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) 0.1% more often than your doctor has told you. Too

) 0.1% away from

P

in gel, USP (mi;

Wash your skin with mild, non-medicated soap and dry your skin gently. Apply tretinoin gel,

USP (microsphere) 0.1% once a day in the evening, or as directed by your doctor.

in gel, USP (mi

tinoin gel, USP (r
much tretinoin gel, USP (microsphere) 0.1% may iritate or increase the Irritation of your skin,

and will not give faster or better results.

ng

they are recommended by your doctor. Other acne medicines used with tretinoin gel, USP
(microsphere) 0.1 % may make your face more likely to be dry and red and cause It to peel.

* you are taking medicines for other health conditions. Some medicines may make your skin
more sensitive to sunlight. Tell your doctor about all medicines that you are taking. (See “Who

should not use tretinoin gel, USP (microsphere) 0.1%7?" and “What should | avoid while
using tretinoin gel, USP (microsphere) 0.1%7?")

through your milk to the baby.
How should | use treti

* you are breast feeding. We do not know if tretinoin gel, USP (microsphere) 0.1% can pass
* you are using any other medicines to treat your acne. Do not use other medicines unless

apea) on your fingertip. Dab fretinoin gel, USP (microsphere) 0.1% on your forehead, chin,

and both cheeks. Spread tretinoin gel, USP (microsphere)
Do not use more tretinoin gel, USP (microsphere) 0.1% than your doctor has prescribed. Do

You can use a faclal cream or lotion each morning after washing your face. It should contain a
sun protection factor (SPF) of 15 or higher. Follow your doctor's advice because you need to
use acream or lotion that will not make your acne worse. You may use cosmetics with tretinoin

gel, USP (microsphere) 0.1%. However, clean your face before using cosmetics and remove
cosmetics from your skin before using tretinoin gel, USP (microsphere) 0.1%. Talk to your

Tube: Squeeze a small amount of tretinoin gel, USP (microsphere) 0.1% (about the size of
doctor about recommended cosmetics.

Tell your doctor before using tretinoin gel, USP (microsphere) 0.1% if:
* you are pregnant, planning to become pregnant, or may be pregnant.
0.1% evenly over the entire surface of your face by gently

smoothing it into your skin.
these areas when putting tretinoin gel, USP (microsphere)

mouth, eyes, or open sores, or on the corners of your nose.
0.1% on your skin.

Spread tretil

Pump: Fully depress the pump twice to dispense a small
amount of tretinoin gel, USP (microsphere) 0.1% (about
Do not put tretinoin gel, USP (microsphere) 0.1% near your

the size of a pea) onto your fingertip. Dab tretinoin gel,

USP (microsphere) 0.1% on your forehead, chin and both
evenly over the entire surface of your face by gently smooth-

ing ft into your skin.

cheeks. Spread tretinoin gel, USP (microsphere) 0.1%

not use
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This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

For Topical Use Only

Read this information carefully before you start to use your medicine and each time you get
0.1% may make your skin very dry, red, swollen or blistered.
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Contact your doctor if these side effects bother you.

Ccro.

cause severe Iiritation if used on eczema.
* you are allergic to any of the ingredients In tretinoin gel, USP (microsphere) 0.1%.

The active ingredient is tretinoin. See the list of other ingredients at the end of this leaflet.

fully recovered.
* you have eczema or other skin conditions. tretinoin gel, USP (microsphere) 0.1% can

more medicine. There may be new Information about this medicine when you get your pre-

scription renewed. This leaflet provides a summary of the information about tretinoin gel, USP
feeding. If you become pregnant while using tretinoin gel, USP (microsphere) 0.1%, contact

your doctor right away.
Use other acne medicines with tretinoin gel, USP (microsphere) 0.1% only on your doctor's

advice and follow your doctor's instructions carefully. The medicines you have used in the past

might cause too much redness or peeling.
doctor can help you find out if you are taking medicines that may make you more sensitive to

sunlight. (See “Who should not use tretinoin gel, USP (microsphere) 0.1%7?" and “What
should | avoid while using tretinoin gel, USP (microsphere) 0.1%?")

What is tretinoin gel, USP (microsphere) 0.1%?
Tretinoin gel, USP (microsphere) 0.1% Is a prescription medicine that you put on your skin to

treat acne. Acne s a condition in which the skin has blackheads, whiteheads, and other pimples.

