
THE WEINBERG GROUP INC. 

February 28,200 1 

1220 Nineteenth St, NW, Suite 300 

Washington,DC 20036-2400 

Phori~ 202.833.8077 

Fax 202.833.7057 

e-mail scienceQweint;e’$group.com 
\.,L 3 

WAStiINGTGN :.‘--’ 

NEW YORK 
.Ll 

SAN FRAI\.!CISCO ” 
l-3 

BRUSSELS -5 

PARIS _. ,. _I* 
., --) 
; ..? 

Dockets Management Branch 
Food and Drug Administration (HFA-305) 
Park Building, Room l-23 
5600 Fishers Lane 
Rockville, MD 20857 

SUITABILITY PETITION 

The undersigned hereby submits this petition pursuant to 21CFR parts 10.20 and 10.30, 
as provided for in 2 1 CFR 3 14.93, and Section 505@(2)(c) of the Federal Food, Drug and 
Cosmetic Act to request the Commissioner of the Food and Drug Administration to 
declare that the drug product Doxycycline Monohydrate Capsules 75 mg is suitable for 
submission as an abbreviated new drug application (ANDA). 

A. Action Requested 

This petition is. submitted for a change in dosage strength of Doxycycline 
Monohydrate Capsules to include a 75 mg strength. The listed drug products are 

Monodox@ Capsules 50 mg and 100 mg manufactured by Oclassen 
Pharmaceuticals, Inc.. The proposed product would differ only in strength from 
Oclassen’s marketed product. This difference in strength is permitted by 21 CFR 
3 14.93 (b). 

B. Statement of Grounds 

In accordance with Section 505 (j)(2)(C) of the Food, Drug, and Cosmetic Act, a 
petition may be filed with the Agency seeking permission to file an Abbreviated 
New Drug Application for a new drug which differs from a “listed” drug in 
dosage strength. The Act stipulates that such a petition must be approved by the 
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Agency unless there is a finding that investigations are needed to demonstrate the 
safety and effectiveness of the proposed drug product. 

The reference listed drug product, Oclassen’s Monodox@ Capsules lOOmg, is 
identified in the Prescription Drug Product List of the 20fh edition of FDA’s 
“Approved Drug Products with Therapeutic Equivalence Evaluations” (refer to 
Attachment-l). We propose to develop Doxycycline Monohydrate Capsules in the 
75 mg strength. We call to FDA’s attention that a suspension is currently available 
and the reference listed drug product, Vibramycin@, is manufactured by Pfizer. 
Vibramycin@ 25 mg/5 mL Powder for Reconstitution was approved under NDA 
50-006 and Vibramycin@’ 50 mg/5 mL Oral Suspension was approved under NDA 
50-480. 

The 75 mg strength capsule would contain the same active ingredient in the same 
dosage form and would be used in the same route of administration (oral) as the 
reference listed product. The indicated patient population would be the same as is 
currently used for the listed product. 

The new strength, 75 mg capsule, would allow for better dosing for pediatric 
patients above eight years of age and who are 100 pounds or less. These pediatric 
patients are dosed at 2 mg/lb of body weight the first day in two divided doses and 
thereafter dosed at 1 mg/lb per day. 

This proposed 75 mg strength will allow practitioners to prescribe a solid, oral 
dosage form for the pediatric patient that requires this strength due to weight. 
There are currently two suspension products available, both a 25 mg/5 mL and a 
50 mg/5 mL strength, but these products do not afford the convenience of a 
capsule. 

As this strength falls within the two strengths already available commercially and 
it is consistent with the reference listed drug product’s approved labeling, 
especially the dosage and administration section, there are no safety issues for this 
new proposed strength. 

The proposed product is expected to have the same therapeutic effect as the listed 
product, when administered for use as indicated in the product labeling. The 
labeling for the proposed product would be identical to that of the reference listed 
product with the exception that appropriate references to the proposed additional 
strength would be included. Additionally, any changes needed to denote the 
difference in formulation of excipients and manufacturer would also be made to 
the labeling. A package insert of Oclassen’s Monodox’ is attached along with the 
draft package insert of the proposed Doxycycline Monohydrate 75 mg capsule. 
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C. 

D. 

E. 

F. 

Pediatric Use Information 

As the package insert of Oclassen’s Monodox@ contains adequate dosing and 
administration information for the pediatric population, no additional studies are 
required. 

Environmental Impact 

An environmental assessment report on the action requested in this petition is not 
required under 21 CFR 25.24. 

Economic Impact 

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

Certification 

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

Sincerely, 

Nicholas M. Fleischer, R.Ph., Ph.D. 
Director of Biopharmaceutics 
THE WEINBERG GROUP INC. 

Enclosures 

NMF/cb 

cc: Gary Buehler 
Acting Director, Office of Generic Drugs 



DOXYCYCLINE CAPSULES 

Rx only 

DESCRIPTION 
Doxyc cline 
The c K 

is a broad-spectrum antibiotic synthetically derived from oxytetracycline. 
emical designation of the ellow c stalline powder is 4- Dimeth lamino - 

1,4,4a,5,5a,6,11 12a-octahydro-3 lO,-12,l?a-pentahydroxyB-met yl-1 ,1 -droxo- !! 
naphthacene-carboxamide monohydrate. 

‘h Y* 1- 

Structural formula: 
on 0 OH 0 

h&dWa l Hz0 M.W. = 462.46 

Doxycycline has a high degree of lipid solubility and a low affinity for calcium binding. It 
is highly stable in normal human serum. Doxycycline wilt not degrade into an epianhydro 
form. 

Each capsule, for oral administration contains doxycycline monohydrate equivalent 
to 50mg, 75mg or IOOmg of doxycycline. 

Inactive ingredients will be furnished when the new strength is submitted as this is 
proprietary information. All inactive ingredients are GRAS and are used at appropriate 
levels. 

