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Action CF

African Methodist Episcopal (AME) Church
Alliance for Aging Research

Alliance of Minority Medical Associations
American Academy of Family Physicians
American Academy of Nurse Practitioners
American Academy of Physician Assistants

American Autoimmune Related Diseases
Association, Inc.

American Association of Clinical Endocrinologists
American Cancer Society

American College of Emergency Physicians
American College of Nurse Practitioners

American College of Obstetricians and Gynecologists

American Collegé of Osteopathic
Emergency Physicians

American College of Osteopathic Family Physicians
American College of Rheumatology

American College of Osteopathic Internists
American Lung Association

American Osteopathic Academy of Orthopedics
American Osteopathic Association

American Pain Foundation

American Psychiatric Association

Asthma & Allergy Foundation of America
Association of Black Cardiologists, Inc.

Black Women's Health Imperative

Community Health Charities

COSHAR Foundation Inc.

Cuban American National Council

Dia de la Mujer

Easter Seals

Emergency Nurses Association

Epilepsy Foundation of America

Foundation for Allergy & Immunology Research
Hoosier Veterans Assistance Foundation
Interamerican College of Physicians and Surgeons

League of United Latin American Citizens (LULAC)

.

Lupus Foundation of America, Inc. {L

L
Lymphoma Research Foundation ;}

NATIONAL PARTNER ORGANIZATIONS

National Association of Neighborhoods

National Minority Health Month Foundation

MANA - A National Latina Organiéatior%@@ Vo2 7 200
i

Men's Health Network
NAACP

National Alliance for Hispanic Health
National Alliance for the Mentally IIl
National Asian Pacific Center on Aging

National Association of Chain Drug Stores l

National Association of Psychiatric Health Systems
National Coalition for Homeless Veterans
National Coalition for Women with Heart Disease

National Council for Community
Behavioral Health Care

National Family Caregivers Association
National Health Council

National Hispanic Council on Aging
National Hispanic Medical Association’
National Kidney Foundation

National Latina Health Network
National Medical Association

National Mental Health Association

National Perinatal Association
National Puerto Rican Coalition

National Rural Health Association

National Urban League
National Women's Health Resource Center
Ovarian Cancer National Alliance

Pharmaceutical Research and Manufacturers
of America

Retire Safe
Sjogren’'s Syndrome Foundation
Society for Women's Health Research
Spina Bifida Association of America
TII CANN, AIDS National Network
The AIDS Institute
The National Grange

United Way of America
Women Impacting Public Policy -

Y-ME National Breast Cancer Organization
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1000/CETYLITE

PHYSICIANS’ DESK REFERENCE® -

Cetacaine—Cont.

" der dentures or cotton rolls, as retention of the active ingre-

dients under a denture or cotton roll could possibly cause

an éscharotic-effect. Routine precaution for the use of any

topical anesthetic should be observed When using

Cetacaine. -

Jetco® Cannula for Cetacaine Spray

* The supplied 4” stainless steel Jetco® cannula (J 4) for
Cetacaine Spray is especially’ des1gned for access1b1hty
and application of Cetacame, at. the reqmred s1te of pam
control.

* The Jetco cannula is also available in 67, (J &) and 87
curved configuration, (J-8).

. Replacement Jetco cannulas are avallable

* The Jetco cannula is inserted ﬁnnly intothe protrudmg

plastic stem on each bottle of Cetacaine Spray.

The Jetco cannula may be reinoved and reinserted as

many times as required for cleansmg or sterilization,

and is autoclavable. - :

PACKAGING AVA!LABLE

Cetacaine Spray 56 g. mcluchng propellant 4

Cetacaine Liquid 56 g, _

Cetacaine Hosp1ta1 Gel29g. Tubé.

*WARNING

Containg .CFC- 114 and CFC- 11, substances which harm

public health and environment by destroying ozoxe in the

upper atmosphere.

Rx Only,

CETYLITE .

INDUSTRIES, INC,

9051 Biver Road - -

Ponnsanken, NoJ 08110- 3293

1-80G-257-7740

Wwwcety_lte com .

MadeinU.B.4 Rev 9/03 1

Shown in Pr oductldentzﬁcatzon Guzde, page 308

'-'COLD-fX Pharmaceutacals (USA)

inc.

. 5600 NOR'l'H RIVER ROAD, SUITE. 800
~ CHICAGG, IL, USA, 60018

Direct Inquiries to:
1-877-490-3300

COLD-fX™*
Strengthens the Immune System*®

OTC

Supplement Facis

Serving Size 1 Capsule

Amount Per Serving % Daily Value
CVT-EQ02 is a proprietary and patented natural extract
containing poly-furanosyl-pyranosyl-saccharides derived
from Pcmax quinquefolius (North Amencan Ginseng, Toot)
200 mg**

** Daily Value :ir,ot established
Other ingredients: Gelatin
DIRECTIONS

Recommended for Short-Term Use
Day-1, take 3 capsules 3 times during the day (total =
& capsules)
Day 2, take 2 capsu]es 3 times during the day (total =
§ capsules) '
Day 3, take L capsule 3 tnnes du.rmg the da_y (total =
3 capsules)

Recommend’ed for Long-Term Use
Take 1 capsule 2 times each day -

Recommended use fon' adults and children ages 12 vears and
older. .

