The Obagi Nu-Derm® System is proven to be... The Obagi Nu-Derm® System controlled clinical study results For more information call 1.800.636.79546

+2x more effective

+3x more effective

+6x more effective

than the most commonly
recommended skin care
products at reducing

fine wrinkles—perioral,

periocular and facial™"

Mean change from baseline analysis at 12 weeks*

Measured improvement from baseline

Study Design
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301 patients
1.25
Blinded/randomized
1.00
Multicenter
0.75
Independent investigators
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Evaluation taken at weeks
0,1, 6,12, 18, 24 0.25
Silicone replicas ! ‘ l_
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Perioral wrinkles
P=10.0001
*Clinical grading was performed on mild to moderate
photodamaged skin using a 10 cm scale.
3.00
Results were determined based on clinical grading,
digital photography, ultrasound measurements and
silicone replicas. Silicone replicas were taken on 2.50
one crow’s foot area and on one side of the upper
lip. Patients returned to the office for examination
at 6 week intervals. 200
Treatment Group randomization was balanced by 1.50
the following parameters:
w Age categories (3): 40-48, 49-56, 57-65
w Fitzpatrick categories (3): I, Il + IlI, IV 1.00
w Skin type categories (5): normal, normal
to dry, normal to oily, dry, oily
0.50
The most common adverse events occur locally and
subside with continued treatment. These may include 0 .
erythema, scaling, burning and stinging. T B c D
AU

Study conducted by Thomas J. Stephens &
Associates, Inc. Carrollton, TX.

Mottled hyperpigmentation
P=10.0001
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Obagi Nu-Derm® System (n = 71)
2.50 Foaming Gel, Toner, Clear 4% hydroquinone,
Exfoderm Forte, Blender 4% hydroquinone, tretinoin
200 0.1% cream, Sunfader SPF 15 4% hydroquinone
Group B. Tretinoin Group (n = 79)
0.1% tretinoin + Cetaphil® Daily Facial Cleanser
1.50 + Neutrogena® Healthy Defense™ Daily Moisturizer
SPF 30
1.00 ; _
Group C. Hydroquinone Group (n = 74)
4% hydroquinone + Cetaphil® Daily Facial Cleanser
050 + Neutrogena® Healthy Defense™ Daily Moisturizer
SPF 30
0 ._ Group D. Control Group (n = 76)
B C D

(BAGI Cetaphil® Daily Facial Cleanser + Neutrogena®
Healthy Defense™ Daily Moisturizer SPF 30

Sallowness Cetaphil is a registered trademark of Galderma
P=10.0001 Laboratories, LP.

Neutrogena is a registered trademark and Healthy
Defense is a trademark of Neutrogena Corp.
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Obagi Nu-Derm Clear™
(Hydroquinone USP, 4%) Skin Bleaching Cream

Obagi Nu-Derm Blender™
(Hydroquinone USP, 4%) Skin Bleaching Cream

Obagi Nu-Derm Sunfader™
(Hydroquinone USP, 4%; Octinoxate USP, 7.5%; Oxybenzone USP, 5.5%)
Skin Bleaching Cream with Sunscreens

Rx Only
FOR EXTERNAL USE ONLY OH

DESCRIPTION. Hydroquinone is 1,4-benzenediol.

Hydroguinone occurs as fine, white needles. The drug

is freely soluble in water and in alcohol. Chemically,

hydroquinone is designated as p-dihydroxybenzene;

the empirical formula is CgHgOo; molecular weight OH
is 110.0. CeHpO2

Each gram of Obagi Nu-Derm Blender contains Hydroquinone USP
40 mg/gm in a base of purified water, glycerin, cetyl alcohol, PPG-2
myristyl ether propionate, sodium lauryl sulfate, TEA-salicylate, lactic
acid, phenyl trimethicone, tocopheryl acetate, sodium metabisulfite,
ascorbic acid, methylparaben, saponins, disodium EDTA, BHT, and
propylparaben.