Who should not use tretinoin gel, USP (microsphere) 0.1 %?

Do not use tretinoin gel, USP (microsphere) 0.1% if:
* you are sunbumed. Do not use tretinoin gel, USP (microsphere) 0.1% until your skin has

What is the most important information | should know about tretinoin gel, USP
Tell your doctor if you are pregnant, think you are pregnant, trying to get pregnant, or are breast
Avold sunlight or sunlamps and medicines that may make you more sensitive to sunlight. Your

Iinformation does not take the place of talking with your doctor; so, If you have any questions or
(microsphere) 0.1%?

(microsphere) 0.1%. It does not include everything there Is to know about your medicine. This
are not sure about something, ask your doctor or pharmacist.
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gredients of trfi

ask you to stop using tretinoin gel, USP (microsphere) 0.1% for a while, change the amount of
tretinoin gel, USP {microsphere) 0.1% you are using, or change the times that you use tretinoin

gel, USP (microsphere) 0.1%.
These are not all the side effects possible with tretinoin gel, USP (microsphere) 0.1%. For more

Iinformation, ask your doctor or phammacist.
This medcine s for your use only. Do not allow anyone else to use this medcine. Medicines are

sometimes prescribed for conditions not mentioned in patient information leaflets. Do not use
The active ingredient ks tretinoin. The inactive ingredients are purified water, carbomer 974F, glyc-

erin, disodium EDTA, propylene glycal, sorbic acid, PPG-20 methyl glucose ether dstearate, cy-
clomethicone and dimethicone copolyal, benzyl alcohol, trolamine, and butylated hydroxytoluene.

How do | store tretinoin gel, USP (microsphere) 0.1%?
You can ask your doctor or pharmacist for the information about tretinoin gel, USP (micro-

sphere) 0.1% that Is written for health professionals.
CALL YOUR DOCTOR FOR MEDICAL ADVICE ABOUT SIDE EFFECTS. YOU MAY RE-

PORT SIDE EFFECTS TO FDA AT 1-800-FDA-1088.

SPEAR

Tretinoin gel, USP (microsphere) 0.1% should be stored at 20°-25°C (68°-77°F) [See USP Con-
DERMATOLOGY PRODUCTS

trolled Room Temperature).

Tretinoin gel, USP (microsphere) 0.1% for a condition for which it was not prescribed by your

Cal your doctor right away if your face becomes very dry, red, swolen, or blistered. Your doctor may
doctor.

General Information about tretinoin gel, USP (microsphere) 0.1%.
Where can | get more information about tretinoin gel, USP (microsphere) 0.1%?

Distributed by Spear Dermatology Products, Randalph, NJ 07869

Manufactured by DPT Laboratories, San Antonio, TX 78215
Made in the USA

What are the i

)

Confidential
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gel, USP (r

This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

ANDA 202026, Section 1 14 1 3 Package Insert (content of labeling)

You may not see improvement right away. tretinoin gel, USP (microsphere) 0.1% may work
better for some patients than for others. Keep using tretinoin gel, USP (microsphere) 0.1% even

Spear Pharmaceuticals, Inc

Once your acne s under control you should continue regular application of tretinoin gel, USP

(microsphere) 0.1 % until your doctor instructs otherwise.

Spend as little time as possible In the sun. Use a dally sunscreen with a SPF 15 rating or higher,
sun protective clothing, and a wide brimmed hat to protect you from sunlight. When outside, even
on hazy days, areas treated with tretinoin gel, USP (microsphere) 0.1% should be protected.
Do not use sunlamps. tretinoin gel, USP (microsphere) 0.1% may make you get sunburned
more easlly. If you do get sunburned, stop using tretinoin gel, USP (microsphere) 0.1% until

your skin ks completely back to nomal. Talk to your doctor about how to protect your skin if you

must be In sunlight a lot.

er. Skin treated with tretinoin gel, USP (microsphere) 0.1% may dry out or get windburned
more easily.

