOW SUPPLIED

MONODOX' 50 mg Capsu(es have a white opaquo body with
L] . The beara the Inscription

a yellow opaqu capsule
*MONODOX 50° h bmwn and "M 260° in brown. Each cap~
sule cantains- doxycycline monatiydrate equivalent to 50 my
doxycyciine.
MONQOOX® 50'mg Is avallable in: -
Botties of 100 CAPSUIBS. e erreerime e NDC 65515-260-08
MONQOOX® 100 mg Capsules have a opaque body
with 3 brown opaque cap. The the Inscription
“MONCDOX 100" In white and *M 259 In brown, Each cap-
sule contalns doxycycling e equivalent to 100 myg
of doxycycline. ..
MONODOX* 100 mg Is avaﬁablo In:

Bottlas of 50 capsules semsssmssemmorsns e NOC 55515-259-04
Bottles of 250 capsute: NDC 55515-253-07

STORE AT CONTROLLED ROOM TEMPERATURE 15-30 °C {$9-88 *F}.
PROTECT FROM UGHT.

ANIMAL PHARMAGOLOGY AND ANIMAL TOXICOLOGY
Hyperplgmaentation of the thyroid hes been produced by
members of tha tetracycline class in the {oflowing sg:)cw:’s
rats by oxytetracycline, doxycyciine, t o,
methacycline; in minipigs by doxycyciine, minocyciine, tetra-
cycline PO,, and methacycline; in dogs by doxycycline and
minacycline; in monkeys by minocycline,

Minocycline, tetracycline PO, momac;cﬂ'm. xycydho.
tetracycline base, oxytatracyciing HCl

waere goitrogenic hmsiodalowbdlnodle'.‘ms qdcuocenlc
eﬁect was eccompanled by rpdloacdw Todine uptake.
Ad son of mir also pr a large golter
with high rad!ouod’ ine uptake Irats fad a relatively high lodine
dist.

Treatment of various animal species with this class of drugs
has also resulted In the induction of thyrold lasla in the
following: In rats and dogs {minocycline), In chickens {chiorte-
tracyctine) and in rats and mice {oxytetracycilne). Adrenal
gland hyperplasia has beeq observed in goats and rats treat-
ad with oxytetracycline.

REFERENCES
1. Natlonal Commhxeo for Cﬂnlcai Labomovy Standards.
Performance St rd for A | Disk Susceptibility

Tests, Fourth Editlon. Aopmved Standard- NCCLS Document
M2-Ad, Vol. 10, No. 7 NCCLS, \ﬁuanova, PA,Apnl 1990.

N~y



0N anmals reareo eary W i any tetracycims s
used during pregnancy of mt becomes pragnant
while taking these drugs, the patient should be apprised of the
potental hazard to the fetus.
The entfanabollc action of the tetracyclines may cause an
increass in BUN. Studles to date Indicate that this does not
occur with the use of doxycyciine in patients with impaired
renal function.
Photosensitivity manffested by an exaggerated sunbum reac-
thn has been observed in some indhviduals taking tetracy-
13, Patients apt 1o be exposed to direct sunlight or ultravi-
light should be advised that this reaction can occur with
..aacyciine drugs, and treatment should be discontinued at
the first evidence of skin erythema.

PRECAUTIONS

Geaneral: As Mmomermﬂbbﬂcpmparadmweoﬂh!sdm

may result In overgrowth of non-susceptible organisms, Includ-

Ing fungl. If superinfection ocours, the antiblotic shouid be dis-

continued and appropdate therapy instituted.

Buiging fontanels in Infants and benign Intracranial hyperten-

slon In aduits have been reported in individuals receiving tetra-
lines. These conditions disappeared when the drug was

ntinued, |

Incision and dralnage or other surgical procedures should be

performed In conjunction with antibiotic therspy when Indi-

catad.

Labomtory tests: In when coaxistent

syphiils 1s suspected, a dark-fleid- examinaton should be

done before treatment iy started and the blood serology

repeated monthly for at least four months.

In longoterrn thorap! pedodoc labomtory ova!ua!lons of organ
, Inclu 3 mal

hepatic studies
ahould be pecformed.
Drug interactions: Because !etracycﬂnes have been shown
to depress plasma prothrombin activity, patients who are on
anticoagulant mmpy may require downward ad]ustmem of
thelr anticoaguiant dasage.
Since bacteriostatic drugs may Interfere vdth 1ha bactercidal
action of peniciftin, 1t is advisable to avoid giving tetracyclines
In conjunction with penicitlin,
Absorption of tetracyclines Is impaired by antaclds contalning
sluminum, caiclum, or magnesium, and iron-containing
prep:
Barbiturates, carbamarzepine, and phenytoin decrsase the
half-fite of doxycycline.
The concumrent use of tetracyciine and methoxyflurane has
been reported 10 result In fatal renal toxicity.
Concurrent use of tetracycline may render oral contraceptives
less effective. -
Drug/laboratory test Intsractions: False elevations of urd-
nary catechofamine levels may occur due to interference with
JOrescence test.
éogonosh. mutagenaesls, impalrment of fertility: Long-
in.n4'StUdles In animals to evaluate the carcinogenic potential
of doxycycﬂno havo not been conducted. However, there has
J0en avid ic activity In rats in studies with
elated antlbxotlct, oxytemycano {adrenal and pitultery
umors) and Ui

1 ol

#ina). Doxycycline administered orally at dosage lavels as
sigh as 250 mg/kg/day had no apparent effect on the fertility
f fomale rats. Effect on male fartliity has not been studied.
>regnancy: Pregnancy Ca{eqory O. (See WARNINGS.)
.abor and delivery: The eifect of tetracyclines on labor and
fefivery is unknown.

dursing mothers: Tetracyclines are present In the milk of lac-
aﬂngmmwrwmtw\gadmgmmmaecmeof
he p I for reactions in nursing infants
om tnuotracydlms. a decision should be made whether to
liscontinue nursing or.discontinue the drug, taking. into
ccount the Importance -of .the drug to the mother (See
YARNINGS.)

‘edlatric use: See WARNINGS and DOSAQE AND
\DMINISTRATION soctions.