WARNINGS

Individuals with senous health conditions or takmg medi-
cations, or pregnant or lactating women, should consult a
health care professmnal before taking COLD-fX™ extract.
As COLD-HX extract is a derivative of North American
ginseng, it 1z not recommended for individuals with ailer-
gies to gmseng Do not exceed the recommended daﬂy dose.

OTHER INFORMATION

Each capsule is a ChemBioPrint™ product,. made with a
patented technology that is used to identify the _act1ve cor-
ponents of CVI-EQ02, a proprietary and patented natural
extract, to prove thehealth benefit of CVI~E002, and to en-
sure that the product is conmstently made from batch to
batch.

For more information on COLD fX v151t WV coldl-fx com

HOW SUPPLIE})

Available in bottles of 30, 60 and 150 capsules aswell asan
18 capsule blister package. : :

*This statement has not been evaluated by the Food
and Drug Administration. This product is not intended
to diagnose, treat, cure or prevent any disease.

.8‘:-Wa11g M- et al

"The product name refers to the traditional cooling energy
of the source material. This product is not intended totreat,
cure or prevent upper respiratory 1nfect10ns due to ¢old or
influenza-like viruses.

Distributed by: COED-FX Pharmaceuticals (USA) Inc.

5600 N. River Road, Suite 860, Chicago, IL, USA 60018
1-877-430-3300 - cold-fx.com’

TM-owned by fX Life Sciences International GmbH and
used under license,

US Patents #6,432, 454 #6 ,156,291
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ORACEA™ ~ B
for-BAY-shal . )
(doxycycline, USP)

Capsules 40 mg*

*30 mg Immediate Release & 10 mg Delayed Release beads

Rx Only

KEEP OUT OF REACH OF CHILDREN i

The dosage of ORACEA differs from that of doxycycline
used to treat infections. To reduce the development ofresis-
tant bacteria as well as to maintain the effectiveness of
other ant1bactenal drugs ORACEA should be used only as
indicated.

ORACEA is indicated for the treatment of only mﬂamma—
tory lesions. (papules amnd pustules) of rosacea in adult pa-
tients.

This formulation of doxycycline has not been evaluated as
an antibacterial in the treatment of mfectmns

DESCRIPTION

ORACEA (doxycycline, USP) capsules 40 mg are hard
gelatin capgule shells filled with two types of doxycycline
beads (30 mg immediate release and 10 mg delayed-
release) that together provide a dose of 40 mg of anhydrous
doxycyceline (CyoHg, NoOg).

The structural formula of doxycycline, USP is:

Informationwili be’ superseded by supplements and stibsequent editions

- following oral adminjstration of QRACEA was investigated

protein meal that included dairy produets, resulted in a de-

with an empirical formula of CepHy N;0g*H;0 and a mo-
lecular weight of 462.46. The chemical designation. for
doxycycline is 2-Naphthacenecarboxamide, 4-(dimethyl-
amino)-1,4,4a,5,5a,6,11, "12a-octahydro-3,5,10,12,12a-
pentahydroxy— -methyl 1 11—d10xo- [45-(4ac, 4au,5a Saa,
6a,12aa)]-, monohydrate ’It ;18 very shghtly ‘soluble
i Water

nert mgred1ents in the formulatlon are: hypromellose
iron oxide red, iron oxide yellow, methacrylic acid copoly-
mer, polyethylene glyeol, Polysorbate 80, sugar spheres,
tale, titanium dioxide, and triethyl citrate. Active ingredi-
ents - Each capsule contains doxycycline, USPinan amount
eqmvalent to 40 mg of anhydrous doxycycline. |

CLINICAL PHARMACOLOGY

Pharmacokineties -
ORACEA capsules. are not bivequivalent to other
doxycycline products. The pharmacokinetics of doxycycline

in 2 volunteer studies involving 61 adults. Pharmacoki
netic parameters for ORACEA following single oral doses
and at steady-state in healthy subJects are presented in Ta-
ble 1.

[See table 1 at top of next page]

Absorption: In a single-dose food—effect study involving
administration of ORACEA £o healthy volunteers, concom-
itant administration with a 1000 calorie, high—fa’s, high-

¢rease in the rate and extent of absorption (Cmax and
AUCQ) by about 45% and 22%, respectively, compared to
dosing under fasted conditions. This decrease in systemic :
exposure can be clinjcally significant, and therefore if -
ORACEA is taken close to meal times, it is recommended
that it be taken at least one hour prior to or two hourS after
meals.

Distribution: Doxycycline is g'reater than 90% bound to
plasma proteins.