CLINICAL PHARMACOLOGY 
Tetracydines are readi 
They are cpncenttaq t 

absorbed and are bound to plasma proteins in varying de 
y the liver in the bile and excreted in the urine and feces a 1 

rees 
high’ concentratrons in a brologically active form. Doxycycline is virtually completely absorbed 

after oral administration. 
Following .a 200 mg dose of doxycyciine monohydrate, 24 normal adult volunteers averaged 
the foiiowmg serum concentration values: 
Tfme(hr.): 0.5 1.0 1.5 2.0 3.0 4.0 8.0 12.0 24.0 48.0 72.0 
COnWW$mL) 1.02 226 2.67 3.01 3.16 3.03 2.03 1.62 0.95 0.37 0.15 

Average Observed Values 
Maximum Concentration 
Time of Maximum Concentration 

3.61 m 
“a’6 

mL k0.9sd) 
Elimination Rate Constant 

2.60 hr f 1.1 sd 
HaMife 

0.049 r hr (to. b 

Excrtjtion of dqycycline by the kidne 
16.33 & (* 4.53 sd) 

Osd) 

fUncbOn creabnlne clearance about 5 mUmin). This percentage excretion ma fall as 
low as I- %I72 .hours in mdividuals with severe renai insufficiency [creatinine 5 

r 
is about 40%/72 hours in individuals with normal 

Gy earance below 10 mUmIn). Studies have shown no significant difference in serum half-life of 
doxyqcime (range 18-22 hours) in individuals with normal and severely impaired renal 
funohon. 
Hemodialysis does not alter serum half-life. 
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Micrqbiolog 
anttmrcrqbta effect by-the inhibition of pro em synthesis. The tetrac clines .Y 

: The tetracyclines are primaril 
Y. 

bacteriostatic and are thought to exert their 

doxycych?e, have a srmllar an?imicrobial spectrum of activity agains Y 
in&din 

B 
a widh range o 9 

ram-po.srtlv$ and gram-negatwe organisms. Cross-resistance of these organisms to 
etracyclrnes IS common. 

While jn v&o siudies have demonstrated the susceptibility of most strains of the follow- 
m microor anlsms clinical efficac 
i~lCATlOt!S AND kAGE section tf 

for infections other than those included in the 
as not been documented. 

GRAM-NEGATIVE BACTERIA: 

Bruce//a species 
Because many strains of the followin groups of gram-negative microorganisms have 
k;;dJow” to be resistant to tetracyc mes, culture and susceptibility testing are recom- f 

Escherichia coti 
Klebsiella species 
Enterobacter aerogenes 
Sh&ela species 
Acinetobactefspecies (formerly Mima species and Here/lea species) 
Bactefoides species 

GRAM-POSITIVE BACTERIA: 
Because many strains of the followin 
been shown to be resistant to tetracyc 
mended. Up to 44 percent of strains 
Streptocpccus faecalis have been found 
tetracydmes should not be used to 
been demonstrated to be susceptible. 

Streptococcus pyogenes 
Streptococcus pneumoniae 
Enterococcus group (Streptococcus faecalis and Streptococcus faecium) 
Alpha-hemolytic Streptococci (viridans group) 

OTHER MICROORGANISMS: 
Chlamydia psittaci 
Chlam dia trachomatis 

Fusobactefium fusifonne 

Ufeap asma ufealflicum Y 
Actinomyces species 

Borrelia recurrentis 
Bacillus anthracis 

Treponema pallidurn 
Propionibacterium acnes 

Treponema peftenue 
Entamoeba species 

Clostfidium species 
Balantidium co/i 

Susceptibility tests: 
wuS10rd TECHNIQUES: 
Wntitative methods that require measurement of zone diameters give the most Precise 
estimate of the susceptibility of bacteria to antimicrobial agents. 
One such standard procedure1 which has been recommended for use with disks t0 teSt 
susceptibility of organisms t0 d din.e 
30-mcg do 

r 
cycline disk. lnterp %a on involves the corre atron o the drameter obtamed 

uses the 30-m? ?etrave+ass disk o[ the 

in the disk est with the minimum 
doxycycline, respectively. 

inhibitory COnCentratiOn (MC) for tetm@ine Or 
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Zone 
Diameter (mm) lnterpretritlon 

tet;a;: cline 
5 

1:;; 
doYF lAine 6 

.!zf 

Susceptible 
Intermediate 

Resistant 
A report of “susceptible” indicates that the pathogen is likely to be inhibited by generally 
achievable blood levels. A report of “intermediate ’ suggests that the organism would be 
suscephble if a high dosage IS used or if the infection IS confined to tissues and fluids in 
which high antimicrobial levels ara attained. A report of “resistant” indicates that achievable 
concentrations are unlikely to be inhibitory, and other therapy should be selected. 

rocedures require the use of laboratory control organisms. The 30-mcg 
disk or the 30-mcg doxycycline disk should give the following zone 

Organism 
Zone 

Diameter (mm) 
tetracycline doxvcvcline 

E, coliATGC 25922 
S. aureus ATCC 25923 

DILUTION TECHNIQUES; 
Use a standardized dilution method* (broth, a 
cycline powder. The MIC values obtained shou d be interpreted actor 9 

ar microdilution) or e uivalent with tetra- 
I? 

criteria: 
rng to the following 

MIC&y/mL) 

da 

Interpretation 
Susceptible 
Intermediate 

Resistant 
As with standard diffusion techniques, dilution methods re 
control organisms. Standard tetracycline powder should prow -8 

uire the use of laboratory 
e the following MIC values: 

Organism MIC 
(mcg/mL) 

S. aureusATCC 29213 
E. faecatis ATCC 29212 
E. co/i ATCC 25922 
I? aeruginosa ATCC 27853 

INDICATIONS AND USAGE 
Doxycycfine is indicated for the treatment of tha following infections: 

Rocky mountain spotted fever, typhus fever and the typhus.group, Q fever, rick- 
ett&fpox, and tick fevers caused by Rickettsiae. 