DVERSE REACTIONS
we to oral doxycycline's virtually complete absarption, side
flacts to the lower bowel, diarthea, have been
|troquont. The following adverse mactlons have been
bserved in patients recelving tetracyciines,

vomhlng dlarmoa. glos-

intestinal: Anorexda,

Als, dysphegia, enterocoliths, and Inflasnmatory lealona (with
1oniilal avergrowth} in the anogenital reglon. These reactions
ave been caused by bolh the oral and parenteral administra-
an of tetracyciines. Rare Instances of esophagitls and
sophageal ulcerations have been reported In patlents receiv-
cawdsmdtmfomuofdrugslnmnwzcyc!mdm
tost ol these patl took immediately before
2ing to bed, (Soc DOSAGE AND ADMINISTRATION )

kin: Maculopapular and erythematous rashes. Exfollative

amalitls has been reported but Is uncommon.

wiosensitivity Is discussad above, (See WARNINGS.)

¢ “oxlcity: Rise In BUN has been reported and is appar-
3@ related. {See WARNINGS.)

Yiovvbnsltivity resctions: Urticarla, anq!oneumuc odoma.

wwe.
wlon of sy ﬁpus oryth 18
nia, neutropenia,

lood: H anemia, thrombocytopel

w1 eosl have beon reparted with tetracyclines.
moram\qhmanebhkdantswlrmuanlalhyparten»
2 In adk {Sea PRECAUTIONS-Qeneral)

LS SR ol md b b 1.

asyr

hova hoan

vuw«-ny..‘l,-w;;;’;.n)’ 100 sy mmw;
snorectal In mg, a
for?days.AswaMmateshgh km«

g stat followed in one hour by a second 300 mg dose.
Acuts epididymo-orchitls caused by M. gonorrhoeae: 100
mg, by mouth, twice a day for at least 10 days.

Primary and secondery syphills: 300 mg a In divided
doses for at lsast 10 days. day
Uncomplicated urethral, sndocervical, or rectal infection
in aduits caused by Chiamydia treachomats: 100 myg, by
mouth, twice a day for at least 7 dayw. -

Nongonococsal urethritis d by C. trach tis and
U,wulyﬂcmn'mOmo.bymoumMcoadayfadioasn N
days.

Ammopldldy:womhtus d by C. trach 171
myg, by mouth, twice a day for at isast 10 days.

When used In streptococcal h(ncﬁons. thefapy should be
continued for 10 days.

100

drugs
asophageal kritation and ulcemdon. (SooADVERSER!—'AC«
‘nonsmgam be given
with lngosdonofahlgh {at meal to
delay the time to peak plasma concentrations by an svotago
of ons howr and 20 minutes. However, In the same study, food

enhanced the peak concentration by 7.5% and the
area under the curve by 5.7%.
HOW SUPPLIED

MONODOX® 50 mg Capsules have a whita opaque body with
a yellow opaque cap. The capsule bears the lnscription
*MONODOX 50" In brown and "M 260° in brown. Each cap-
sule contains doxycyctine monohydrate equivalent to 50 mg
doxycycline.

MONODOX® 50'mg Is avallable Iz -

Botties of 100 capsules. NDC 55515-260-08
MONODOX® 100 mg Capsules have a yeflow opaque body
Mmabtownopaquocap.mcapsdobearsthelmcripﬁm
“MONODOX 100° in white and "M 259° in brown., Each cap-
sule contains doxycyciine monohydmxs equivalent to 100 mg
of doxycycline.

MONODOX® 100 mg Is avallable in.

Boitles of 50 CAPRUBS veereaereenerecsrmsrerneenNDC 55515-259-04
Bottles of 250 capsules. NDGC 55515-259-07

STORE AT CONTROLLED ROOM TEMPERATURE 15-30 *C (58-88 *F)-
PROTECT FROM LGHT.

ANIMAL PHARMACOLOGY AND ANIMAL TOXICOLOGY
Hyperplgmentation of tha thyrold has been produced by
moembers of the tetracycline class In the foﬂ:ydmg spocpo jes: In
rats by oxytetracyciine, doxycycline, lstracycline PO,
mathacycline; in minipigs by doxycycline, minocycline, tetra-
cyciine PO,, and methacyciine; In dogs by doxycyciine and
minocycline; In monkays by minocyciine.
Minocycline, tatracyciine PO, methacycline, doxycycllne
tetracycline base, oxytetracycline HCI and tetracyciine HCI
were goitrogenic in rats fod 4 low lodine diet. This goitrogenic
effect was accompanied by high mdivactive fodine uplake.
Administration of minocyciine also produced a large. golter
w(mtdthadlolodhouptakehmstod a refatively high lodine
diet. -
Treatment of various animal specles with this class of drugs
has also resulted In the induction of thyrold hyperplasla in the
following: in rats and dogs (mmocydhe). In chickens {chiorte~
tracycline) and in rats and mice {oxytetracycline). Adrenal
gland hyperplasia has been observed in goats and rats treat-
od with oxytetracycline.

REFERENCES
1. Natonal Committes for Clinical Laboratory Standards,

MZ-AA Vol. 10, No. 7 NCCLS, Villanova; PA, April 1990,
2. National” Commltteo for- Clintcal - Laborat
timicrobial

Sus
Bactmmatavaemblcally C!’EpdluomAf‘prwod
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occur with the use of doxycycline in patients with impalred
function.

rena}
Photoswsuhdtymanlfostodbyanexnggmtod sunbum reac-
tiorn has been observed in some individuals taking tetracy-
clinea. Patients apt 1o be axposed 1 dicect sunlight or uftravi-
oclet ight should be advised that this reaction can occur with
tetracyciine drugs, and treatment should be discontinued at
the first gvidences of skin erythema.

PRECAUTIONS
General: As with other antiblotic preparations, use of this drug
may result in overgrowth of non-susceptible organisms, inchud-
Inglungl.llwpem!acﬂonoows the antiblotic should be dis-
comtinued and appropriats therapy instituted.
Buiging fortanels in Infants and benign Intracranial hyperten-
glon In adults have been reported In individuals receiving tetra-
lines. These conditions disappeared when the drug was
discontinued.
incision and drainage or other surpical proceciures shouk! be
peﬂormod in conjunction with antibictic therapy when Indi-
Labora!ory tests: In venereal di when ¢ ist
syphilis Is suspected, a dark-fleld axamination shouid be
done before treatment Is started and the biood serclogy
repeated monthiy for at least four months.