Metabolism: Major metabohtes of doxycyclme have not
been identified. However, enzyme inducers such as barbi-
turates, carbamazepine, and phenytom decrease the half-
life of doxycycline.

Excretion: Doxyeycline is eitereted in the urine and feces
as unchanged drug. It is reported that between 29% and
55.4% of an administered dose can be accounted for in the
urine by 72 hours. Términal half-life averaged 21.2 hours
in subjecis receiving a single dose of ORACEA,

Special Populations

Geriatrie: Doxycyclinie pharmacokinetics have not been
evaluated m geriatric patients.

Pediatric;  Doxycycline pharmacokinetics have not been
evaluated in pediatric patients (See WARNINGS section).
Gendér: The pharmacokinetics of ORACEA were com-
pared in 16 male and 14 female subjects under fed and
fasted conditions. While female subjects had a higher -
Cmax and, AUC than male subjects, these differences were :
thought to be due to differences in body weight/lean body
mass.”

Race: - leferences in doxyeycline pharrnaeokmetms among
racial groups have niot been evaluated.
Renal Ingufficiency: . Studies have shown no significant
difference in serum half-life of doxycycline in patients with
normal and severely impaired renal function. Hemodialy-
sis does not alter the serum half-Efe of doxycycline,
Hepatic Insufficiency: © Doxycycline pharmacokinetics
have not been evaluateéd in patients with hepatic msufﬁ
ciency.

Gastric Insufﬁc1ency In a study in healthy voluntes
(N =24) the bioavailability of doxycycline is reported to be
teduced at high-pH. This reduced bioavailability may be
clinically significant in-patients with gastrectomy, gastric
bypass surgery or who are otherwise deemed achiorhydric.
Drug Interactions: (See PRECAUTIONS section).

MICROBIOLOGY

Doxyeycline is a member of the tetracycline class of anti-
bacterial drugs. The plasma concentrations of doxycycline
achieved with OBACEA during administration (see
CLINICAL PHARMACOLOGY and DOSAGE AND AD-
MINISTRATION) are less than the concentration required
to treat bacterial diseases. In vivo microbiological studies
utilizing a similar drug exposure for up to 18 months de
onstrated no detectable long-term effects on bacterial flo
of the oral cavity, skin, intestinal tract, and vagina.

ORACEA should not be used for treating bacterial infec-
tions, providing antibacterial prophyla}ns or reducing the
numbers. or eliminating mlcroorgamsms associated with
any bacterial disease.

CLINICAL STUDIES

The safety and efficacy of ORACEA in the treatment of only
inflammatory lesions (papules and pustules) of rosacea was,
evaluated in two randomized, placebo-controlled, multi-
centered, double-blind, 16-week Phase 3 studies involving
537 patients (total of 269 patients on ORACEA from the
two studies) with rosacea (10 to 40 papules and pustules:
and two or fewer nodules). Pregnant and hursing womes;
patients < 18 years of age, and patients with ocular rosaced
and/or blepharitis/meibomianitis who require ophthalmio:
logic treatment were excluded from study. Mean baselin
lesion counts were 20 and 21 for ORACEA and placebo
patient groups regpectively.
At-Week 16, patientsinthe ORACEA group were evaluated
using co‘primary endpoints of medn. reduction’ in lesi
counts and a dichotomized static Investigafor’s Globel As
sessment of Clear or Almost Clear (defined-as 1-t0 28
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PRODUCT INFORMATION

COLLAGENEX/1001

Table 1. Pharmacaokinetic Pammeﬁers [Mean (+ SD)]for ORACIEA

- - Cmag®. N AUC,* ty0™
N-w ‘ " (ng/mL) Tmax” (hr) (ng-hr/mL) (hr)
Single Didse . 4] 510 = 220.7 3.00 9227 £ 21 2+786
- 40 mg capsules I R (1.0-4.1) 3212.8
Steady-State# D 600 = 194.2 2.00 7543 + 23.2 + 6.2
‘40 mg capsules " : o (1.0-4.00 2443.9 :
5* Mean H.
"4+ Median
- #Day 7
Table 2. Clinical Results of ORACEA versus ?ﬂaéébd S .
. Study 1 Study 2
ORACEA Placebo ORACEA Placebo
40 mg " 40mg ‘ o
N =127 N =124 N = 142 N = 144
‘Mean Change in Lesion Count ~11.8 -5.9 9.5 —4.3
from Baseline SR
No. (%) of Subjects Clear or Almost 39 (30.7%) . 24 (19.4%) 21-(14.8%) 9(6.3%)
Clear in the IGA™ . p :

*Investigator’s Global Assessmgnt ‘

papules or pustules} when compared 0 the placebo group
©in both Phase 3 studies

{Bee table 2 abovel

“ Patients treated with ORACEA did not demonstrate sig-

ireated with placebo,

]N])ICATIONS AND USAGE .