Respiratory tract infections caused by Mycop/asma pneumoniae. 
lymphogranuloma venereum caused by Chlamydia trachomatis. 
Psittacosis (omithosis) caused by Chiamydia psittacL 
Trachoma caused by Chlamydia trachomatis, although the infectious agent is not 

always eliminated as judged by immunofuorescence. 
Inclusion conjunctivitis caused by ChLamydia trachomatis. 

9 
Uncomplicated urethral, endocervical or rectal infections in adults caused by 

Chlamydia trachomatis. 
Nongonococcaf urethrftis caused by Ureaplasma urealyticum. 
Relapsing fever due to Borfelia recurrentis. 
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Doxycycline is also indicated for the treatment ot infections caused by the following 
gram-negative microorganisms: 

Chancroid caused by Haemophilus ducreyi. 
Plague due to Yersinia pestis (formerly Pasteurella pestis). 
Tularemia due. to Francisella t!k[ensis (former1 
Cholera caused b Vib+o chqlerae (formerly Vi J 

Pasteurella tularensis). 

Y 
rio comma). 

Cam&y$bacter etus mfectlons caused by Campylobacter fetus (formerly Vibrio 

Brucellosis due to Bruce//a species 
! 
in conjunction with streptomycin). 

Bartonellosis due to Bartonella baci lifonnrs. 
Granuloma inguinale caused by Calymmatobacterium granulomatis. 

Because many strains of the followin 
be resistant to doxycycline. culture an (B 

groups of microorganisms have been shown to 
susceptibility testing are recommended. 

Doxycycline is indicated for trezjtmeqt of infectipnq caused by the.following gram-ne 
P 

ative 
microorganisms, when bactenologlc testmg Indicates approprrate susceptibility o the 
drug: 

Escherichia coli 
Enterobacter aerogenes (formerly Aerobacter aerogenes) 
Shigella species 
Acinetobacterspecies (formerly Mima s 
Respiratory tract infections caused b i! 

ecies and Herelea species) 

Y 
aemophilus influenzae. 

Respiratory tract and urinary tract in ections caused by Mebsiella species 
Dqxycycline.is indicated for tre$me$ of igfection; caused by the following 
rh$mrganisms when bactenologic testing indicates appropnate 

I#. . . ram-positive 
suscep lbdlty to the 

Upper respiratory infections caused by Streptococcus pneumoniae (formerly 
Diplococcus pneumoniae). 

Skin and skin structure infections caused by Staphylococcus aureus. 
Doxycycline is not the drug of choice in the treatment of any type of staphylococcal infections. 
When 

P 
enicillin is contraindicated, doxycycline is an alternative drug in the treatment of 

the fol owing infections: 
Uncomplicated gonorrhea caused by Neisseria gonorrhoeae. 
Syphilis caused b 

f 
Treponema pallidurn. 

Yaws caused by reponema pertenue. 
Listetiosis due to Llsteria monocytogenes. 
Anthrax due to Bacillus anthracis. 
Vincent’s infection caused by Fusobactetium fusiforme. 
Actinomycosis caused by Actinomyces istaelii. 
infections caused by Clostridium species. 

In acute intestinal amebiasis, doxycyciine may be a useful adjunct to amebicides. 
In severe acne, doxycycline may be useful adjunctive therapy. 
CONTl?AINDICAllONS 
The drup is contraindicated in persons who have shown hypersensitivity to any of the 
tetracyc ines. 
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WARNINGS 
THE USE OF DRUGS OF THE TETRACYCL!NE CLASS DURING TOOTH DEVELOPMENT (LAST 
HALF OF PREGNANCY, INFANCY, AND CHI’LDHOOD TO THE AGE OF 8 YEARS) MAY CAUSE 
PERMANENT DISCOLORATION OF THE TEETH (YELLOW-GRAY-BROWN). 
This adverse reaction is more common during long-term use of the drugs but has been 
observed followin re eated short-term courses. Enamel h po lasia has also been 
re orted TETRAC&CLrNE DRUGS THEREFORE SHOULD NO! Bl! USED IN THIS AGE 
GEOUPUNLESS OTHER DRUG’S ARE NOT’LIKELY TO BE EFFECTIVE OR ARE 
CONTRAINDICATED. 
All tetracyclines form a stable calcium complex in any bone-formin 
the fibula growth rate has been observed in prematures 

tissue. A decrease in 

25 mg/kg every six-hours. This reaction was shown to 
cline in doses of 

discontinued. 
en the drug was 

The antianabolic action of the tetracyclines may cause an increase in BUN. Studies to date 
indicate that this does not occur with the use of doxycycline in patients with impaired 
renal function. 
Photosensitivity manifested by an exag erated 

B 
sunburn reaction has been observed in 

some individuals takin 
ultraviolet light should B 

tetracyclines. atients apt to be exposed to direct sunlight or 
e advised that this reaction can occur with tetracycline drugs, and 

treatment should be discontinued at the first evidence of skin erythema. 

PRECAtif?INS 

Bulging fontanels in infants and benign intracranial hypertension in adults have been 
reported in individuals receiving tetracyclines. These conditions disappeared when the 
drug was discontinued. 
Incision and draina 
antibiotic therapy w \ 

e or other surgical procedures should be performed in conjunction with 
en indicated. 

Laboratory tests: In venereal disease when coexistent syphilis is sus 
examination should be done before treatment is started and the bloo s 

ected, a dark-field 

monthly for at least four months. 
serology repeated 

In long-term therapy 
hematopoietic, renal, an, hepatic studies should be performed. *I 

eriodic laboratory evaluations of organ systems, including 

Drug Interactions: Because tetracyclines have been shown to depress plasma 
activity, patients who are on anticoagulant therapy may requue downward 

rothrombin 
f a 

their anhcoagulant dosage. 
justment of 

Since bade&static dru s ma 
to avoid giving tetracyc mes n conjunction with penicillin. 7. Y 

interfere with the bactericidal action of penicillin, it is advisable 

Absorption of tetracyclines is impaired by antacids containing aluminum, calcium, or 
magnesium, and iron-containing preparations. 
Barbiturates, carbamazepine, and phenytoin decrease the half-life of doxycycline. 
The concurrent use of tetracycline and methoxyflurane has been reported to resuft in fatal 
renal toxicity. 
Concurrent use of tetracycline may render oral contraceptives less effective. 