In !ong-tecm m«np‘{ taboratory eva!uaﬂcms of argan
, inciuding

poletic, mal hepatic studies
afxould be performed.
Drug interactions: Because tetracyclines have been shown
to depross plasmi prothrombin activity, patients who are on
anticoaquiant therapy may require downward ad}ustment of
thelr anticoagulant dosage.
Since bactedostatic drugs may interfere w(th the bactaddda!
action of peniciitin, it Is advisable to avold giving tetracyclines
In conjunction with penicillin,
Absorption of tetracyciines ls Impaired by sntacids containing
aluminum, calclum, or magnesium, and iron-containing
preparations.
Barblturates, carbamazepine, and phenytoin decrpase the
half-iife of doxycycline,
The concurrent yse of tetracycline and methoxyflurane has
been reported to result In fatal renaf toxicity.
Concurrent use of tetracycilne may render oral contraceptives
less effactive.
Drug/iaboratory test interactions: Falsa slevations of uri-
nary catecholamine levels may occur due to interference with
the fluorescence tast.
Carcinogenesis, mutagenesls, Impalrment of fertility: Long-
term studles In animals {0 svaluate the carcinogenic potential
of doxycyciine have not been conducted. However, there has
been evidence of oncogenic activity In rats in studies with
rolated antiblotics, oxytetracyciine (adrenal and pitultary
+ tumors) and minocycline (thyrold tumors). Likewisa, although
mumganlcuy studiss of doxycyciine have not been conduct-
ed, poaitive results in /n- vitro mammallan ceff assays have
beon roported (or mlated anubloth (tstxacycﬂno. ox'zt:a!‘racy
clina), O g
high as 250 m/kg/dey had no apparent etfect on the fertility
of female rats. Effact on male fertllity has not been studled.
Pregnancy: Pregnancy Category D. (Ses WARNINGS.)
Labor and defivery: The effect of tetracyclines on labor and
delivery ks unknown.
Nursing mothers: Tetracyciines are present In the milk of lac-
women who are taking a drug in this class. Because of
the potential for serfous adverse-reactions In nursing Infants
trom the tetracycilnes, & decision should be made whaether to
d!sconﬂnuo nursing or. discontinue the drug, taking. into
account the Importance of the drug to the mother. (See
WARNINGS.)

Pedlatric use: See WARNINGS and DOSAGE AND
ADMINISTRATION sections.

ADVERSE REACTIONS

Due to oral doxycychine's virtually complete absorption; side
eﬂmwmobwwbmkp;%dmydlanhoa,havobm
Infrequent. The Mlowlng adverse reactions have been

observed in recaiving tetracyclines.

Outrolntnﬂnd:Anomda. a, vorniting, di s~
s, dysphagia, enterocolitls, and lnﬂammatory loslona

mon&lal overgrowth) In the enital reglon. Thase reactions

the anog
have been caused by both the oral and parenteral administra-
tion of tetracycines. Rare Instances of esophagitis and
esophageal uicerations hava beenzuported in patients receiv~
Ing capsule and tablet forms of drugs In the tetracycline class.
Most of these patlents took medications immediately before
going to bed, (See DOSAGE AND ADMINISTRATION )
Siin: Maculopapular and erythematous rashes. Exfollative
dermatitis  has been reported but Is uncommon,
Photosensitivity Is discussed above, (See WARNINGS)
Renal toxicity: Rise in BUN has teen meported and s appear-
ently dose related. (See WARNINGS)

Hypersensitivity resctions: Urticaria, angionsurotic edema,

anaph: carditls, and exacer-

baton of systemm Ramatsin,

Sood: H mmbocytopoma. neutropenia,
' sosinof have been reported with tetracyclines.

e Bulging fontanels In Infants and lntracrantal hyperten-
sion In adults. (See PRECAUTIONS-Generat}

Al b, r

Horre haoar

LT SR 2. -

1i03ge Gry TEIULY, AWILE 8 LAY 1A G0 I8asT TU Gays.
Primary and secondary syphlils: 300 mg 8 day in dvldod
doses for at jeast 10 days.
Uncomplicatsd urethral, endocenvical, or rectal lnlocﬂon
in adults causad by Chiamydis trachomatis: 100 mg, by
mouth twica a day for at laast 7 days. -
i sed ts and
u. unalytlcam lwm.bymow;,mboldaylornl&sﬂ'
days.
Acuts op!didymo-omhws caused by C. trachomatis: 100
mg, by mouth, twica & day for at lsast 10 days.
Whonusedhmmococcalhfediom,MpyMbo
continued for 10 days.
Admhistradonofadequatambofﬁuidalongwnhw
sule and tablet forms of drugs in the tetracycline class is rec-
ommended 10 wash down the drugs and reduce the risk of
hageal rftation and uicaration. {See ADVERSE REAC-
TIONS) if gastric britation occurs, may be given
with food. Ingestion of a high fat meal has been
detay the time to peak plasma concentrations by an
of ona hour and 20 minutes. Howevey, hthosamestudy
the average peak concentration by 7.5% and the
area under the curve by 5.7%.

Sty

§§

HOW SUPPUED

a yellow opaque cap.

MONODOX® 50 myg is avalable tn: -

Bottles of 100 capsul NDC 55515-260-08

MONODOX® 100 mg Capsules hmayoﬁowopamn body

with a brown opaque cap. The capsule bears the inscription
"MONODOX 100" In white and *M 259" in brown, Each cap-

sule contains doxycycline monohydrmo equivalent to 100 mg
of doxyc.ycﬁne
MONODOX®* 100 mg is availabla In:

Bottlas of 50 capsuies ..o e NDC 55515-259-04
Bottles of 250 capsules. NOC 55515-259-07

STORE AT CONTROULED ROOM TEMPERATURE 15-00 *C {58-88 ‘FL.
PROTECT FROM LIGHT,

ANIMAL PHARMACOLOGY AND ANIMAL TOXICOLOGY

Hyperpigmentation of the thyrold has been produced by
maeambers of the tetracycline class in the fol!owm spoc!ea n
rats by oxytetracycline, doxycyciine, tetra e PO, and
methacycline; In miniplgs by doxycychine, L tatra-
cycline PQ,, and methacycline; in dogs by doxycycimo
minocycline; in monkeys by minocycline.
Minocycline, tetracycline’ PO,, methacycfine, oxycyc
tetracycling base, oxytetracycling HCI and ielracycllno el
‘Wera goitrogenic In rats fod a low fodine diet. This gmtmg
offect was accompanied by nxficactve
Administration of minocycline also produced a lama qoltor
'évltth high radiolodine up!ake in rats fod a relatively-high lodine
at. -
Treatment of various animal species with this class of drugs
has also resulted in the induction of thyrold fasla in the
following: In rats and dogs {minocyciine}, In chickens (chbns-
tracycling) and In rats and mice (oxytmaydlne)
gland hyperplasia has been observed in goats and rats treat-
od with oxytetracyctine.