ORACEA is indicated for the treatment of only mﬂamma—
“Hory lesions (papules and-pustules) of rosacea in adult pa-
“’llents. No meaningful effect was demonstrated for gener-
“ylized erythema (redness) of rosacea. QORACHEA has not
been evaluated for the treatment of the erythematous, tel-
angiectatic, or ocular components of rosacea. Efficacy of
OBACEA beyond 16 weeks and safety beyond 9 months
have not been established.

This formulation of doxycycline has not been evaluated in
the treatment or prevention of infections. ORACEA should
not be used for treating bacterial infections, providing an-
tibacterial prophylaxis, or reducing the numbers or elimi-
. nafing microorganisms associated with any-bacterial dis-
- ease,
-To reduce the development of drug-resistant bactena as
well as to maintain the effectiveness of other antibacterial
drugs, ORACEA should be used only as indicated.

CONTRAINDICATIONS

This drug is contraindicated in persons who have shown
;. hypersensitivity to doxycycline or any of the other tetracy-

% clines.

- WARNINGS
Teratogenic effescts
1) Doxyeyeline, like cther tetracyclime-c!]ass antibiotics, can
cause fetal harm when administered to a pregnant woman.
If any tetracycline is used during pregnancy or if the patient
" hecomes pregnant while taking these drugs, the patient
shouid be informed of the potential hazard to the fetus and
treatment stopped immediately.
ORACEA should not be used during’ pregnancy (See PRE-
CAUTIONS: Pregnancy).
2) The use of drugs of the tetracycline class during tocth de-
velopment (last half of pregnancy, infaney, and childhood up
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 ‘drug but has
been observed following repeated short-term courses, En-

amel hypoplasia has also been reported Tetracycline drugs, -

therefere, should not be used during tooth development un-
less other drugs are not likely to-be effective or are contra-
indicated.
3) All tetracyclines form a stable ealcium complex,m any
bene-forming tissue. A decrease in fibula growth rate has
been observed in premature human infants given oral
tetracycline in doses of 25 mg/kg every 6 hours. This reac-
tion was shown to be reversible when the drug was discon-
tinued,
Results of animal studies indicate that tetracyclines cross
the placenta, are found in fetal tissues, and can cause re-
tardation of skeletal development on t.he developmg fetus.
Evidence of embry'otoany has been_noted in animals
. treated early in pregnancy (see PRECAUTIONS: Preg-
nancy section).
Gastrointestinal effects :
Pseudomembranous colitis has been repurted with nearly
all antibacterial agents and may range from mild to life-
1hreatemng Therefore, it is important to consider this diag-
nosis in patients who present with diarrhea subsequent to
the administration of antibacterial agents.

Treatment with antibacterial agents -alters ‘the normal

flora of the colon and may permit overgrowth of clostridia.
Studies indicate that a toxin produced by Clostriditim dif-
ficile is a primary cause of “amtibiotic-dssociated colitis”..

. nificant improvement in erythema when compared to those

If  diagnosis of pséudbmembr'anous colitis has been estab-

lished, therapeutic measures should be initiated. Mild
cages of pseundomembranous colitis usually respond to dis-
cohtinuation of the drug alone. In moderate to severe cases,
consideration should be given to management with fluids
and electrolytes, protein supplementation, and treatment
with an antibacterial drug clinically effective against Clos-
tridinm difficile colitis.

Metaboalic effects

The anti-anabolic action of the tetracyclines may cause an
increase in BUN. While this is not a problem in those with
normal renal funchion, in patients with significantly im-
paired function, higher serum levels of tetracycline-class
antibiotics may lead to azotemia, hyperphosphatemia, and
acidosis. If renal impairment exists, even usual oral or
parenteral doges may lead to excessive systemic accumu-
lations of the drug and possible Iiver toxicity. Under such
conditions, lower than usual total doses are indicated, and
if therapy is prolonged, serum level deterrmnatmns of the
drug may be advisable. :

. Photosensitivity.

Photosensitivity manifested by an exaggerated sunburnre-
action has been observed in some individuals taking
tetracyclines. Although this was not observed during the
duration of the clinical studies with ORACEA, patients
should minimize or avoid exposure to natural or artificial
sunlight (tanning beds or UVA/B treatment) while using
ORACEA. If patients need to be outdoors while using
ORACEA, they should wear lopse-fitting clothes that
protect skin from sun exposure and discuss other sun
protection measures with their physician.

PREECAUTIONS

Generat

Safety of ORACEA beyond 9 months bas not been estab-
lished.

As with other antibiotic preparaticns, use of ORACEA may
result in overgrowth of non-susceptible microorganisms,
including fungi. If superinfection gceurs, ORACEA should
be discontinued and appropriate therapy instituted. Al-
though not observed in clinical trials with ORACEA, the
use of tetracyclines may increase the incidence of vaginal
candidiagis. _
ORACEA sghould be used with caution in patients with a
history of or predisposition to candidiasis overgrowth.

" Bacterial resistance to tetracyclines may develop in pa-

tients using ORACEA. Because of the potential for drug-
resistantbacteria to develop during the use of OBACEA, it
should be used only as indicated.