005 



Drugflaborator test inieractfons: False elevations of urinary catecholamine levels may 
occur due to n erference with the fluorescence test. 4 

Pregnancy: Pregnancy Category 0. (See WARNINGS.) 
Labor and delivery: The effect of tetracyclines on labor and delivery is unknown. 
Nursing mot!Iers: Tetracyclines are 
a drug In thus class. Because of t R 

resent in the milk of lactating women who are taking 
e potential for serious adverse reactions in nursing 

rnfants from the tetracycline;, a decision should be made whether to discontinue nursing 
or drscontinue the drug, takmg into account the importance of the drug to the mother. 
(See WARNINGS.) 
Pediatric use: See WARNINGS and DOSAGE AND ADMINISTRATION sections. 

_ ADVERSE REACTIONS 
Due to oral dox 
bowel, particula x 

cycline’s virtually complete absorption, side effects to the lower 
y diarrhea, have been infrequent. The following adverse reactions‘have 

been observed in patients receiving tetracyclines. 

Skip: Maculopapular and etythematous rashes. Exfoliative dermatitis has been reported 
but 6 uncommon. Photosensitivity is discussed above. (See WARNINGS.) 
Renal toxicity: Rise in BUN has been reported and is apparently dose related. (See 
WARNINGS.) 

Hypersensitivity reactions: Urticaria, angioneurotic edema anaphylaxis, anaphylactoid 
purpura, pericarditis, and exacerbation of systemic lupus erythematosus. 
Blood: Hemolytic anemia, thrombocytopenia, neutropenia, and eosinophilia have been 
reported with tetracyclines. 

Other: Bulgin fontanels in infants and intracranial hypertension in adults. (See PRECAU- 
TIONS-Genera .) 9 
When given over prolon 
black microscopic 

ed periods, tetracyclines have been reported to producf! brown- 
disco orabon of the thyroid gland. B No abnormaktres of thyroid functton 

are known to occur. 
OVERDOSAGE 
In case of overdosage discontinue medication, treat s 
supportive measures. bialysis does not alter serum 

m 
ha ry 7 

tomatically and institute 
-II e, and it would not be of 

benefit in treating cases of overdosage. 
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DOSAGE AND ADMfNiSTRATiON 
THE USUAL DOSAGE AND FREQUENCY OF ADMINISTRATION OF DOXYCYCLINE 
DIFFERS FROM THAT OF THE OTHER TETRACYCLINES. EXCEEDING THE RECOMMENDED 
DOSAGE MAY RESULT IN AN INCREASED INCIDENCE OF SIDE EFFECTS. 
Adults: The usual dose of oral doxycycline is 200 mg on the first day of treatment 
(administered 100 mg every 12 hours or 50 mg every 6 hours 

1 
followed by a maintenance 

dose of 100 mg/day. The maintenance dose may be adminis ered 
50 mg eve 

as a smgle dose or as 

infecttons o 7 
12 hours. In the management of more severe infections (parhcularly chronrc 

the urinary tract), 100 mg every 12 hours IS recommended. 

Uncomplicated 
100 mg, by mou h, twice a day for 7 days. As an alternate single visit dose, administer s 

onococcal infections in adults (except anorectal fnfections in men): 

300 mg stat followed in one hour by a second 300 mg dose. 
Acute epidid 
for at least 1 B 

mo-orchltis caused by N. gunotioeae: 100 mg, by mouth, twice a day 
days. 

Primary and secondary syphliis: 300 mg a day in divided doses for at least 10 days. 
Uncomplicated urethral endocervicai, or rectal infection in adults caused by 
Ch/amydia trachumetis: IdO mg, by mouth, twice a day for at least 7 days. 
Non onococcai urethrltis caused by C. tfachomatis and il. erealyticum: 100 mg, by 
mo II! h, twice a day for at least 7 days. 
Acute e 
at least B 

ididymo-orchltis caused by C. trachomatk 100 mg, by mouth, twice a day for 
0 days. 

When used in streptococcal infections, therapy should be continued for 10 days. 
Administration of adequate amounts of fluid alon with ca 
in the tetracycline class is recommended to was I! R 

sule and tablet forms of drugs 
down t e dru s and reduce the risk of 

esophageal irritation and ulceration (See ADVERSE REAClIOaS.) If astric irritation 
occurs, doxy 
to delay the rme to peak plasma concentrations b an average of one hour and 20 ? 

cline may be given with food. Ingestion of a high fat meal Yl as been shown 

minutes. However, in the same study food enhance 
7.5% and the area under the curve by 5.7%. 

If the average peak concentration by 

HOW SUPPLIED 

Doxyoycline Monohydrate Capsules 50mg, 75mg and IOOmg 

Package sizes to be determined. 

Dispense in a tight, light-resistant container as defined in the USP/NF. 

STORE AT CONTROLLED ROOM TENIPERATURE lS*- SO% (599 86’F). [see USPI 
PROTECT FROM LIGHT. 

007 



ANIMAL PHARMACOLOGY AN0 ANIMAL TOXICOLOGY 

Minocycline, tetracycline PO,, methacycline, doxy 
HCI and tetracycline HCI were 
effect was accompanied by hrg 3-I 

oitrogenic In rats 
cline, tetra 

7 
cline base, oxytetracycline 

ed a low IO me diet. This goitrogenic 3 
radioactive iodine uptake. Administration of minocycline 

also produced a large goiter with high radioiodine uptake in rats fed a relatively high 
iodine diet. 

with this class of drugs 
rn the following: in rats and dogs 

has also resulted in the 

and mice (oxytetracycline). A d 
minocycline), in chickens 
renal gland hyperplasia 

rats treated with oxytetracycline. 
REFERENCES 
1. National Committee for Clinical 

Antrmrcrobial D/Sk Susce tibili 
Laboratory Standards, Pefrurmance Standards for 

Document M2-A4, VOL. 1 , No. 8 7 
Tests Fourth Edition. A proved Standard NCCLS 

NCCLS, Villanova, PA, Apn ? 1990 
2. National Committee for Clinical 

Antimicrobial Susce tibii 
Laborator 

Approved Standard c !! 