REFERENCES )
1. National Committes for Clinical Laboritory Standards,
Performarice Standard for Antimicroblal Disk Susceptibitty
Tests, Fourth Edition. Approved Standard NCGLS Document
M2-A4, Vol. 10, No. 7 NCCLS, MP&MW&)&

2. “Natlonal Conwhittes for Clnical- S
Methods for Dilutiorr mla'obla!

Bacteria ‘that Grow Aerobically, Second

Standard NCCLS Doamwm M7~ Az. Vol. 10, No. 8
Viltanova, PA, April 1990. B
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In acuts Intestinal ameblasis, cling may be a
useful adjunct to ameblicldes. ~ -+~

In severe acne, doxycycline may be useful adjunctive
therapy.

SONTRAINDICATIONS
fhis drug Is contralndicated in persons who have shown
Typersensitivity to any of the uuacyc!inos.

NINGS

JSE OF DRUGS OF THE TETRACYCUNE CLASS DUR-
ws TOOTH DEVELOPMENT LAST HALF OF PREGNANCY,
NFANCY, AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY
AUSE PERMANENT DISCOLORATION OF THE TEETH
(ELLOW-GRAY-BROWN). _

his adverse reaction is more common during long-term use
f the drugs but has been observed follawing repeatad shot-
mmum&amdhypophshhasakobemmponed.
EYRACYCUNE DRUGS, THEREFORE, SHOULD NOT BE
SED IN THIS AGE GROUP UNLESS OTHER DRUGS ARE

OTlJl(E!_YTOBEEFFECTNEORARECONTRAINO!CATED

prematures given oral
o/%g every six hours. This reaction was shown to be
versible when the drug was discontinued.

ssults of animal studies indicate that tetracyciines cross the
acenta, are found in fetal tissues, and can have toxic effects
1 the developing fetus {often related to retardation of skele-
development). Evidence of embxyyo toxicity has besen noted
animals reated sarly in preg . if any tetracycline is
od during pregnancy or if the becomes pregnant
1lle taking thess drugs, the patient shouid be apprsad of the
tentlal harard to the fetus.

o antianabolic action of the tetracyciines may cause an
rease In BUN. Studias to date indicate that this does not
cur with the use of doxycyciine in patients with impaired
wal function,
otosansitivity manifested by an exaggerated sunburn reac-
v has been observed in some individuals taking tetracy-
188, Patlents apt to ba to direct sunlight or ultravi-
% fight should be advised that this reaction can cccur with
-acyciine drugs, and treatment should be discontinued at
first evidence of skin eryth.

ECAUTIONS
nerak As with ather antiblotic preparations, use of this drug
y result in overgrowth of non-susceptible organisms, Includ-

ping fontanels In infants and benign intracranlal biyperten-

sin adults have been reported In individuals recelving tetra-
}_, These condltions disappeared when the dnig was

ed.

s ... and dralnage or other surgical procedures should be

‘ormed In conjunction with antiblotic therapy when indi-

1.

ocatory tests:in venereal di when co

Yils Is suspected, a dark-fleld examination should be

8 before treatment is started and the blood serology

sated monthly for at least four months.

ng-term therapy, perlodic laboratory eveluations of organ

ems, including ematopomlc. rvna!. and hepatic studies

iid be performed.

2 interactions: Becauso tetracyclines have been shown

epress plasma prothrombin activity, patients who are on

03guiant therapy may requlre downwardad]usﬁnam of

antfcoaguiant dosage.

e bacteriostatic drugs may interfers wlth ma bacterdcidal

s of penicillin, it is advisable to avold giving tetracyclines

wmjunction with penicillin,

wption of tetracycunes is Impaired by antacids oontalnlng

dnum, calclum, or magnesium, and lon-containing

arations,

turates, carbamazepine, and phenytoin decreass the

lte of doxycyciine.

soncurrent use of tetracycline and misthoxyflurana has

reported to result In fatal renal toxicity.
wurrent use of tetracycline may render oral contraceptives
fective .

Asboratory test Interactions: False elevations of url-
zatscholamine levels may oocur due to interference with

Jorusconco lm
is, kmpairment of fertility: Long-

studles In ammals to evaluate the carcinogenic potential
xycyciine have not bsen conducted. However, there has
evidence of oncoganic activity In rats in studles with
d antibiotics, oxytetracycline {adrenal and pitultary
'3} and minocycline {thyrold tumors). Ukewise, although
Jordcity studies of doxycyctine have not been conduct-
ositive results in /n-vito mammallan ceil assays have
reported for related antibiotics {tetracycline, oxytetracy-

Ooxycycting administered orally at dosaga fevels as
is 250 meykg/day had no apparent effect on the fertllity
1ale rats. Effect on male fertility has not been studled.

{Pregnancy Category D. (Ses WARNINGS.)
Aeitvacy: The eftect of tetracyclines on labor and

v 13 Gnknown,
1g mothers: Tetracycliines are pmsont ln the milk of fac-
women who are taldng a drug in this class, Because of
tentlal for serdous adverse reactions In nursing lnfants
18-tetracyclines, a decision shoulkd be made whethaer to
tinue nursing or. discontinue the drug, taking into

dmonga.d.mmnonmﬂﬂesofwmn
10 occur.

OVERDQOSAGE
mmdmmggmmmmmm
mmatically and institute supportive measurss. Dialysts does
nﬂ«wvnhan—ufo.andnwmmbedwhm

P RN

CAS63 OF UVERGU3age.

DOSAGE AND ADMINISTRATION -

THE USUAL DOSAGE AND FREQUENCY OF ADMINISTRA-
TION OF DOXYCYCUNE OIFFERS FROM THAT :OfF THE
OTHER TETRACYCLINES. EXCEEDING THE RECOMMEND-
€D DOSAGE MAY RESULT IN AN INCREASED INCIDENCE
OF SIOE EFFECTS.

may
gle dose o as ) mg avery 12 hours. in the amanagament
more severs infections (particularty chronkc infactions of the
urinary tract), 100 mg every 12 hours Is recommended.
For padistric patients abave elght years of sge: The rec-
ommended schedule for

hseguant CEfE. 7O IR SoveiR SRS Re W 0

ngnbolbodywelgm be used. For pediatric patients
ovanoonoundsmouwauddwososhoddbom

4 ™ ¢ tndactd In sduits (except
anorectal lnucuom in menjs 100 mg, by mouth, twice a day
for 7 days. As an altemate single visit dose, administer 300

mg stat followed In one hour by a second 300 mg dose.
Acute spididymo-orchitis csused by N gonorrhoese: 100
mg, by mouth, twice a day for at least 10 days.