Autoimmune Syndromes

Tetracyclines have been associated W‘lth the development
of autoimmune syndromes. Symptoms may be manifested
by fever, rash, arthralgia, and malaise. In symptomatic pa-
tents, liver funetion tests, ANA, CBC, and other appropri-
ate tests should be performed to evaluate the patients. Use
of all tetracycline-class drugs should be discontinued im-
mediately.

Tissue Hyperpigmentation

Tetracycline class antibiotics are known to cause hyperpig-

mentation, Tetracycline therapy may induce hyperpigmen-
tation in many organs, including nails, bone, skin, eyes,
thyroid, visceral tissue, oral cavity {teeth mucosa, alveolar
bone), sclerae and heart valves. Skin and oral pigmentation
has been reported to occur independently of time or amount
of drug adnrinistration, whereas other pigmentation has
been reported to occur upon prolonged administration.
Skin pigmentation includes diffuse pigmentation as well as
over sites of scars or injury.

Pseudotumor cerebri .
Bulging fontanels in infants and benign intracraniathyper-
tension in-adulis have been reported in individuals receiv-
ing tetracyclines. These conditions chsappeared when the
drug was discontimiad.

ﬂnformatmn for Patients

See Patlent Package Insert that acc@mpames fchas Package

Insert for additional information to give patients.

1. Photosensitivity manifested by an exaggerated sun-
burn reaction has been observed in some individuals
taldng tetracyclines, including doxycycline, Patients
should minimize or aveid exposure to natural or
artificial sunlight (tanning beds or UVA/B treatment)
while using doxycycline. If patients need 4o be out-
doors while using doxycyeline, they should wearloose-
fitting clothes that protect-skin - from sun exposure
and diseuss other sun protection measures with their

- physician. Treatment should be discontinued at the
first evidence of sunburn..

2. Concurrent use of doxycycline may render oral contra-
ceptives less effective (See Drug Interactions).-

3. Autoimmune syndromes, including ' drug-induced .
lupus-like syndrome, autoimmune hepatitis, vaseali-
‘tis and serum sickness have been chserved with
tetracycline-class antibiotics, including doxycycline.

- Symptoms may be manifested by arthralgia, fever,
rash and malaise. Patients whe experience such
symptoms should be cautioned to stop the drug im-
mediately and seek medical help.

4. Patients should be counseled about discoloration of
:gkin, scars, teeth or gums that can arise from
doxycychne therapy.

5. Take ORACEA exactly as directed. Increasmg doses
beyond 40 mg every morning may increase the likeli-
hood that bacteria will develop resistance and will not

-be treatable by other antibacterial drugs in the

- future..

6. - It is recommended that ORACEA not be used by preg-
nant or breast feeding women. {See Carcinogenesis,
Mutagenesis, Iimpairment of Fertility, Pregnancy
and Nursing Mothers sections). -

7. Itis recommended that ORACEA not be used by indi-
viduals of either gender who are attempting to con-
ceive a child {See Carcinogenesis, Mutagenesis, Im-
pairment of Fertility, and Pregnaney sections).

Laboratory Tests

Periodic laboratory evaluations of organ systems, including

hematopoietic, renal and hepatic studies should be per-

formed. Appropriate tests for autoimmune syndromes
should be performed as indicated. '

Drug Interactions

1. Because tetracyclines have been shown to depress
plasma prothrombin activity, patients who are on anti-
coagulant therapy may require downward ad;ustment
of their anticoagulant dosage.

2. Since bacteriogtatic drugs may interfere with the- bacte-
ricidal action of penicillin, it is advisable to avoid giving
tetracycline-class drugs in conjunction with penicillin.

3. The concurrent use of tetracycline and methoxyflurane
has been reported to result in fatal renal toxicity.

4. Absorption of tetracyclines is impaired by bismuth
subsalicylate, proton pump inhibitors, antacids
containing alominum, caleium or magnesmm and iron-
containing preparations.

5. Doxyeycline may interfere-with the eﬁectweness of low
dose oral contraceptives. To aveid contraceptive failure,
females are advised to use a second form of contracep-
tive during treatment with doxycycline.

6. There have been reports of pseudotumor cerebri (benign
intracranial hypertension) associated with the concom-
itant use of isotretinoin and tetracyclines. Since hoth
oral retinoids, including isotretinoin and acitretin, and
the tetracyclines, primarily minocyecline, can cause in-
creased intracranial pressure, the concurrent use of an
oral retinoid and a tetracycline should be avoided.

Drug/Laboratory Test interactions: False elevations of

urinary catecholamine levels may oceur due to interference

with the fluorescence test.