Standards, Methods for Dilution 
Tests for Sactetia hat Grow Aerobicall Second Edition Y 

April 1990 
CCL Document M7-A2, VOL. 10, No. 8 NC&$ Villanova, PA; 
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MONDOX@ CAPSULES PACKAGE INSERT 

Ocxycycline is a broad-snectntm anttbfctlc synthetically derived from cxytetracycline. 
McncdoxS 100 mg and 50 $gcapsulee contain dcxycydine mcnchydrate equivalent to 160 mg 
or 66 mg of dcxycydine fcr oral administratfcn. The chamicakdesignaticn of the light-yettow 
crystattine powder is alpha-6d~xy-5-cxytetracycline. 
Structural formula: 

%&4%9J*v hf.W.462.46 

Ocxycydine has a high degree of bgtd sotubtttty and a low afffk& for catctum btnding. tt tsMgh- 
ly stabfe tn ncnnal human serum. Dcxycydine will not degrade fntc an egfanhydm form. 

Inwt Ingredients: wltcidal sit&n dioxtde: hard gelatin capsule; magnesium steam&; microays- 
tatline cellutcse; and sodium starch gtycotate. 

CLINICAL fWARfMCOLOW 
Tetracydines are readily absc&ed and are bound to plasma proteins h vatying degrees. 
Theyare~atedbythaliver~the~andaxaatadfntha~naandfeGesathighcon- 
centratlcns in a blclcgically actlve form. Dcxycycfii ts virtually ccmpletety abscrbed after oral 
admfnistraticn. 

Fcllcwtng a 200 mg dose of dcxycydine mcnchydrate. 24 nomMl adult vdunteefa averaged the 
fcucwing seNm canoentra(on values: 
nms 0: 0.5 1.0 1.5 2.0 3.0 4.0 6.0 12.0 24.0 46.0 i2.0. 

ccnc. 1.02 2.26 2.67 3.01 3.16 3.03 2.63 1.62 0.95 0.37 0.15 (mcg/mtJ 

AvecagsflbWN6dvalutrs. 
Maxhum-traticn 
liune cf.hklxhnl ci,cnqltraticn 

3.61 m@nL (k 6.8 sd) 

fiZ%P Rate Ccnstant 

2.66 hr (* 1.10 ad) 
o.o49pelhr(to.o3osd) 
16.33hr(i4.63od), 

Excretlcn of tbxyqdhbythekidneykabcut4096/72txxssln -wlthlxKmalknc- 
tlcn (creatinlne clearance aboutTSmVmin).Mspeceentageexaelionmayf~Is(swarl- 
596I72 hours in illdwuals 4th severe renal irWffiiancy (cmatfnlne deamnce below IO 
mUmin). Studies have sfx%wt nc sfgniftcant dffference in serum half-tife of dcxyoydine (range 16- 
22 hours) h fndfvfduafs wfth ncrmat and severety fmpatred renat fun&i. 
Hemodialysis does net at&r serum ha&fife. . 

Mtbtotogyz The tetracydines are prtmartly bactedostatio and are thought to exert their nntimt- 
crcblal effect by ttw hhlb%cn of protein synthesis. The tetracydines. induding dcxycydine. have 
a dmllar antimicrobid spsctrum of act+& against a wtde range of gram-gcsittve and gram-neg- 
atfve organisms. Cross-msistance of these otgdnkms to tetracydines is ccmmon. 

Whileinvitrcstudieshave demcndded the stsc@bility of most strains of the fdtowtng 
mlcmcrganlsms. dinicsl dficacy for hfed~ms other than those included in the INMcATtONS 
AND USAGE sectton h&not been doama\ted. 
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MONDOXQ” CAPSULES PACKAGE INSERT 

8Ncena~s 
0eceuse niany eb-dm of the f&wi~ gnnqx of gram-negative microorganieme have been 
shown to be resistant to tetracyclines, adtwe end susceptibility testing are recommended: 

. . ‘YZWd&tawti ‘ 

Actnetotmcter epeciee fiome dy Mimg qedes and Hemttaa spedeql 
eactelvmesepecles 

GRAM-f’OSillVE 0ACTERR 

ebvmtobeIealetarlttotetracyclinasi culture ti.~tibiritrtestiflg em mwmm 
to 44 peroent of strafns of Stmptococcue pyogenes and 74 $xlcent of stv3ptccocaK feecedie 
have been fomd to be m&ant to tetracycliie dugs. Thwefore, tetracydinee should not be 
used to treat etreptococcal infecthe mleee the oqankm has been demomtreted to be 
eueceptibfe. 

StreiJtococafs~ermS 
streptwoccuspnewnoniae 
Entemclxcus glwp (Sb-eptocorrYs faecahandS treptococcus RwiumJ 

. Alpharhemow streptococci fvtrtdans gmup) 

OTHER MCROORtUN~MS: 
CMsmydie psmecr Fusobacte&mft&nme 
ctl&m* tt-adwmatts Acthmyceswectes 
Urea&sm9bvw&+cum BacaJsaotfuacts 
Bom3ttafeamde PmpbdbWedum awes 
Trsponemawmm En-spectes 
T-psmtnn, Batamkkm wtt 

* .QksMdkrmspecies 
susoep~testt: 

’ ‘. OFFU$lQN TEOtfNKWES: 
Cluar#tatfve’~ that require meawywnt of ‘“neunet” give the nl0s.t prflclss esti- 
mate c4 the sUeceptMQ of bacteria to MtMiuobkrl 
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cwasuchstandardprocedura1whid,hasbeenr ewmmended for uSe with disks to test sus- 
osplibility of otpa&fns to doxycydine uses the Wrncg tetracydinsc(ass disk or the 30-mcg 
doxycydina diik. lntatpwtatiion iwolvas the correlation of tha diameter obtained br the disk tast 
with the mlnktwm inhibitory ~ocantration &MC) f,~ tetrgcydine q doxycyciine. respectively. 

