isotretinoin capsules



ACCUTANE

Isotretinoin is marketed as Absorica, Absorica LD, Claravis, Amnesteem, Myorisan,
and Zenatane, and 1s sometimes referred to by its former brand name, Accutane.
Isotretinoin is a prescription medication used to treat severe recalcitrant nodular acne.

HTTPS://WWW.FDA.GOV/DRUGS/POSTMARKET-DRUG-SAFETY-INFORMATION-PATIENTS-AND-PROVIDERS/ISOTRETINOIN-CAPSULE-INFORMATION

severe Recalcitrant Nodular Acnhe

Accutane 15 indicated for the treatment of severe recalcitrant nodular acne.

Nodules are intflammatory lesions with a diameter of 5 mm or greater. The
nodules may become suppurative or hemorrhagic. “Severe,” by definition,” means

“many as opposed to “few or several” nodules. Because of significant adverse

gffects associated with 1ts use, Accutane should be reserved for patients with
severeg nodular acne who are unresponsive to conventional therapy, including

systemic antibiotics. In addition, Accutane i1s indicated only for those female

patients who are not pregnant, because Accutane can cause severe birth defects
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ACCUTANE

Accutane can cause:

+ Allergic reactions including
vasculitis, systemic hypersensitivity,
edema, fatigue, lymphadenopathy,
and weight loss

+ Palpitation

+ Tachycardio

+ Vascular thrombotic disease

+ Stroke

+ Hypertriglyceridemia

+ Alterations in blood sugar levels

+ Inflammatory bowel disease

+ Hepatitis

+ Pancreatitis

+ Bleeding and inflammation of the
gums

+ Colitis

+ Esophagitis/esophageal ulceration
+ lleitis

+ Nausea and other nonspecitic

gastrointestinal symptoms

+ Anemia
+ Thrombocytopenio

+ Neutropenia

+ Rare reports ot agranulocytosis
+ Skeletal hyperostosis

+ Calcitication of tendons and
igaments

+ Premature epiphyseal closure

+ Decreases in bone mineral density
+ Musculoskeletal symptoms (sometimes
severe) including back pain, myalgia,
and arthralgia

+ Transient pain in the chest

+ Arthritis

+ Tendonitis

+ Other types of bone abnormalities
+ Elevations ot CPK/rare reports ot
rhabdomyolysis

+ Pseudotumor cerebri

+ Dizziness

+ Drowsiness



ACCUTANE

Accutane continued:
+ Headache

+ lnsomnia

+ Lethargy
+ Malaise

+ Nervousness

+ Paresthesias

+ Seizures

+ Syncope

+ Weakness

+ Suicidal ideation
+ Suicide attempts
+ Suicide

+ Depression

+ Psychosis

+ Aggression

+ Violent behaviors

+ Emotional instability

+ Abnormal menses (period)
+ Voice alteration

+ Visual disturbances

+ Bronchospasms (with or without a history of

asthma)

+ Respiratory intection

+ Acne fulminans

+ Alopecia (which in some cases persists)

+ Bruising
+ Cheilitis (dry lips)
+ Epistaxis

+ Eruptive xanthomas

+ Flushing

+ Fragility of skin

+ Hair abnormalities
+ Hirsutism

+ Tinnitus

+ Keratitis

+ Optic neuritis

+ Corneal opacities

+

+

+

+

Paronychia

Pruritus

Pyogenic granuloma

Rash (including facial

erythema, seborrhea, and

eczema)

+ Sunburn susceptibility

increased

+ Sweating

+ Urticaria

+ Hyperpigmentation /hypopigmentation

+ Entections (including disseminated herpes

simplex)



ACCUTANE

Accutane continued: + Photophobia

+ Photoallergic /photosensitizing + Glomerulonephritis

reactions + Nonspecitic urogenital tfindings

+ Peeling of palms and soles + Elevation of plasma triglycerides

+ Vasculitis (including Wegener's + Decrease in serum high-density
granulomatosis ipoprotein (HDL) levels

+ Abnormal wound healing + Elevations of serum cholesterol during
(delayed healing or exuberant treatment Increased alkaline
granulation tissue with crusting) ohosphatase, SGOT (AST), SGPT (ALT),
+ Hearing impairment GGITP or LDH