Prmacy and secondary syphifis: 300 mg a day In deod
doses for at least 10 days.

Uncomplicated urethral, endocervical, or rectal lnfocﬂon
in adults caused by Chiamydia trachomatis: 100 mg, by
mouth, twice a day for at least 7 days. -
Nongonococoal urethritis d by C, and
U. urealyticum: 100 mg, by mouth, twice a day for nx\len'st 7

tranh 2,

Acute epididymo-orchitis d by C. trachomatis: 100
mg, by mouth, twice a day for at least 10 days.

When used In streptococeal infoctions, therapy should be
continued for 10 days,

Administration of adequate amounts of fluld along with cap-
sule and tablet forms of drugs In the tetracydlm class is rec~
ommended to wash down the drugs and reduce the risk of
esophageal irritation and uiceration, {(See ADVERSE REAC-
TIONS} If gastric Irritatlon occurs, doxycycline may be glven
with food. Ingestion of a high fat meal has been shown to
delay the time to peak plasma concentrations by an average
of one hour and 20 minutes. Howaver, in the same study, food
enhanced the avarags peak concentration by 7.5% and the
area under the curve by 5.7%.

HOW SUPPLIED

MONODOX® 50 myg Capsules have a white opaquae body with
a yellow opaque cap, The capsule bears the hscription
“MONGDOX 50" In brown and M 2507 In brown. Each cap~
sule containg doxycyciine monohydrate equivalent to 50 mg
doxycycline.

MONODQX®* 50'mg Is avaitable in:
Bottles of 100 capsul NDC 55515-260-06
MONODOX® 100 mg Capsules have a opaque body

with a brown opaque cap. The capsule the
“MONODOX 100" in white and *M 259° in brown, Each cap-
sule contalns doxycycilne monohydrme equivalent to 100 mg
of doxycycline.

MONGDOX* 100 mg Is available In:

Bottles of 50 CAPSUIBS ..ooverererresem e e NOC 55515-259-04
Bottles of 250 capsule NDC 55515-259-07

STORE AT CONTROLLED ROOM TEMPERATURE 15-30°C [59-88°F).
PROTECT FROM LIGHT,

ANIMAL PHARMACOLOGY AND ANIMAL TOXICOLOGY

Hyperplgmentation of the thyroki has been produced by
members of the tetracycline class in the following species: in
rats by oxytetracyciine, doxycycline, tetracyciine PQ,, and
methacycline; in minipigs by doxycycline, mnocycline, tetra-
cycline PO, and methacycline; in dogs by doxycycine and
minocycline; In monkeys by minocyctine.

Minocycline, tetracycilne PO,, methacycline, doxycyciine,
tetracycline base, oxytetracycline HC! and tetracycilne. HCH
waere goitrogenic In rats fed a low lodine dlet. This goitrogenic
effect was accompanied by high rpdioactive kodine uptake.
Administration of minocycling also produced a larga golter
whh h!gh radicloding uptake in rats ted a relatively high lodine

Trsatmom of various animal species with this class of

has also resufted In the induction of thyrold 13 in the

followlng: In rats and dogs {minocycline), In chickens (chiorte-
) and In rats and mice {oxytetracycline). Adrenal

gland hypamtlasia has been absarved in goats and caty treat-

ed with oxytetracycline.

REFERENCES

~ ’\‘l




e e ¢ Vo Jury SOYOBT. | OY 8T8 CORCONTALEC DY 1he Uver ’
E Intsrpretation

mobnommodhﬂnmww:«'al con- MIC {meg/mi)
centrations In a blologically active form, Doxycyciine is virtu- S: e

sily completely absorbed after oral sdmintstration. 216
Following a 200 mg dosas of doxycyclina moncahydmte, 24

nmna!adultvohmmav«modmofouowlngsemmm A_swnhstanduddmiontadwummdnuﬂm
centration values: - require.the use of laboratory control omganisms. Standerd
TeneJvk 05 10 15 20 30 40 &0 120 240 480 720  fetrcycline powder should provide the following MIC vatues:
Conc, 1.02 226 2.67 3.01 3.18 303 2.03 162 0.95 0.37 018 - - Organlsm ) MIC {meg/mi)
{og/ml} . 3. sureus ATCC 29213 0.25-1
Average Obsarved Values " E faacafis ATCC 29212 8-32

Maxtmum Concentration . - A8t meg/ml {+ 0.9 sd) E. cof ATCC 25022 1-4

Time of Maximum Concentration  2.60 hr {= 1.10 P. soruginass ATCC 27853 832

Elmination Rate Constant 0.0¢9 iz s

Halt-Life {x4.5339) INDICATIONS AND USAGE

Exmﬂonoidoxywdhobytholddnayhm%mhom Doxchﬂno Is fdicated for the treatment of the [dwng

75Wuﬂn).1hhmocmdm fall 25 low as 1-
5mmhwmmrwmndm(m— -Rodqmmhwomd!mwmfwmdmatwhm
atinine clearance below 10 mi/min). Studies have shown no group, Q fever, rickettsialpax, and tick fevers caused by
significant difference In serum half-Ble of doxycycilne {rangs Fickettsiae.

18-22 hours) In inadMduals with normal and severely impakred Resplratory tract infections caused by Mycoplasma prou-
sonal function. monlas.

Hemodialysis does not after serum halt-iite. " Lymphogranuioma venersum caused by Chiamydls ta-
Mlmbzologymtmcywm bacterostatic chomatss.

and are thought 1o exert thelr antimicroblal effect by the inhi~ Psittacosis (omithosts) caused by Chlamydia psittacl
bition of proteln synthosta. The tetracyclines, Incuding doxy-  yuonoma caused by Chiamydia trachomatis, aithough the

m Wm'mdm%m Infectious agent s not always efiminated as judged by
Imrunoliuorescences.

organisms. Cross-rasistance oﬂf\osoomanlsrm to tetracy- .
clines Is common, Inclusion confunctivitis caused by Chiamydia trachomatis.
Whnohvibnstudleshmdonmatod!hosuscepﬂbnrtyo Uncompiicated urathral, endocervical or rectal Infections In
mozr,inlow:::hw than m nthe iNDICA- by e ! .
ONS AND USAGE section has not been documented. appdonococeal urothiils caused By Ureaplesma uro-
GRAM-NEGATIVE BACTERIA: Relapsing fsver due to Bomlia rocurrantia.
Nelssara gonomhosae Doxycyciine Is also indicated for the tre. of Infoctions
Haemophius ducreyl . caused by the tollowing gram-negative microorganisms: - -
Heamophilus inflvanzae Chancrold caused by Haemophilus ducreyl, .
Yersinia pestls fformerly Pastocrelta pestis) : :Iaau ° ?u;ut: t??mh p‘fu’ t (:OM, apmm;‘msw)'m
Franciseflee tiarensis lormerly Pasteureila tularensis) tularensls). -
Vibdo choleras flonmerly Vibrdo comma) Cholera caused by Vibrio cholerse {formerly Vibrio
Bartonalla baciliformis comma).