Each gram of Obagi Nu-Derm Clear contains Hydroquinone USP 40
mg/gm in a base of purified water, cetyl alcohol, glycerin, sodium lauryl
sulfate, stearyl alcohol, tocopheryl acetate, ascorbic acid, sodium
metabisulfite, lactic acid, saponins, disodium EDTA, methylparaben,
BHT, propylparaben, and butylparaben.

Each gram of Obagi Nu-Derm Sunfader contains Hydroquinone USP 40
mg/gm, Octinoxate USP, 7.5% and Oxybenzone USP, 5.5% in a base of
purified water, cetyl alcohol, glycerin, sodium lauryl sulfate, stearyl
alcohol, tocopheryl acetate, ascorbic acid, sodium metabisulfite,
disodium EDTA, methylparaben, saponins, propylparaben, BHT, and
butylparaben.

CLINICAL PHARMACOLOGY. Topical application of hydroguinone
produces a reversible depigmentation of the skin by inhibition of the
enzymatic oxidation of tyrosine to 3, 4-dihydroxyphenylalanine (dopa)
and suppression of other melanocyte metabolic processes.

Exposure to sunlight or ultraviolet light will cause repigmentation of the
bleached areas, which may be prevented by the use of sunblocking
agents or sunscreen agents contained in Obagi Nu-Derm Sunfader.

INDICATIONS AND USAGE. The gradual bleaching of hyperpigmented skin
conditions such as chloasma, melasma, freckles, senile lentigines, and
other unwanted areas of melanin hyperpigmentation. Obagi Nu-Derm
Sunfader is intended for daytime use as it contains sunscreen agents.

CONTRAINDICATIONS. Prior history of sensitivity or allergic reaction to
this product or any of its ingredients. The safety of topical hydroquinone
use during pregnancy or in children (12 years and under) has not been
established.

WARNINGS.

Caution: Hydroguinone is a skin bleaching agent that may produce
unwanted cosmetic effects if not used as directed. The physician
should be familiar with the contents of this insert before prescribing or
dispensing this medication.

Test for skin sensitivity before using by applying a small amount to an
unbroken patch of skin and check in 24 hours. Minor redness is not a
contraindication, but where there is itching or vesicle formation or
excessive inflammatory response, further treatment is not advised.
Close patient supervision is recommended.

Avoid contact with eyes. In case of accidental contact, patient should
rinse eyes thoroughly with water and contact physician. A bitter taste
and anesthetic effect may occur if applied to lips.

Sunscreen use is an essential aspect of hydroquinone therapy because
even minimal sunlight exposure sustains melanocytic activity. Obagi
Sunfader is formulated for use as a skin bleaching agent and should
not be used for the prevention of sunburn.

Warning: Contains sodium metabisulfite, a sulfite that may cause
serious allergic type reactions (e.g., hives, itching, wheezing,
anaphylaxis, severe asthma attacks) in certain susceptible persons.

PRECAUTIONS (SEE WARNINGS).

General. Treatment should be limited to relatively small areas of the
body at one time since some patients experience a transient skin
reddening and a mild burning sensation that does not preclude
treatment.

Pregnancy Category C. Animal reproduction studies have not been
conducted with topical hydroquinone. It is also not known whether
hydroquinone can cause fetal harm when used topically on a pregnant
woman or affect reproductive capacity. It is not known to what degree,
if any, topical hydroguinone is absorbed systemically. Topical
hydroquinone should be used on pregnant women only when clearly
indicated.

Nursing Mothers. It is not known whether topical hydroquinone is
absorbed or excreted in human milk. Caution is advised when topical
hydroquinone is used by a nursing mother.

Pediatric Usage. Safety and effectiveness in children below the age of
12 years have not been established.

ADVERSE REACTIONS. No systemic adverse reactions have been
reported. Occasional hypersensitivity (localized contact dermatitis) may
occur, in which case the medication should be discontinued and the
physician notified immediately.