Carcinogenesis, Mutagenesis, lmpairment of Fertility:

Doxycycline was assessed for potential to induce careino-

genesis in a study in which the compound was adminis-

tered to Sprague-Dawley rats by gavage at dosages of 20,

75, and 200 mg/ke/day for two Years. An increased

incidence of uterine polyps was observed: in female rats

that received 200 mg/kg/day, a dosage that resulted in a

systemic exposure to doxycycline approximately 12.2 times

that observed in female humans who use ORACEA (expo-
sure comparison based upon. area under the curve (AUC)
values). No impact upon tumor incidence was observed in
male rats at 200 mg/kg/day, or in either gender'at the other
dosages studied. Evidence of oncogenic-activity was ob-

tained in studies with related compounds, i.e.,

oxytetracycline (adrenal and pituitary tumors) and

minocycline (¢hyroid tumeors).

Doxyeycline demonstrated no potential to cause’ genetic

toxicity in an in vitro point mutation study with mamma-

lian cells (CHO/HGPRT forward mutation assay) or in an

n vive micronucleus assay conducted in CD-1 mice. How-

ever, data from an in vitro assay with CHO cells for poten-

fial to cause chromosomal aberrations suggest that
doxycycline is a weak clastogen.

Oral administration of doxyeycline to male and female

Sprague-Dawley rats adversely affected fertility and repro-

ductive performance, as evidenced by increased time for

mating to occur, reduced sperm motility, velocity, and con-
centration, abnormal sperm morphology, and inereased
pre-and post-implantation losses. Doxycycline induced re-
productive toxicity at all dosages that were examined in

Continued on next page

Consult -2‘0'0 7' PDR? suppiements and future editions for Fevisions
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this study, as even the lowest dosage tested (50-mg/kg/day)
induced a statistically sigriificant reductionin sperm veloc-
ity. Note that 50 mg/kg/day is approximately 3.6 times the
amotnt of doxycyeline contained in the recommended daily
dose of ORACEA for a 60-kg human when compared on the
basis of AUC estimates. Although doxyeycline impairs the
fertility of rats when administered at-sufficient dosage, the
effect-of ORACEA on human fertility isunknown,
Pregnaney: .Teratogenic Effects: -Pregnancy Category D.
(See WARNINGS Section). Results from animal studies in-
dicate that doxycyclme crosses the pIacente and is8 found in
fetal tissues. - :

Monteratogenic effects: (See WARNINGS Sectmn)

Labor and Delivery: The effect of tetracychnes on labor
and delivery is unknow.

Mursing Mothers: Tetracyclines are excreted in human

milk. Because of the potential for serious adverse reactions-

in infants from doxyeycline, ORACEA should not be used in
maothers who breastfeed, (See WARNINGS Section).
Pediatric Use:  .ORACEA should not be used in infants and
children less than B years of age (See WARNINGS section).
ORACEA has not been studied in children of any age with
regard to safety or efficacy, therefore: use in chlldren is not
recomumended. -

ADVERSE REACTIONS -

Adverse Reactions in Cﬂmuoaﬂ 'Il'rleﬂs ‘of OHACEA In

controlled clinical trials of adult patients with.mild to mod-

erate rosacea, 537 patients received ORACEA or placebo
over a 16-week period: The most frequent adverse reactions

" ocomrving in these studies are listed in Table 3. .

Table 3. Incidence (%) of Selected Adverse Reactionsg in
Clinical Trials of ORACEA-(ri= 269) v8: Placebo {n=268)

Blood: Hemolytic anemia, thrombocytopenia, neatropenia,

and eosinophilia have been reported.

OVERDOSAGE

In case of overdosage, chscozltmue medlcatlon treat symp-- |-

tomatically, and institute supportive measures. Dialysis
does not alter serum half-lifé and thus would not be of ben-
efil in treating cases of overdose.

DOSAGE AND ADMINISTRATION

THE DOSAGE OF ORACEA DIFFERS FROWI THAT OF 7|

DOXYCYCLINE USED TO TREAT INFECTIONS. EXCEEDING
THE RECOMMENDED DOSAGE MAY RESULT IN AN IN-
CREASED INCIDENCE OF SIDE EFFECTS INCLUBING THE
DEVELGPMENT OFRESISTANT MICROCRGANISMS. .

One ORACEA Capsule (40 mg) should be taken once daily
in the morning on an empty stomach, preferably at least
one hour prior to or two hours after meals

Efficacy beyond 16 weeks and safety beyond 9 months have
not been established.

Administration of adequate amounts of fluid along with the
capsules is recommended to wash down the capsule to re-

duce the risk of esophageal irritation and ulceration. (See

ADVERSE REACTIONS Section).
HOW SUPPLIED .