Reports from the. laboratory giving results ,d the standed single-disk susceptibility test with a 
Xhncg tetracydma-dass disk or the 3O-mcg do,xycy+ine disk should be interpreted accordii 
tc the fdlowing criteda: 

zone 
Diameter (mm) 

tetracyclii: 
.klterpFetation 

dwpydine 
219 216 Susceptitie 

15-18 13-15 @mediate 
sl4 512. Fwstent 

A ceport of %weptitzW indicat& that the pathogw Is likely to be inhibited by garwafly achiav- 
aMe blood levels. A report of “inbmed&te” suggests that the wan&n would besusceptible if 
aNghdosegeIsuwdornUleMectionIsconfined.totisvesandffuidskrwNchhighantimi- 
qoblal levela are alWne$ A report of %sista& Indicatea that+hievabIe concentrations (YB 
~~tobe~~.wdothertherppy’~d.be.~~ftcf. -_. 

situ&M& fxocedurea rcqulre iii uqe gf laimqtofy cgnttpl o&nlems~ The Gmcg tetracj- 
cllwdas disk or the Smcg doxycycllne”di& +buld.i, the fpllowing zotw diatietets .: : 

. . 

tetracycline 
& cd AT’% 25922 la-25 18-24 
S. amus ATCC 25923 19-28 . . 23-2s 

ClLtJlbNTECHNtQ&Sz ’ 
Usa a standard&ad dibtion mathod (broth, agar, microdilution) d equivalent with tetr&ydiw 
@bwdar.The MlOWuee ObteiM &hod! p3 kkmpreted acsxrdii to the,f*owing ciitefia: . . . . . . . . . . , ( 
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INOlCAllDNS AND USAGE 
Doxycydina iS indicated for the treatment of the fo&s.ving infections: 

Rocky mountain spotted fever, typhus fever and the typhus group, 0 fever, rickettsislpox. 
sod tick fevers caused by Rickattdae. 

Respiratory tract irhctii caused by Myco&sma pneunwniae. 
&nphogranufomaveneNum caused by Ctdamydta trachomaris. 
Psittawsis (omlthosk) caused by Ch/ampj;a psittaci, 
Trac+ma caused by Chhydia trachomatis, although the infectious agent IS not &ways 

&nmetad 85 judged by immxwfluoraxence. 
hc(osion’wnjuncti~s oau%d bychtamyKtta trachomatts. 

. . 

U%om@Xhd Wethral. phcewical or rectal infections in adults caused by Ch/ampjia be- 
.-f= . . . : . 

‘Nongormcecal urethritis caused bj~ tha$asma u~/y#cum. 

.. . 

b&sing fever due td 8onafia.reahofjs. 
@xyoydine is also indi~ied for the treatment of infections caused by the following g&neg- 
atwe mkiuofgankm: ; 

Chanuoid Cawed by HaemophiYus ducmyi. 
phgue due to Ytiia pestis (fommiy Pastwmfla pest&). 
TularenJa due to ~nvlcisdla t&reds (fomiedy Past&m//a tukmns~i). 
C+wIeca causad.by vibrio chokme &mnedy tMo.cpmma). 
wobader fetus!llrecci~ causa+y campulabac~ fetus bmdy tbt0 fetus). 
~c+IM due.% &c&a spe&‘(h c(wilunaibir with etr&tomy&). 
l3amna+ due to .@L%-me& tJaclwonpts. 

: Gf@cinaingdnellicwaedbybytobad&g&tis.’- 1 : 
BeWs6hoyStmhs0fthefofhinggroups0f. microcxganiwnshWetxenshoyvnto@resk- 
tanl to doxycydine. cultwe and SuscepWlii testing are mmmendad. 

Doxycydina k Wcated for treatment of infections caused by the fonowmw &,,~&j& 
fdCfUOQ-;ti b=+t~ teStfry IndllteS apPmptir& suscqtlbilii to the drug: 

cdi :::‘ .: 

AC&#* ff&me&‘hfkna &cl& and Here/l+ spec&). 
ReSpWxy tract infecths caused’6y Ha&o& k@enzama. 
ResPkatofYtictaNiurklaiytNuinfed&nscaus4bylvebslellaqbecies. 

DoWVdhe k hdiceted foi befhnmsnt of lnfectlons cause$ by the following gram;pOsftive 
mkmo?+smSwflerlbactecialogioteStingindicates~ . e yscep@ity to the drug: ._ 
OoxycydhknotthedtugofMinthe hStmentOfanYtypeof~Infeotio&. 
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WARNINGS 
THE USE OF DRUGS OF THE TETRACYCLINE CLASS DURtNG TOOTH DEVELOPMENT (LAST 
HALF OF PREGNANCY. INFANCY, AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY CAUSE 
PERMANENT DISCOLORATION OF THE TEETH ALLOW-GRAY-BROWN). 
This e$fsrSa re&iOn is more common during long-term use of the drugs but has been observed 
followmg repeated short-term courses. Enamel hypoplasia has also been reported. TEfRACY- 
CIJNE DRUGS, THEREFORE, SHOULD NOT BE USED IN THIS AGE GROUP UNLESS OTHER 
DRUGS ARE NOT UKELY TO BE EFFECnM OR ARE CONTRAtNDtCATED. 
All tetracycknes form a stable calcium complex in any bone-forming tissue. * decrease in the 
fibula growth rate has been observed in prematures given oral tetracycline tn doses of 25 mg/kg 
every six hours. This reaction was shown to be reversibte when the drug was discontinued. 