+ Decreased night vision which may  + Elevation of fasting blood sugar,
persist elevations of CPK

+ Cataracts + Hyperuricemia

+ Color vision disorder + Dry mouth, nose, skin, and eyes

+ Conjunctivitis + Decreases in red blood cell

+ Eyelid inflammation parameters

+ Thrombocytopenia + Decreases in white blood cell counts
+ White cells in the urine (including severe neutropenia and rare
+ Proteinurio reports of agranulocytosis

+ Microscopic or gross hematuria + Elevated sedimentation rates

+ Nail dystrophy + Elevated platelet counts



PREGNANCY

CONTRAINDICATIONS AND WARNINGS

Accutane must not be used by female patients who are or may become
pregnant. There is an extremely high risk that severe birth defects will result

if pregnancy occurs while taking Accutane in any amount, even for short
periods of time. Potentially any fetus exposed during pregnancy can be

affected. There are no accurate means of determining whether an exposed
fetus has been affected.

Birth defects which have been documented following Accutane exposure
include abnormalities of the face, eves, ears, skull, central nervous system,

cardiovascular system, and thymus and parathyroid glands. Cases of I(Q)

scores less than 85 with or without other abnormalities have been reported.
There is an increased risk of spontaneous abortion, and premature births

have been reported.

Documented external abnormalities include: skull abnormality; ear

abnormalities (including anotia, micropinna, small or absent exiernal
auditory canals); eve abnormalities (including microphthalmia); facial

dysmorphia; cleft palate. Documented internal abnormalities include: CNS

abnormalities (including cerebral abnormalities, cerebellar malformation,
hydrocephalus, microcephaly, cranial nerve deficit); cardiovascular

abnormalities; thymus gland abnormality; parathyroid hormone deficiency.

In some cases death has occurred with certain of the abnormalities
previously noted.

Ry only

CAUSES BIRTH
DEFECTS

DO NOT GET
PREGNANT

If pregnancy does occur during treatment of a female patient who is taking
Accutane, Accutane must be discontinued immediately and she should be

Pe r 1- h e manu 'l:Cl C-l- ure rl p a 1- I e nTS mu S-l- referred to an Obstetrician-Gynecologist experienced in reproductive toxicity

have two forms of contraception prior

for further evaluation and counseling.

Special Prescribing Requirements

-|-O acce p-|-| ng -|-h|S prod UCT. Be sure -|-O Because of Accutane’s teratogenicity and to minimize fetal exposure,
Accutane is approved for marketing only under a special restricted

h _F . _F distribution program approved by the Food and Drug Administration. This

red d 1- e manurta CTU rer Inse rTS or d ny program is called iPLEDGE™, Accutane must only be prescribed by prescribers
who are registered and activated with the i1PLEDGE program. Accutane must

b| r'|'h CO nfro‘ prod UCTS ds We‘ ‘ . only be dispensed by a pharmacy registered and activated with iPLEDGE, and

must only be dispensed to patients who are registered and meet all the
requirements of IPLEDGE (see PRECAUTIONS).




PSYCHIATRIC DISORDERS

Accutane may cause depression, psychosis and, rarely, suicidal ideation,

suicide attempts, suicide, and aggressive and/or violent behaviors. No
mechanism of action has been established for these events (see ADVERSE

REACTIONS: Psychiatric). Prescribers should read the brochure,

Recognizing Psychiatric Disorders in Adolescents and Young Adults: A Guide
for Prescribers of Isotretinoin. Prescribers should be alert to the warning

signs of psvchiatric disorders to guide patients to receive the help thev need.