8 . ylobacter 1etus infections caused by Campylobacter
BBIuca upecles £ the fo of oga- fetus {formerty Vibrto fetus).
ecause strains of the foliowing groups fl
tve i '";;"V‘ e L : tg'g“o ngn’zt’g fpeci Brucsllosts dus to Brucefla species {in conjunction with
tiblity testing are rec wded: streptomycin).

el (4

Escherichla cof . Bartonellosis due to Bartonella baclliformis. .
Klebslella specles Granuloma Ingulnale caused by Calymmatobactarium
Interobacter a d granulomats.
i erogenas
Snigelia species Becausa many strains of the following groups of microorgan-
9 Isms have been shown 10 be resistant to doxycycline, culture
Acinstobacter species farmerly Mima specles and and susceptidility testing are recommended.
Hereilea species) Doxycycline Is indicated for treatment of Infections caused by
Bacteroldes species the following gram-negative microorganisms, when bacterio-

GRAM-POSITIVE SACTERIA: foglo testing Indicates appropriate susceptibllity to the drug:

Because many strains of the following groups of gram-posi-
tive havcbomahowntobomtsmto
tatmcycﬁnu. nsoeptblﬂtytosﬂngmmr—
k? percent of strains of Streptococcus pyo-
and 4 percent of Streptococcus faacalis have besn

Xo be rasistant to tetracyciine drugs. Therefore, tetra-
ococcal infections

cyclines should not be used to treat strept:
wessmoovum!mha;boendmnwntedtobosuscepd-

Smptocoocu: pyogenes
Streptococcus pneurmonias
Entarococcus group (Streptococtus faecelis and
Straptococcus faecium)
Alpha-hemolytic Streptococe] (viridans group)
OTHER MICROORGANISMS;

Escherichls cold

Enterobacter aerogenes {formerly Aerobacter aerogenes)
Shigaita specles

Acinetobacter specles (formerdy Mima specles and
Herolloa specles)

Respiratory tract’ Infections caused -by Haomopho‘lm
Influenzae..

Respiratory tract andudnalytmctWocﬂau causedby
Klabslelta spacies.

Doxycycline is indicated 1or treatment of Infections caused by
the following gram-positive microorganisms when bacterio~
logle testing indicates appropriate susceptibillty to the druge
Upper respkatory infections d by Straptococcus pneu-
moniae (formerly Diplococcus pneumoniae).

Skin and skin structurs Infections caused by Staphylococcus
Doxycydhelsnotﬁwdmo{chomhmomam
ofanytypeotstaphylococcal

Whonpon!clllln!sconnhdlated. doxycyciine Is en efterna-

tive drug In the treatment of the foflowing infections:
Uncomplicated gonorhea caused by Nelsseria gonor-
rhoeao.

Syphilils caused by Treponema pallicism.
Yaws caused by Treponema pertanus.

_ Uisterfosls due to Listerls monocytogenes. -
Anthrax due to Bacillus anthracls. -
Vincant's Infection caused by Fusobacterfum fusifonmne.
Actinomycosts caused by Actinomyces israell.



!llmllﬂlm&mﬂlmlﬁ
Monodox®

wxycycline Monohydrate
Capsules

TION

fine s & broad-spectrum antiblotic synthetically
rom oxytetracycilne. Monodox® 100 mg and 50 mg
contaln doxycycline monohydrate equivajent to 100
mg ol%? ngmg)gorﬂ administmtion. The m
nation low crystaline powder Is -
S-oxytetrecyciine.

OH

4 ’ H / -
H CHyH OH H N({CHy),

MO, °HO MW.» 462.46
aohasaNghdegmooﬂbldsowmyandalowafﬂn-
cium binding. it is highly stable In nonmal human
xycycline will not degrade into an eplanhydro form.
«dlents: colloidal silicon dioxide; hard gelatin cap-
Ineslum  stearate; microcrystafine celiulose; and
arch glycolate.

PHARMACOLOGY

88 are readily absorbed and are bound 10 plasma
varying degroes. They are concentrated by the lver
and excruted in the urine and fecesat high con-
3 In a blologically active form. Doxycycline is virtu-
etsly absorbed after oral administration.

a 200 mg dose of doxycycline monohydrate, 24

~*-volunteers averaged the following serum con-

" -
8 15 20 3.0 40 80 120 240 430 720
2.28 2.67 3.01 3.16 2.03 2.03 1.62 0.95 0.37 0.15

Averags Observed Vah‘]es

1 Concentration . 81 meg/ml. (£ 0.9
{aximum Concentfwon 2.60 hris1 10(:%0:;

n Rate Conatant
18.33 (:453 sd)

{ doxycycline by the kidney 1s about 403%6/72 hours
1s.with noamal function (creatinine clearance about
L’l‘hlspomantaga excretion may fall as low as 1-
r3 In indhviduals with severs renal insufficlency (cre-
wrance below 10 miUmin). Studies have shown no
differance In serum half-lno of doxycydlno (range

9) In Individuals with ly impaired

on.

48 does not alter serumn half-ife,

'gy: The tetracyclines are bacterostatic

ugm:oexmmdrwmmlanbwe ect by the inhi-
Includ|

vide range of gram-positive and qmm—mgaﬁvo
Cross-resistance of thesa orpanisms to tetracy-
nmon.

3Muhm dumnstatodthompﬂblty&a
microomantsma, clin -

bna othorthm those Inchuded in the INDICA-

1+ USAGE sactlon has not beéen documented,

ATIVE BACTERIA:

onorhooeas

us ducrey!

us influenzae .

stfs fformerly Pasteurolia pestls)

& tularensis formedly Pasteurella wlamnsls)
sras formedy Vibro comma)

Saciliformnis

acles

- ~ralns of the following groups of gram-nega-
s have been shown to be resistant to tetra-
ad pibility testing are r vded:

colf
pecles
s garogenes
scles
‘er spacies (Tormerty Mima species and
spacies)
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DIFFUSION TECHNIQUES:

Crsantitative methods that require measuremont of zone dla;
metors give the most E’ocbaes&motﬂnmpﬁbmyo
bacteria to antimicrol

One such sar:a:d procedura® which hasbo;n recommend-
od for use disks to test susceptibility of organisms to
dOXYCYCf ne uses the 30-mcy tetracycline-class d}sk or the

vv—uw wnp.yw-u GiSr. WO
umotmdmmaobmmmmwmmmm
Inhibitory concentration (MIC) for tetracyciine or doxycyctine,
respectively.