Resuks of animal studies Indicate that tetracydines cross ths pk%enta, are found in fetal tissues. 
and can have toxic effects cn the developing fetus (often related to retardation of skeletal devel- 
opment). Evidence of embryo toxicity has been noted in animafs treated eady in pregnancy. If 
any tetracycline is used during pregnancy or if the patient becomes pregnant while taking these 
drugs. the patient should be apprised of the potential hazard to the fetus. 

The antianabotic action of the tetracydines may cause an incn?asa in BUN. Studies to date indi- 
cate that this does not occur with the use of doxycydine in patients with tmpaked renal function. 

Photosensitivity manifested by an exaggerated sunburn reaction has been observed in some 
tndividuals taking tetracyclines. Patients apt to be exposed to direct sunlight or ultraviolet light 
should be advised that this reaction can ocour with tetracycline drugs. and treatment should be 
discontinued at the first evidence of skin erythema 

PRECADTtONS 
General: As with other antibiotic preparations. use of this drug may result in overgrowth of non- 
susceptible organisms, irx&ding fungi. If superinfection orruss. the antibiotic should be discon- 
tinued and appropriate therapy Instituted. 

Bulging fontanels in infants and benign intracranial hypertension in adults have been report- 
ed in individuals receivina tetracvclines. These conditions disaweared when the drua was 
discontinued. 

., . . 

Incision and drainage or other surgical procedures should be performed in Conjunction with 
antibiotic therapy when indicated. 

t&oratory tests: In venereal disease when coexistent syphilis is suspected, a dark-geld exam- 
ination should bedone before treatment is started and the blood serolwv repeated monthlv for 
at least four months. 

-. 

In fang-term therapy, periodic laboratory evaluations of organ systems, tnctudii hamatopoietii. 
renal. and hepatic studies ehauld be petfafmed. 

Drug interactions: Because tetracydii have been shown to depress ptasma prothrombin 
activity, patients who are on anticoagufant therapy may require downward adiustment of their 
entlcoagufant dasage. 

Skua bactedos(elk drugs may lntecfere with the bactedddat action of pe&fflkk it is advisable 
to weld ghhg tetrscydhres hwnjunctionwnhpn. 

f&sop&~ of tetracy&es is tmpaked by antacids containtng aluminum. calcium. cr magna- 
slum. end imn~nlng preperaticms. 

0erbituratea, cerbamezeplne. and phenytoin d%rease the hatf-fffe of doxycydine. 

srtrent we of tetracydim and methoxytlurane has best7 reportad to result in fatal mnat 

conanrent use of tetracydii may render oral contraceptiww less effectii. 
t3mghbmtcry teet htamctiane: False elevatkms of urinary catechofamins levels may occur 
due to fnterference with the fluorescsnce test. 
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CSrckrog~SlS, mufageWsis, bpdrment of hlilii Long-lm studies in animals to evalu- 
ate the cardnogenic wtential of dwycydine have not been cc&&ed. Howevec. there has been 
evidence of oncogenic activity fn rats in studies with related antibiotics. oxytetracydine (adrenal 
and pituitary tumors) and minocydbe (thyrokt l-1. likewise. although mutagenidty studiis 
of doxycycline have not been conducted, positive results in In vitro mammalian cdl assays have 
been reported for related antibiotics (tetracycline, oxytetracydine). Dcxycycfine adminislered 
orally at dosage levels as high as 250 mg/kg/day had no apparent effect on the feriility of female 
rats. Effect on male fertility has not been studied. 

Pregnancy: Pregnancy Category 0. (See WARNINGS.) 

tabor and detiisry: The effect of tetracyclines on labor and delivery is unknown. 

Nurefng motbra:Tetrac+ines are present in tfw milk of.lactating women who are taking a dwg 
in this class. Because of the potential for se6ous advers.s mactiorts in nursing infants from the 
tetpzydines, a de&ion should be made whether to discontkue nursing or discontinue the drug. 
takq into account the imfmtance of the dmg to the molhw. (See WARNINGS.) 

Pedfatrfc use: See WARNINGS and DOSAGE AND ADMlNlSTAATlON sections. 

AWERSS REhclloNs 
Due to oraf doxycycfine’s virtually compfete absorption. side effects to the lower bowel. parliw- 
lady dianhea, have been infrequent. The fobwfng adverse reactfons have been observed in 
patients receiving tetracyclines. 

~ItdeStinaf: hxmda, Musea, vomiting. dianhea. glosaitfs, dysphagia, tiamcolitis. and 
M-tory kslot~ (with monilff ovetgmwth) in the ancgen~ region, These reactions have 
been caused by both the oral and pamnteral administration of tetracjclines. Ram instames of 
WM@k and esophageal tbrations have been mported In patients m&&g capsule and 
tsb(d fOtlW of drugs kl the tetracydine dass. Most of these patients took medications bnmedi- 
de& before adna to bed.‘* DOSAGE AND ADMINISTRATION.) 

skin: Mactiopaprfor and erythematous rashes. Exfoliative dermatitis has been reprted but is 
Uncommon. Photwendtivity Is discussed abcva (See WARNINGS.) 

Red tOxkity:Ri~e in SUN has been ref~rt&i and is apparently dose related. (See 
WARNINGS.) 

W~~~sitMty rsactbns: Urtt&a, angionsumt~c edema, aoaphy(axis. anaphflactdd PWPU- 
f& -8% and exacetbation of systemic lupus etythematosus. 

Blood: t’t%lldYtiC a%mia. thrcmbocytop+nIa. neutmpenia, and eosinophilia have been repMted 
with tetracydii. 

=7&g fontaneb in infants and intracfanfal hypettensiw in adults. (See PRECAmfO* 

When 9lVW OVBI WOhtged perioda. tetracydinas have been mported to pmduce biUWn-bfack 
-tic scion Of the thyroid gland. NO abnomMitfes of thymld fundiOn are kw+n 
to wour. 

klcaseof Ovwdceage. discontinue medication. treat symp(anatically and fwtftute supporlive 
mea%mS. Dialysis doea IVJI alter serum half-life, and R world not be of bet-&X In treat’kg cases 
of overdwage. 