Avold skin products that may dry or Iritate your skin. Such products are those that contain
astringents, alcohol, or splces and include certain medicated sogps, shampoos and hair
permanent solutions. Avold contact with the peel of limes. Your skin may become very dry, red,
Avold washing your face too often and do not scrub your face hard when washing it. Use a mild,

non-medicated soap and wash gently and pat dry.
A brief feeling of warmth or stinging may be normal when you apply tretinoin gel, USP

(microsphere) 0.1 %.
can Include skin redness, burning, stinging, ftching, dryness, and peeling. Some of these side ef-

fects may go away or bother you less after you have used tretinoin gel, USP (microsphere) 0.1%
for a few weeks. Tell your doctor if these side effects become a problem. Your doctor may change
your dose of tretinoin gel, USP (microsphere) 0.1%. However, the effectiveness of tretinoin gel,

USP (microsphere) 0.1% when used less than once a day has not been proven.
There may be some mild discomfort or peeling during the early weeks of treatment. Some patients

also notice that thelr skin begins to take on a blush. These reactions happen to about half of the

people using tretinoin gel, USP (microsphere) 0.1%. If this happens to you, It ks just your skin
starting treatment. These reactions can usually be lessened by following instructions carefully. If the

getting used to tretinoin gel, USP (microsphere) 0.1 %. This usually improves by 4 weeks after
discomfort Is a problem, talk to your doctor.

should talk to your doctor about the use of all skin care products while using tretinoin gel, USP
The most common side effect with tretinoin gel, USP (microsphere) 0.1% s skin irritation. This

Avoid cold weather and wind as much as possible and use clothing to protect you from the weath-
swollen, blistered, or crusted with these products. If you get severe skin Inritation or skin Irrtation
that will not go away, stop using tretinoin gel, USP (microsphere) 0.1% and call your doctor. You
(microsphere) 0.1%.

Early in therapy, you may notice new pimples. At this stage, it is important to continue using tretinoin

weeks of using tretinoin gel, USP (microsphere) 0.1% are needed before you see the full benefit.
gel, USP (microsphere) 0.1%.

after your acne improves. You may notice some results after two weeks, but more than seven
What should | avoid while using tretinoin gel, USP (microsphere) 0.1%?

Talk to your doctor about using other acne medicines while using tretinoi

What are the possible side effects of tretinoin gel, USP (microsphere) 0.1%7?

0.1% as they could cause redness or pesling.

Demal fertiity end perinatal development studies with tretincin gel,
USP (microsphere) 0.1% have not been performed in any species.

Pregi y: ic Effects: P y Categary C.

In astudy of pregnant rats treated with topical application of tretinoin gel,
USP (microsphere) 0.1% at dosss of 0.5 to 1 mg/kg/day on gestation
days 6-15 (4 to 8 tmes the maximum human systemic dose of treti-
noin nomalzed for total body surface area after topical administration
of tretincin gal, USP (microsphere) 0.1%) some dterations were seen in
vertebrae and rbs of offspring. In another study, pregnant New Zealand
white rabbits were treated with tretinoin gel, USP (microsphere) 0.1%
at doses 0f0.2, 0.5, and 1.0 mg/kg/day, administered topically for 24
hours a day while wearing Bizabethan callers to prevent ingestion of the
drug. There appeared to be increased incidences of certan alterations,
includng domed head and hydrocephaly, typical of retinoid-induced
fetal maformations In this species, at 0.5 and 1.0 mg/kg/day. Similar
malformations were not cbserved at 0.2 mg/kg/day, 3 times the maxi-
mum human systemic dose of trethoin after topical administration of
fretinoin gel, USP (microsphere) 0.1% nomalized for total body surface
area. In a repeat study of the highest topica dose (1.0 mg/kg/day) in
pregnant rebbits, these effects werenot seen, but a few alterations that
may be associated with tretinoin exposure were seen. Other pregnant
rabhits exposed topically for six hours to 0.5 or 0.1 mg/kg/day tretinoin
whie restrained in stocks to prevent ingestion, dd not show any tera-
togenic effects at doses up to 17 times (1.0 mg/kg/day) the maximum
human systermic dose after topical administration of tretindin gel, USP

(microsphere) 0.1% adusted for total body suface area, but fetal re-
somptions were increased at 0.5 mg/kg. In addition, topical tretinon n
non tretinain gel, USP (microsphere) formuations was not teratogenic in
rats and rabbts when given in doses of 42 and 27 times the maximum
human systermic dose after topical administration of tretincin gel, USP
(mricrosphere) 0.1% normalized for total body surface area, respectively,
(assuming a 50 kg adult applied a dally dose of 1.0 g of 0.1% gel topl-
cally). At these topical doses, however, delayed ossffication of several
bones occurred In rabbits. I rats, a dose-dependent increase of super-
numerary ribs was cbserved.