DOSAGE AND ADMINISTRATION. A thin application should be applied to
the affected area twice daily or as directed by a physician. If no
improvement is seen after three (3) months of treatment, use of this
product should be discontinued. Sun exposure should be limited by
using a sunscreen agent, a sun blocking agent, or protective clothing to
cover bleached skin when using and after using this product in order to
prevent repigmentation.

HOW SUPPLIED

Obagi Nu-Derm Blender is available as follows:

2 0z. (57 gm) bottle NDC 62032-100-36
1 0z. (28.5 gm) bottle NDC 62032-100-10

Obagi Nu-Derm Clear is available as follows:
2 0z. (57 gm) hottle NDC 62032-101-36
1 0z. (28.5 gm) bottle NDC 62032-101-10

Obagi Nu-Derm Sunfader is available as follows:

2 0z. (57 gm) bottle NDC 62032-116-36

Store at 25°C (77°F); excursion permitted to 15°C-30°C (59°F—86°F).
Rev. 8/03

Obagi Medical Products, Inc.

Long Beach, CA. 90802

USA
1-800-636-7546

Tretinoin Cream, USP
For External Use Only. Not for Ophthalmic Use.

DESCRIPTION. Tretinoin Cream, USP is used for the topical treatment of
acne vulgaris. Each gram of tretinoin cream contains tretinoin in either
of three strengths, 0.1% (1 mg), 0.05% (0.5 mg), or 0.025% (0.25 mg)
in a hydrophilic cream vehicle which includes the following inactive
ingredients: stearic acid, isopropyl myristate, polyoxyl 40 stearate,
stearyl alcohol, xanthan gum, sorbic acid, butylated hydroxytoluene, and
purified water. Chemically, tretinoin is all-trans-retinoic acid. It has a
molecular weight of 300.44 and has the following structural formula:

HaC CHg CH3 CH3

X X X X CooH

CH3 C20H2802

CLINICAL PHARMACOLOGY. Although the exact mode of action of
tretinoin is unknown, current evidence suggests that topical tretinoin
decreases cohesiveness of follicular epithelial cells with decreased
microcomedo formation. Additionally, tretinoin stimulates mitotic
activity and increased turnover of follicular epithelial cells causing
extrusion of the comedones.

INDICATIONS AND USAGE. Tretinoin cream is indicated for topical
application in the treatment of acne vulgaris. The safety and efficacy of
the long-term use of this product in the treatment of other disorders
have not been established.

CONTRAINDICATIONS. Use of the product should be discontinued if
hypersensitivity to any of the ingredients is noted.

PRECAUTIONS. General. If a reaction suggesting sensitivity or chemical
irritation occurs, use of the medication should be discontinued. Exposure
to sunlight, including sunlamps, should be minimized during the use of
tretinoin, and patients with sunburn should be advised not to use the
product until fully recovered because of heightened susceptibility to
sunlight as a result of the use of tretinoin. Patients who may be required
to have considerable sun exposure due to occupation and those with
inherent sensitivity to the sun should exercise particular caution. Use
of sunscreen products and protective clothing over treated areas is
recommended when exposure cannot be avoided. Weather extremes,
such as wind or cold, also may be irritating to patients under treatment
with tretinoin.

Tretinoin preparations for acne treatment should be kept away from the
eyes, the mouth, angles of the nose, and mucous membranes. Topical
use may induce severe local erythema and peeling at the site of
application. If the degree of local irritation warrants, patients should
be directed to use the medication less frequently, discontinue use
temporarily, or discontinue use altogether. Tretinoin has been reported
to cause severe irritation on eczematous skin and should be used with
utmost caution in patients with this condition.

Drug Interactions. Concomitant topical medication, medicated or
abrasive soaps and cleansers, soaps and cosmetics that have a strong
drying effect, and products with high concentrations of alcohol,
astringents, spices or lime should be used with caution because of
possible interaction with tretinoin. Particular caution should be exercised

in using preparations containing sulfur, resorcinol, or salicylic acid with
tretinoin. It also is advisable to “rest" a patient’s skin until the effects
of such preparations subside before use of tretinoin is begun.