014 



MONDOX@ CAPSULES PACKAGE INSERT 

DOSAGE AN0 ADMlNlSTfWlON 
THE USUAL DOSAGE AND FREDUENCY OF ADMlNlSTfTATlON OF DOXYCYCUNE DIFFERS 
FROM THAT OF THE OTHER Tl3RACYCLINES. EXCEEDING THE RECOMMENDED DOSAGE 
MAY RESULT IN AN INCREASED INCIDENCE OF SIDE EFFECTS. 
Adults: The USU~ dose Of o~I dovcyclina is 200 mg on the first day of treatment (administered 
190 mg every 12 hours or 50 mg every 6 hours) followed by a maintenance dose of tcf~ muday, 
The maintenance dose may be admrnrstered as a skt9le dose or as 50 mg every 12 hours. tn the 
management of more severe infecttons ~articulady chronic rnfections of the urinary tract), too 
mg every 12 hours is recommended. 
For pediitrio patialts above eight years of age: The reCOMnended dosage schedule for pedi- 
atrtc patients weighing 159 pounds or less is 2 mgAb of body weight divided into two doses on 

the first day of treatment, followed by 1 mgAb of body weight given as a single daily dose or 
divided into two doses, on subsequent .days. For more severe infections up to 2 mgAb of body 
we&ht may be used. For pedatnc pahents over 199 pounds (he usual adult dose should be 

Uncompliiated gonococcal infections fn adults (except snore&l infections in men): 100 
mg, by mouth, twice a day for 7 days. As an alternate single visit dose, administer 305 mg stat 
followed in one hour by a second 300 mg dose. 
Acute epidiiymo-om hhis caused by N. gonotioeat?: 1M) mg. by mouth, twice a day foe at 
least 10 days. 
Primary and secondary syphik SO0 mg.a day in divided doses for at least 10 days. _ 

U-ptiited urethral, endooervfcal, or &&I Mectfon in adults caused by Chfamydia 
Vschomatis: 100 mg. by mouth, twice a day for at least 7 days. -. 
Nongonoc-I umthritis caused by C. trachomatis and U. urealyticum: 190 mg. by mouth, 
twfceadayforatfeast7days. 
Acute epidfdymo-orchhis caused by C. trachomatk 105 mg. by mouth. twice a day for at 
lead 10 days. 
whenusedinstrepioowca I infect&s, therapy sftoutd be continued for 10 days. 
Administration of adequate amounts of fluid along with capsule and tablet forms of drugs in the 
tatracycline dass k mommended to wash down the drugs and reduce the risk of esophageal 
initation and ulceration. (See ADVERSE REAGTlONS.) If gastric initatiin occurs, doxycycliie 
may be given with food. lngestfon of a high fat meal has bean shown to delay 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 concentration by 7.5% and the area under the curve by 5.7%. 

HowsuPPl.fEo 
MONODOX@ 50 rng f+yke have a wi$e opaque body with a”*w opaque cap. The cap- 
~~ra+cnptron MONODOX 59 in brown and W 259 rn brown. Each capsule con- 

mcmhydde equlvaknt to 59 mg doxycydmne. 

fdONODOX@ 50 ing k avaikbk in: 

8Otbkd1UOCEpWkS ..- . . . . . “.” . . . . . ..I.... “..yJc 55515-2SS-fI6 
MONODOXQb100mgCapauleshaveayellav~bodywWabrown~quecap.Thecap 
sde beats lhe trtdpth ‘MONODOX 100” in white and ‘M 259” in bmwn. Each capsule con- 
tatna daycydfne monohydrate eqdvalent to 100 mg of doxycydfne. 

MOf4ODOX03199mgbavaikblein: 

‘t3offkaof5acapauka . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . “ND0 55515-259-04 
Boffkof25ocapsuka _............I..,........ .-ND0 55515-25907 

SlOfUZATCONlROtJEOROOMTEMPERATUREl5-SO’C(69dsr). 
PROTECT RtDM UGHT. 
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ANIMAL PHARMACOLOGY AN0 ANIMAL TOXICOLOGY 
Hyperpigmentation of the thyroid has bean produced by members of the tetracycline class in the 
following species: in rats by oxyletracycline, doxycyclf. tetracyctine P04, and methacydine; in 
minipigs by doxycydine. minocycline. tetracycline PD4. and methacydine: in dogs by doxycy- 
dine and minocydine; in monkeys by minocycline. 

Minocydine. tetracycline PD4: methacycline, doxycycline. tetracycline base, oxytetracycline HCl 
and tetracycline HCI were goerogenic in rats fed a low iodine diet. This goitmgenic eKect was 
accompanied by high radioactive iodine uptake. Administration of minocydine ,also produced a 
large goiter with high radio&tine uptake in rats fed a relatively high iodine diet. 

Treatment of various animal species with this dass of drugs has alsoresulted in the induction of 
thyroid hyperplasla in the following: in rats and dogs (minocyclina). ln chickans (chlortetracycline) 
and rn rats and mice (oxytetracydine). Adrenal gland hyperplasia has baen observed in gqts and 
rats treatad with oxytetracydine. 

REFERENCES 
1. National Committee for Clinical Laboratory Standards, Performance Standards for 
Antimicrobial Disk Susceptibility Tests, Fourth Edition. Approved Standard NCCLS Document 
M2-A4. Vol. 10. No. 7 NCCLS. Villanova, PA, April 1990. 

2. National Committee for Clinfcal Laboratory Standards, Methods for Dilution Antimicrobial 
Susceptibility Tests for Bacteria that Gmw Aemblcalfy. Second Edition. Approved Standard 
NCCLS Document M7-A2. Vd. 10. No. 8 NWLS. Villanova. PA, Aprfl199C. 
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Active Ingredient Search Page 1 of 3 

Active Ingredient Search Results from “Rx” table for query on “doxycycline.” 
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Thank you for searching the Electronic Orange Book 

Return to Electronic Oranae Book Home Page I.. , ,” , .., . , 
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