Reports from tha laboratory giving results of the standard sin-
gle~disk susceptibility test with a 30-mcyg tetracycline-class
dlskorﬂ\a:so-mcgdoxycydhocﬂaksmwbokusrptmed

Zone Diamoter {(mm) Interpretation
tetracycline daxycyciine .
219 218 Suaceptible
15-18 1318 lntermediate
$14 £12 - Resistant

Ampono! susceptlbla'wcatasmmopw\oqmbm(w
o be inhibited memmmﬂﬁm
of "intermadiate” suggests that the organism woudd be sus-
ceptible if a high dosage Is used or if the infection Is confined
toﬂssuesandﬂuidshwhldlﬂmmdniaobhlmbm
attained. A report of “resl hievable con-
contrations are unlikely to be hNbuory. and other therapy
should be selected.

Standardized procadures require the use of laboratory control
organisrns. The 30-mcg tetracycine-ciass disk or the 30-meg
doxycycﬁnediskshouldgfvevwbﬁcwhgmdlmm

Organism Zone Diameter
totracycline  doxycyciine
E. coll ATCC 25922 18-25 18-24
S. aureus ATCC 25923 19-28 23-29
OHLUTION TECHNIQUES:

Use a standardized diiution method? {broth, agar, microditu-
tion} or equivalent with tetracycilne powdec. Tho MIC values
obtalned should be interpreted according to the following
criteria:

Mic (rx;cqlml.) Interpretstion
<. Susceptibis .
8 - intermediats -
p31:1 Reslstant: - .

As with standard dtffusion techniquau. diiution methods
requirs.the use of laboratory control organisms. Standard
tetracycline powder shouid provide the lollowing MIC values:

Organism mic (meg/ml)
S. sureus AYCC 29213 0.25-1
E. faocalis ATCC 29212 8-32
E. coll ATCC 25922 14
P. geruginosa ATCC 27853 8-32
INDICATIONS AND USAGE

Doxycycline Is Indicated for the treatment of the fonowing
Infections:

Rocky mountaln spatted faver, typhus fever and the typhus
group, Q fever, rickettslaipox, and tick fevers caused by
Rickettsize. .
Resplratory.tract Infections caused by Mycopiasma pnoy-
monlae, .

Lymphogranuloma 1 by Chiamydia tra-
chornatls.

Psittacosls (ornithosts) caused by Chiamydla psittacl. )
Trachoma caused by Chfamyoia trachomatis, althaugh the
Infectious agent is not always eliminated as judged by
immunofiuorescence. B
Inclusion conjunctivitfs caused by Chlamycta trachomatls.
Uncomplicated urethral, endocervical or rectal infections in
adults caused by Chlamydla trachomatis.
Nongonococcal urethritls caused by Umaplasma ure-
alyticum.
Relapsing fever due to Boreda .m*.mn

Doxycyciine is also indicated for the treatment of Infections

csused by the foflowing gram-negative microomganisms: .-
Chancrold caused by Hasmophiius ducreyl. -
Plague due to Yersinia pastis {fornerty Pasteursila pests).
Tularemla dueto Francisella tufarensis {formedy Pastewrella
tularensls).

Cholera caused by Vibrio choleraze (formery Vibrio

comma). .

Campylobacter fetus Infections caused by Campylobacter

fotus (formecly brla fatus).

Brucallosis dus to Brucefla species (In conjunction with

streptomycin).

Bantonellasls due to Bartonela baciformis.

Granuloma inguinale caused by Calymwnatobscledum

granuiomatis.

Because many stralas of the (obcwhggmmso(nﬂaooqano
tsms have been shown to be resk to doxycyciine,

and suscoptibifity testing are recommended.

Doxycycune ls indicated ror tmatmem o( tnfections caused by

e mmemate A

A l.\“.
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olat fight should be advised that this reaction can occur with
tetracyciine drugs, and treatiment should be discontinued at
the first evidence of ziin erytherna.

PRECAUTIONS
General: As with other antiblotic preparations, use of this drug
inchud-

susceptible
Ing fungl if superinfection occuss, the antiblotic should be dis-
continued and appropriate therapy instituted.
B fontanels in Infants and benign intracrenial hyperten~
slon in aduits have been reported In Individuals receiving tetra-
ms.‘lhm concitfons disappeared when the drug was
tinued.

Incision and dralnage or other surgical procedures shouid be
periormed In conjunction with antiblotic therspy when indi-
cated.
Laboratory tests:in venereal ot

Is suspected, a dark-fleld examination should be
done before teatment is started and the blood serulogy
repeated monthiy for at least four months.

n loog'torm therapy, periodtc labomory evaiuations of organ
inciuding h , renal,

and hepatlc studies

sf!ould be performed.
Drug interactions: Because tetracyclines have been shown
1o depress plasma prottivombin activity, patients who are on
enticoaguiant m«apy may require downward adjustment of
their anticoagiiant dosage.
Since bacteriostatic drugs may Interfere with the bactericidal
acﬂonolponlclﬂln It Is advisable to avold giving tetracyclines
in conjunction with penicilin.
Absorption of tetracyciines is lmpalmd by antacids contalning
aluminum, calclum, or magnesium, and iron-containing
preparations.
Barbiturates, carbamazepine, and phenyloln decreass the
hatf-lite of doxycyciine.
The concument use of tetracycline and methoxvfiurane has
besn reported to result In fatal renai toxicity.
Concurrent use of tetracyciine may render oral contraceptives
lass effoctive.
Drugfishoratory tnt Iinteractions: False elevations of url-
nary cat ols may occur due o interference with
the nuomscenco test.
Carcli genasls, Impalrment of fertility: Long-
torm studies ln anwmls to evaluate the carcinogenic potential
of doxycycline have not been conducted. However, there has
been evidence of oncogenic activity In rats In studles with
related antiblotica, oxytetracycline (adrenal and pitultary
tumors) and minocyciine {hyroid tumors). Ukewise, although
genlc!ty studies of doxycycine have not bean conduct-
ed, positv: its in In-vitro @ 1 coll ys have
been mponod for related antiblotics {tetracycline, oxytetracy-
¢iine). Doxycycling administered orally st dosage levels as
high as 250 g/day had no apparent effect on the fertility
of female rats. Effect on male fertllity has not been studied.
Preg y: Pregnancy Category D. (See WARNINGS.)
Labor and deilvery: The effect of tetracyclines on labor and
delivery Is unknown,
HNursing mothers: Tetracycfines are present in the mxlk of face
tating women who are taking a drug in this class. Because of
the potential for serious adverse reactions In nursing infants
from the-tetracyciines, a decislon should be madoe whather to
dlseonﬁnue nursing or. discontinus the drug, taking. into

the importance of the drug to the mother. (Ses
wmumcs )
Pedistric use: Ses WARNINGS and ‘DOSAGE AND
ADMINISTRATION sections.