Therefore, prior to initiation of Accutane therapy., patients and family
members should be asked about any history of psychiatric disorder, and at

each visit during therapy patients should be assessed for symptoms of

depression, mood disturbance, psychosis, or aggression to determine if
further evaluation may be necessary. Signs and symptoms of depression, as

described in the brochure (“Recognizing Psychiatric Disorders in

Adolescents and Young Adults™), include sad mood, hopelessness, feelings of
guilt, worthlessness or helplessness, loss of pleasure or interest in activities,

fatipue, difficulty concentrating, change in sleep pattern, change in weight or

appetite, suicidal thoughts or attempts, restlessness, irritability, acting on
dangerous impulses, and persistent phvsical symptoms unresponsive to

treatment. Patients should stop Accutane and the patient or a family member

should prompitly contact their prescriber if the patient develops depression,
mood disturbance, psychosis, or aggression, without waiting until the next

visit. Discontinuation of Accutane therapy may be insufficient; further

evaluation mayv be necessary. While such monitoring may be helpful, it may
not detect all patients at risk. Patients may report mental health problems or

family history of psychiatric disorders. These reports should be discussed

with the patient and/or the patient’s family. A referral to a mental health
professional may be necessary. The physician should consider whether

Accutane therapy is appropriate in this setting; for some patients the risks
may outweigh the benefits of Accutane therapy.



MANUFACTURER WARNINGS

Hearing Impairment

Impaired hearing has been reported 1n patients taking Accutane; in Some cases,

the hearing impairment has been reported to persist afier therapy has been
discontinued. Mechanism(s) and causality for this event have not been

established. Patients who experience tinnitus or hearing impairment should

discontinue Accutane treatment and be referred for specialized care for further
evaluation (see ADVERSE REACTIONS: Special Senses).

Inflammatory Bowel Disease

Accutane has been associated with inflammatory bowel disease (including
regional ileitis) in patients without a prior history of intestinal disorders. In some

instances, symptoms have been reported to persist after Accutane treatment has
been stopped. Patients experiencing abdominal pain, rectal bleeding or severe

diarrthea should discontinue Accutane immediately (see ADVERSE
REACTIONS: Gastrointestinal).

Decreased Night Vision

Decreased night vision has been reported during Accutane therapy and in some
instances the event has persisted after therapy was discontinued. Because the

onset in some patients was sudden, patients should be advised of this potential

problem and warned to be cautious when driving or operating any vehicle at
night.




MANUFACTURER WARNINGS

Bone Mineral Density

Effects of multiple courses of Accutane on the developing musculoskeletal system
are unknown. There 1s some evidence that long-term, high-dose, or multiple

courses of therapy with 1sotretinoin have more of an efiect than a single course of
therapy on the musculoskeletal system.

spontaneous reports of osteoporosis, osteopenia, bone fractures, and delayed

healing of bone fractures have been seen in the Accutane population. While
causality to Accutane has not been established, an effect cannot be ruled out.

Longer term effects have not been studied. It 1s important that Accutane be given
at the recommended doses for no longer than the recommended duration.

Patients may be at increased risk when participating in sports with repetitive
impact where the risks of spondylolisthesis with and without pars fractures and

hip growth plate mnjuries in early and late adolescence are known. There are
spontaneous reports of fractures and/or delayed healing in patients while on

therapy with Accutane or following cessation of therapy with Accutane while

involved in these activities. While causality to Accutane has not been established,
an effect must not be ruled out.

Per the manutacturer, communicate to your provider it the patient participates

in sports with risk of repetitive impact such as throwing events, wrestling,
weight litting, gymnastics, basketball, tootball, hockey, and soccer.



ADDITIONAL INFO

Active Ingredient: Isotretinoin

Inactive Ingredients: beeswax, butylated hydroxvanisole, edetate disodium,
hydrogenated sovbean o1l flakes, hydrogenated vegetable oil, and sovbean o1l
(elatin capsules contain glycerin and parabens (methyl and propyl), with the
following dye systems: 10 mg — 1ron oxide (red) and titanium dioxide; 20 mg —
FD&C Red No. 3, FD&C Blue No. 1, and titanium dioxide; 40 mg — FD&C
Yellow No. 6, D&C Yellow INo. 10, and titanium dioxide.

NIH https://www.ncbi.nlm.nih.gov/books /NBK525949/

Non-FDA-approved indications include moderate acne, cutancous I-cell
lymphomas, neuroblastoma, and prevention of squamous cell carcinoma 1n
high-risk patients. Isotretinoin has also been used 1n the treatment of rosacea,
folliculitis, and pyoderma faciale.

Patients taking 1sotretinoimn should avoid blood donation while on 1sotretinoin
and for one month after discontinuing treatment due to the risk of embryo-
fetal toxicity.


https://www.ncbi.nlm.nih.gov/books/NBK525949/