Oral tretincin has been shown to be teratogenic in rats, mice, rabkhits,
hamsters, and subhuman primates. Tretincinwas teratogenic in Wistar
rats when given oraly or topically In doses greater than 1 mg/kg/day 8
times the maximum human systermic dose nomalized for total body
surface area). However, variations in teratogenic doses among various
strains of rats have been reported. h the cynomaigus monkey, which
metabalicallyis more similar to humens then other species n its handing
of tretihain, fetal malformations were reported for doses of 10 mg/kg/
day or greater, but none were observed at 5 mg/kg/day B3 times the
maximum human systermic dose normalized for total body surface area),
althoughincreased skdetal variations were observed at all doses. Dose-
related increases h embrydlethality and abortion also were reported.
Similar resuits have also been reported in pigtall macaques.

Topled tretincin in anima teratogenicity tests has generated equivocal
results. There ks evidence for teratogenicity (shortened or kinked tal) of
topical fretinoin in Wister rats at doses greater than 1 mg/ka/day(8 times
the maximum human systemic dose norma ized for total body surface
area). Anomdlies (humerus: short 13%, bent 6%, os parietal incom-
pletely ossified 14%) have also been reported when 10 mg/kg/daywas
topicaly applied. Supernumerary rbs have been a consistent finding in
rats when dams were treated topicaly or orallywith retihalds.

Thereare no adequate and well- contralled studies Inpregnant women.
tretincin gel, USP (microsphers) 0.1% shoud be used during preg-
nancy only if the potential benefit justifies the potential risk to the fetus.

With widespread use of any drug, a small number of birth defect re-
ports associated termporaly with the administration of the drug would
be expected by chance alone. Thirty human cases of temporally as-
soclated congenitd malformations have been reported during two
decades of cinical use of tretinoin. Although no definite pattern of
teratogenidty and no causd association has been established from
these cases, five of the reports describe the rare birth defect category
holoprosencephaly (defects assoclated with incomplete midine devel
opment of the forebrain). The significance of these spontaneous reports
in terms of risk to the fetus is not known.

Non-Teratogenic Effects

Toplcal tretincin has been shown to be fetotoxic in rabbits whenadmin-
Istered 0.5 mg/kg/day B times the maximum humen systemic dose
applied topically and normalized for total body surface area), resuting
In fetal resorptions and variations in ossification. Oral tretincin has been
shown to be fetotoxic, resuting in skeletal variations and increased in-
trauterine death inrats when administered 2.5 mg/kg/day (21 times the
maximum human systemic dose applied topically and normalized for
total body surface area).

There are, however no adequate and well-controlled studies in preg-
nant women.

Animal Texicity Studies h male mice treated topically with tretinoin
gel, USP (microsphere) 0.1% at 0.5, 2.0, or 5.0 mg/kg/day tretinoin
(2, 8, or 21 times the maximum human systemic dose after topical
administration of tretinoh gel, USP (microsphere) 0.19% nomalized for
total body surface area) for 90 days, a reduction in testicuar weight,
but with no pathdogcal changes were observed at the two high-
est doses. Simlarly, In female mice there was a reduction in ovarian
welghts, but without any underlying pathological changes, at 5.0 mg/
kg/day 21 times the maximum human dose). In this study therewas a
dose-related increase In the plasma concentration of tretinain 4 hours
after thefirst dose. A separate toxicokinetic study in mice indicates that
systemic exposure Is greater after topical application to urrestrained
animals then to restrained animals, suggesting that the systemic toxic-
Ity obsenved s probably related to ingestion. Male and female dogs
treated with tretinoin gel, USP (microsphere) 0.1% at 0.2, 0.5, or 1.0
mg/kg/day tretinoin (5, 12, or 25 times the maximum human systemic
dose after topical administration of tretindin gel, USP (microsphere)
0.1% normalized for total body surface area, respectively) for S0 days
showed no evidence of reduced testicular or ovarian weghts or patho-
logical changes.

Nursing Mothers: It is not knownwhether this drug Is excreted inhu-
man milk. Because many drugs are excreted in human milk, caution
should be exercised when tretinain gel, USP (microsphere) 0.1% Is
administered to a nursihg woman.

Pediatric Use: Safety and effectiveness in childrenbelow theage of 12
have not been established.

Geriatric Use: Safety and effectiveness in a geriatric population have not
been established. Cirica studies of trethon gel, USP (microsphere) dd
not indude sufficient numbers of subjects aged 65 and over to determine
whether they respond dfferently fom younger subjects.