when coexi

¢ o4

ADVERSE REACTIONS

Duse to oral doxycycline's virtu compMeabsorpﬂon side
offects to the lower bowel, dlarthea, have been
Infrequent. The followhg adverse reactions- have been
obsarved in patients recelving tetracyclines.- .
Gastrointestinal: Anomda. nama. vormiting, dlerrl?ea.m

sitis, dysphagia, er itia,
mwmm)mwmdwmmmmmm
hawbmeemodbyboﬂwwaalmdpmteraladmln(sn-
tances of esophaghis and
ssophag nponod in patlents receiv-
Ing capeute and tablet forms of dmgs In the tetracycline class,
Most of these patlents took medications immediately before
going to bed. {See oosmg AND ADMINISTRATION )

Skin: Maculopapular and uythmtous rashes. Exfoliative
dermatitls has been apon but s uncommon.
Ph sitivity 1a d: d above, {See WARNINGS.)
Renat toxicity: Rise In BUN has been reported and is apper-
ontly dose related. {See WARNINGS)

mponoaslthlty reactions: Urticarla, angloneuratic edsma,

purpura, pericasditls, and exacer-
bnﬂon of sy oryth
Blood: anemia, thrombocytopenia, neutropenia,
and eosino; have been reported with tetracyclines.
Other: fontanels In infants and Intracrantal hyperten-

ing
sfon in adults. {See PRECAUTIONS-General)}

A =i s el condimde  bnbraasnfinas hove hoan

in adults Caused by Chiamydia trachomaus: WU myg, oy
mcuth.hﬂi‘:oadaylorathast7day\

Hongonococeal urethrils ¢ C. trach ths and
U.umllyt!cum.wOmo.bymoum twice a day for at least 7
days.

Acute opld!dymo—orchlﬂ: caused by C. trachomatis: 100
mg, by mouth, twice a day foc at least 10 days.
mnmedhmptooocwlwmmuapyshmidbo
continued for 10 days.

Administration of adequate amounts of fluid along with cap-
sule and tablet forms of drugs in the tetracycilne class s rec-
ommanded 1o wash down the drugs and reduce the risk of
asophageal Initation and ulceration. (Sea ADVERSE REAC-
TIONS.} i gastric Wrhatlon occurs, doxycyciina may be givea
with food. ingestion of a high fat meal hay been shown to
dselay the time to peak plasma concentralions by an average
of one hour and 20 minutes. However, in the same study, food
enhanced the average peak concentration by 7.5% and the
area under the curve by 5.7%.

HOW SUPPLIED
MONODOX® 50 mg Capsu!es have a white opague body with
a w O capsule bears the Inscription

paque cap. The
‘MONODOXsO‘hbmwnmd'MZ’SO'hbmwn. Each cap-
aﬁecomalmdoxyqdinem‘ohydmmeqdvalmtoSOm

MONODOX‘ 50'mg Is available Iz -
Botties of 100 Capsules...oerrereermeemen NOC §5515-260-08
MONODOX* 100 mg Capsuies have a opequo body

with a brown opaque cap. The capsule

“MONODOX 100" In white end *M 259 in bmwn. Each cap-
sule contains doxycycilne mnohydmn squivalent to 100 mg
of doxycychine.

MONODOX® 100 mg s avaflable ln.
Bottes of 50 capsules .. ecvcern
Bottes of 250 capsules.

i NOC 55515-259-04
NDC 55515-259-07

STORE AT CONTROLLED ROOM TEMPERATURE 15-30 °C (S9-88 *F).
PROTECT FROM LIGHT.

ANIMAL PHARMACOLOGY AND ANIMAL YOXICOLOGY
Hyperplgmentation of the thyroid hes been produced by
mambers of the tetracycline class In the following spocm& in
rats by oxytatracycline, doxycycline, tetracyciine PO,, and
maethacycilne; In minlpigs by doxywcﬂno. Ine, tetra-
cyciline PO,, and methacycline; in dogs by doxycycline and
minocyciine; in monkeys by m inocycline.
Minocycline, tetracycline PO, mothacyc!in . doxycyciine,
tetracycline base, oxytatracycline HCl and tetracycline HCI
waere goitrogenic In rats fed a low lodine diet. This goitrogenic
effect was accompanied by hig_h radicactive lodine uptake.
Administration of minocycline also produced a large golter
Vg‘Im high radiolodine uptake In rats fed a relatively high lodine
ot. -
Treatment of various animal species with thls class of drugs
has also resuited In the Induction of thyrold hy, inthe
following: In rats and dogs {minocycline), in chickens {chlorte-
tracycline) and in rats and mice (oxytetracyclme). Adrenal
gland hyperplasia has been observed in goats and rats treat-
od with oxytetracycilne.

REFERENCES )
1. National Commiltes for Clinical Laboratory Standards,
Performance Standard for Antimlcroblal Disk Susceptibiiity
Tests, Fourth Editlon. Approved Standard- NCCLS Document
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June 17, 2003

Janice M. Soreth, M.D., Director - ,&@%i—

Division of Anti-Infective Drug Products (HFD-520) 2O RN
Office of Drug Evaluation [V ) \q’)\
Center for Drug Evaluation and Research Annual Report v \J
Food and Drug Administration
5600 Fishers Lane

~ Rockuville, MD 20857

RE: NDA# 50-641, Monodox® Capsules (Doxycycline Monohydrate) 50 mg and 100 mg
Annual Report

Dear Dr. Soreth:

In accordance with 21 CFR §314.81, enclosed please find the annual report for Monodox®
Capsules. This report covers the period from December 31, 2001 to December 30, 2002.

if you have any questions concerning this submission, please contact me by telephone at
(801) 588-6200 or by fax at (801) 588-6232.

Sincerely,
bt Ddpu
Wendy DeSpain, R.A.C.

Associate, Regulatory CMC
U.S. Proprietary Products
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