ORACEA (beige opaque capsule. prmted with CGPT.40) -

containing doxyeycline, USP in an amount equivalent to
40 mg of anhydrous doxycycline. Bottle of 30 (NDC 64682-
009-01). '

Storage: All products are to be stored at controlled room

temperatures of 15°C -30°C (59°F -86°F) and dispensed in
tight, hght—resmtant contamere (USP) Keep out of reach of
children. -

Patent Information: U.s. Patents 5 789,395, 5 919 775 and
patents pendmg

ORACEA ig'a trademark of CollaGenex Pharmaceuticals,

Ine., Newiown, PA, 18940 -
_ ORACEA Placebo Man ufactured by
I , CardinalHealth
Nasopharyngitis 1By | PBD 1 Winchester, KY 40391 ‘
Pharyngolaryngeal Pain .. 3(L.1) 2(0.7) Marketed by: -
i i i CollaGenex Pharmaceutlcals Inc
Sinusitis 7 (2.6) 2(0.;7). | Newtown, PA, 18940
i ' MayZG 2008 - '
Nasal Congestion 4615 | 207D :
F 1'1 — 4 5"1 5 1 Patrentlnformatien
ungal Infection B ORACEATM (Or-RAY-sha) (doxycyclme USP) Capsules
Influenza 5 (1.9} S3(L1) | 40mg* 5 _
Diarrhea 12 (4.5) 7(2.8) | *30m Im'medi'e.te Release & 10 mg Delayed Release beads
1 : U mg dmmn ;
: T F Read the Patient Information that comes with ORACEA
. 4
Abdominal Pain Upper{_‘ 5 (1.9) 1.4 before you start taking it and each time you get a refill.
Abdominal Distention- 3(1.1) 1(0.4) There may be new information. This information does not
: - X take the place of talking with your doctor about your treat-
Abdominal Pam o 31 b 1(04) ment or your riedical condition. ) you have any questions
. - about ORACEA, agk your doctor or pharmamst
Stomach Dlscomfort 3(31.1) o 2 (0.7)' What is ORACEA?
T D : ORACEA: is ‘a prescription medicihe: to treat only the
Dry Mouj:h (1L ) 800 pimples or bumps on the face caused by a condition called
Hyp'erteneion T B(3.0) 2(0.7) ll;osacea ORACEAmay not lessen the fac1a1 redness caused
. 7 ¥ rosaces.
Blood Pressure Increes'e 4(1.5)° 1(0.4) ORACEA should not be glven to infants a_nd children 8
- years or younger. It may cause stained teeth.in infants and
Aspartate Anunotransferase 6(2.2) 200.7) children. The vellow, gray, brown colored staining will not
Increase o ' : g0 away.
' ) ORACEA should not & d for the t hnetf' fec-
Blocd Lactate Dehydrogenase (1.5 | 1(0.4) tioms. ‘S oukd not be used for the treatment of infec
]:ocrease ‘ - ORACEA has not’ been studzed for use Ionger than g
‘ _ months.
Blood Glucose Increase 3.0 0 Who shouid not cale ORACEA7
Anxiety 4(15). | 00 Do riot take ORACEA if you are allergic to eny medlcme
e known. ‘as a tetracycline, including doxycycline and
Pain 4(1.5) . 1(0.4) | minocyeline, i you are not sure, talk to your doctor or phar- |
- ” macist. -
Back Pain (L1 000 What should ! f:ell my doctor before rakmg ORACEA?
Sinus Hea dache 3( 1.1) 0(0) ;T:Iﬂﬂl yy;)ll;: éﬂ:{;ﬁ:;;?gzt eIE your health condntmns Be sure fo

Note: Percentages based on total number of study partici-
pants in each treatment group. ;

Adverse Heam‘:ions. for Tetrecvcﬁnes: The following ad—
verse reactions. have been. cbserved.in patiente receiving
tetracyclines.at higher, antimicrobial doses: -
Gastrointestinal: anorexia, nadsea, vomiting,. dlarrhea
glossitis, dysphagia, enterocohtre and inflammatory le-
sions (with vaginal candidiasis) in the anogenital region.
Hepatotoxicity has been reported rarely. Rare instances of
esophagihs and eeophageal ulcerations have been reported
in patients receiving the capsule forms of the drugs in the
tetracycline class. Most of the patients experiencing
esophagitis and/or esophageal ulceration took their medi-
cation immediately before lying down. (See DOSAGE AND
ADMINISTRATION Section).

Skin: maculopapular and erythematous rashes. Exfoliative
dermatitis has-been reported but is uncommen. Photosen-
sitivity is discussed above. (See WARNINGS Section).
Renal toxicity: Rise in BUN has-been reported and is ap-
parently dose-related. (See WARNINGS Section),
Hypersensitivily reactions; urtjcaria, -angioneurotic
edema, anaphylaxis, anaphylactoid purpura, serum
sickness, pericarditis, and exacerbation of systemic lupus
erythematosus: -

¢ have had an allergic- reaction to doxycychne or other
medicines known as tetracyclines
¢ are pregnant or - planning - to become pregnant
- ORACEA may harm vour unborn-baby. - . ...:
. are breastfeeding. ORACEA passes into "your breaet
" milk and. may harm.your baby. -
" have kidney problems-
have liver problems -
have had sargery on your stomach
have or had a yeast or fungus infection in your mouth
or vagina.
® epend time in sunlight or artificial sunhght such as a
tanning booth or suniamp.
ORACEA may cause you to get severe sunburne (photosen-