Carcinogenesis. Long-term animal studies to determine the
carcinogenic potential of tretinoin have not been performed. Studies

in hairless albino mice suggest that tretinoin may accelerate the
tumorigenic potential of weakly carcinogenic light from a solar simulator.
In other studies, when lightly pigmented hairless mice treated with
tretinoin were exposed to carcinogenic doses of UVB light, the incidence
and rate of development of skin tumors was reduced. Due to significantly
different experimental conditions, no strict comparison of these
disparate data is possible. Although the significance of these studies to
man is not clear, patients should avoid or minimize exposure to sun.

Pregnancy. Teratogenic effects. Pregnancy Category C. Oral tretinoin
has been shown to be teratogenic in rats when given in doses 1000
times the topical human dose. Oral tretinoin has been shown to be
fetotoxic in rats when given in doses 500 times the topical human dose.
Topical tretinoin has not been shown to be teratogenic in rats and
rabbits when given in doses of 100 and 320 times the topical human
dose, respectively (assuming a 50 kg adult applies 250 mg of 0.1%
cream topically). However, at these topical doses, delayed ossification
of a number of bones occurred in both species. These changes may be
considered variants of normal development and are usually corrected
after weaning. There are no adequate and well-controlled studies in
pregnant women. Tretinoin should be used during pregnancy only if the
potential benefit justifies the potential risks to the fetus.

Nursing Mothers. It is not known whether this drug is excreted in
human milk. Because many drugs are excreted in human milk, caution
should be exercised when tretinoin is used by a nursing woman.

ADVERSE REACTIONS. The skin of certain sensitive individuals may
become excessively red, edematous, blistered, or crusted. If these
effects occur, the medication should either be discontinued until the
integrity of the skin is restored, or the medication should be adjusted to
a level the patient can tolerate. True contact allergy to topical tretinoin
is rarely encountered. Temporary hyper- or hypopigmentation has been
reported with repeated application of a tretinoin preparation. Some
individuals have been reported to have heightened susceptibility to
sunlight while under treatment with tretinoin. To date, all adverse
effects of tretinoin have been reversible upon discontinuance of therapy
(see Dosage and Administration Section).

OVERDOSAGE. If medication is applied excessively, no more rapid

or better results will be obtained and marked redness, peeling, or
discomfort may occur. Oral ingestion of the drug may lead to the same
side effects as those associated with excessive oral intake of Vitamin A.

DOSAGE AND ADMINISTRATION. Tretinoin cream should be applied once
a day, before retiring, to the skin where acne lesions appear, using
enough to cover the entire affected area lightly.

Application may cause a transitory feeling of warmth or slight stinging.
In cases where it has been necessary to temporarily discontinue therapy
or to reduce the frequency of application, therapy may be resumed or
frequency of application increased when the patients become able to
tolerate the treatment.

Alterations of vehicle, drug concentration, or dose frequency should be
closely monitored by careful observation of the clinical therapeutic
response and skin tolerance.

During the early weeks of therapy, an apparent exacerbation of
inflammatory lesions may occur. This is due to the action of the
medication on deep, previously unseen lesions and should not be
considered a reason to discontinue therapy.

Therapeutic results should be required before definite beneficial effects
are seen.

Once the acne lesions have responded satisfactorily, it may be possible
to maintain the improvement with less frequent applications, or other
dosage forms.

Patients treated with tretinoin preparations may use cosmetics, but the
areas to be treated should be cleansed thoroughly before the medication
is applied (see Precautions).

HOW SUPPLIED
Tretinoin Cream, USP is manufactured and distributed by several
companies, any can be appropriately prescribed.

Obagi Medical Products, Inc.
Long Beach, CA. 90802

USA

1-800-636-7546
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