ADVERSE REACTIONS
Irritation Potential

Acne clinicd trid results: In a clinical trial for acne patients treated with
tretincin gel, USP (microsphere) 0.1%, analysis over the twelve week
period showed that cutanecus Irrtation scores for erythema, peeling,
dryness, buming/stinging, or itching peaked during the initial two weeks
of therapy, decreasing thereafter.

In studies on tretinoin gel, USP (microspherg) 0.1%, no more than 3%
of patients had cutanecusirritation scores ndcative of a severe iritation
rating; although, 6% (14/224) of patients treated with tretincin gel, USP
(microsphere) 0.1% discontinued treatment due to Iritation. Of these
14 patients, four had severe iritation after 3 to 5 days of treatment, with
blterng in one patient.

Resuits h studies of subjects wkhout acne: In a half-face comparison trial
condudted for up to 14 days h women with senstive skin, but without
acne, tretinoh gd, USP (microsphere) 0.1% was statistically less imitat-
Ing than tretincin cream, 0.1%. h addtion, a cumuative 21 day imitation
evaluatbn in subjects wih nomal skin showed that tretinoin gdl, USP
{microsphere) 0.1% had a lower irkation profie than trethon cream,
0.1%. The dinicd significance of these iitation studes for patients wkh
acne Is not established. Comparable effectiveness of tretinoin gel, USP
{microsphere) 0.1% and tretincin aream, 0.1 %, has notbeen established.
The lower Fritancy of tretinoin gel, USP (microsphere) 0.1% in subjcts
without acne may be attributable to the properties of its vehicle. The con-
tribution to decreased rritancy by the methyl methacrylate/glycal dmeth-
acrylate crosspolymer porous microspheres has not been establshed.

The skin of certan sensitive individuals may become excessively red,
edematous, blistered, or crusted. If these effects occur, the medcation
shoud elther be discontinued until the integrity of the skinis restored,
or the medication should be adjusted to a level the patient can tolerate.
However, efficacy has not been established for lower dosing frequen-
cles (see DOSAGE AND ADMINISTRATION Section).

True contact allergyto topical tretinoin s rarely encountered. Temporary
hyper- or hypopigmentation has been reported with repeated applica-
tion of tretinoin. Some indviduals have been reported to have height-
ened susceptibllity to sunlight while under treatment with tretinain.

OVERDOSAGE

Tretincin gel, USP (microsphere) 0.1% Is intended for topical use only.
If medication Is applied excessively, no more rapid or better resuits will
be obtained and marked redness, pesling, or dscomfort may occur.
Oral Ingestion of large amounts of the drug maylead to the same side
effects as those assoclated with excessive ord intake of Vitarmin A.

DOSAGE AND ADMINISTRATION

Tretincin gd, USP (microsphere) 0.1% should be appled once a day,
In the evening, to the skin where acne lesions appear, using encugh to
cover the entire affected area lightly. Application of excessive amounts
of gel may resuit in *caking” of the gel, andwill not provide incremental
efficacy.

A transitory feeling of warmth or sight stingng may be noted on ap-
plication. In cases where It has been necessary to temporarily discon-
tirwe therapy or to reduce the frequency of application, therapy may be
resumed or the frequency of gpplication increased as the patient be-
comes able to tolerate the treatment. Frequency of application shoud
be closely monitored by careful observation of the cinical therapeutic
response and skin tolerance. Efficacy has not been established for less
than once daly dosing frequencies.

During the earlyweeks of therapy, an gpparent exacerbation of inflam-
matory lesions may occur. If tolerated, this should not be considered a
reason to dscontinue therapy.

Therapeutic resuts may be noticed after two weeks, but more than
seven weeks of therapy are required before consistent beneficial ef-
fects are cbserved.

Patients treated with tretinoin gel, USP (microsphere) 0.1% may use
cosmetics, but the areas to be treated should be cleansed thoroughly
before the medcation Is appled.

HOW SUPPLIED

Tretinoin Gel, USP (Microsphere) 0.1% tube:
20g (NDC 66530-250-20) and 459 (NDC 66530-250-45).

Tretinoin Gel, USP (Microsphere) 0.1% pump:
50g (NDC 66530-250-50).

Storage Condifions: Store at 20°-25°C 68°-77 °F) [See USP Controlled
Room Temperature).

Rx only.
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