B €.2 a

Teit your doctor about all of the medaclnes you take, includ-
ing preseripticn and non- prescrlp‘tlon medlcmes V!tamms
and herbal suppiemen‘ts
ORACEA and other medicines can affect each other ¢aus-
ing serious side effects. Especmlly tell your doctor rf' you
take
.2_blood thinners (antlcoagulants) such as Warferm or
" Coumadin®. Your doctor may need td change your an-
ticoagulant dose.
° any medicine to treat pimples (acne) or psoriasis

Information will be superseded by supplements and subsequent editions

How should | take ORACEA?

that.does not go away.,

_they have the same symptoms you have It may hart

ORACEA may affect the way other medicines work,;
«other medicines may affect how QRACEA works. E
cially tell your doctor if you take
¢ birth control pills. Talk to your doctor about oth;
methods of birth contrel because birth control pilis
may not work as well when you are taldng ORACEA;
+ antacid medicines contalmng calcium, magnesium
aluminum, . .
® products-containing iron
® any medicine to freat an infection
e” any medicine to treat seizures, such as barbitur
Phenobarbital, carbamazepine, Tegretol®, phen
or Dilantin®
Enow the medicines you take. Keep a list of your mediciiwe
and show it-to your doctor and pharmacist when you gei
new medicine, ‘

¢ Take ORACEA exactly as prescribed by your dotly
Do not change your dose unless told to do g0 by Yol
doctor. Taking more than the prescribed dose mayi
crease your chance of having side effects.
° The usual dose of ORACEA is one capsule in the mofy
ing. : - '
« Do not take ORACEA with or right after a meal:]
may not work as well. If you take ORACEA o
meal times, you should take it at least one hourb
your meal or two hours after your meal.
¢ Take ORACEA with a full glass of water while sitti
or standing. To prevent irritation to your throat, dox
lay down right after taking ORACEA. .
= Do not take ORACEA with or right after talpy
. antacids or products that contain calcjum, atumiy
. magnesmm, or iron, ORACEA may not worl as we
¢ If you take too mich ORACEA, or overdose, stop bl
ing ORACEA and talk to your doctor.
¢ Ifyou miss a dose of ORACEA, skip that dose and ta_
the next dose at your regular time.
¢ D¢ not take ORACEA to treai infections caused i
bacteria germs or viruses. :
* Your doctor may do blood tests from time to timé:
- cheéek for side effects of ORACEA.
What should | avoid while taking ORACEA?
-¢ Do nof spend time in sunlight or:artificial sunliy
such as a tarning booth or sunlamp. You could ge
severe:sunburn: Use sunscreen and -wear clothest
cover your skin if you have to be in sunlight. .
¢ You should not take ORACEA if'you are pregnantr
breast feeding.
" e You should not take ORACEA if you are a man or i
* woman trying to have a baby.
What are the possible side effects of ORACEA?
ORACEA may cause serious side -effécts. Stop taklng
ORACEA and talk to your doctor right away i you
® have any skin rash, redness, or unusual or severe st
~ burn
¢ have an allergic reactlon which- may cause a s
rash, swelling, difficulty swallowmg, or a feeling
tlghtness in your throat
s hecome pregnant
» have stomach cramps, high fever and bloody dmm
{pseudomembranous colitis)
= have faver, rash, joint pain, and feel tired. These may
be symptoms of a problem where your body is att
ing itself (autoimmune syndrome) :
ORACES may also cause ~ "~ -
* darkening of your skin, scars, teeth, or gums
® severe headaches, dizziness, or double vision fr
high pressure in the fluid around the brain
Some coinmon side effects of ORACEA arc soreness m
nose and throat, diarrhea, and sinus infection.
These are not a11 the possible side effects of ORACEA. T
more information, ask your doctor or pharmacist.
Tell your doctor i vou have.a srde effect that bothers yousr

How should [ store ORACEA? ‘
o Store ORACEA at room temperatu.re at 59°F to 867
(15°C to 30°C). - -
- ® Keep ORACEAina tlghtly closed contajner
¢ Keep ORACEA inside container and out of light.
* Keep ORACEA and all medicine out of the reach
. children. : :
General Information about ORACEA
Do nottake ORACEA. for a condition for which it was ™
prescribed. Do not give ORACEA to other people, everl

theém,
This leaflet gives the most 1mportant mformatlon ebou
ORACEA. For more information, talk with your docter
health care provider, You can also ask your doctor or phir.
macist for information that is written for health profession
als. ‘More Information. about ORACEA 'is available by
contacting  CollaGenex Pharmaceuticals Inc. 4
1-888-339-5678 :
What are the ingredients in ORACEA?
Active ingredient: doxycyclme
Inactive ingredients: hypromellose, iron oxide red, irg
oxide yellow methacrylic acid copolymer, polyethylen
glyeol, Polysorbate. 80, sugar spheres, tale, tilani
dioxide, and trlethyl c1trate o '
ORACEA ‘is.. a regwtered trademark of CollaGene
Pha.rmaceutrcals Inc., .
Newtown, PA. 18940.
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