Oxtellar XR can cause:
+ Fever

+ Pain chest precordial

+ Rigors

+ Weight decrease

+ Bradycardia (slow resting
heart rate)

+ Cardiac failure

+ Hypertension

+ Hypotension postural

+ Palpitation

+ Syncope (fainting)

+ Cerebral hemorrhage
(brain bleed)

+ Tachycardia (increased
heart rate)

+ Appetite increased

+ Exacerbation of or new onset
primary generalized seizures

+ Gastric (stomach) ulcer

+ Gingival (gum) bleeding

+ Gum hyperplasia (enlargement)
+ Hematemesis (vomiting of blood)
+ Hemorrhoids

+ Hiccup

+ Mouth dry

+ Retching

+ Euphoria

+ Liver enzymes elevated

+ Suicidal Behavior and Ideation
+ Hematologic (blood) reactions

+ Serum fransaminase increased

+ Hypertonia (stiff) muscle

+ Amnesia (memory loss)

+ Anxiety

+ Apathy (lack of feeling)

+ Dysphonia (voice impairment)

+ Hypoesthesia (numbness)

+ Delirium (decline from a previous
baseline of mental function that
develops over a short period of time,
typically hours to days)

+ Paralysis

+ Emotional lability (exaggerated
changes in mood or affect in quick
succession)

+ Convulsions aggravated

+ Depressed level of consciousness
+ Extrapyramidal (movement)

+ Blood in stool + Aggressive reaction

+ Cholelithiasis (gallstones)  + Feeling drunk
+ Colitis (colon inflammation) + Delusion

+ Flatulence + Manic reaction

+ Hypokinesia (decreased bodily movement)

+ Hyporeflexia (below normal or absent reflexes)

+ Psychosis (abnormal condition of the mind that
results in difficulties determining what is real and what
is not real)

+ Hypotonia (low muscle tone)

+ Hysteria (excessive or uncontrollable emotion)

+ Neuralgia (pain in the distribution of one or more
nerves)

+ Oculogyric crisis (prolonged involuntary upward
deviation of the eyes)

+ Paroniria (excess of morbid dreams and
nightmares)

+ Ptosis (drooping or falling of the upper eyelid)

+ Stupor (lack of critical mental function and a level of
consciousness)

+ Tetany (involuntary contraction of muscles)

+ Laryngismus (uncontrolled or involuntary muscular
contraction of the vocal folds)

+ Pleurisy (inflammation of the membranes that
surround the lungs and line the chest cavity)

+ Dermatitis contact (acute or chronic inflammation of
the skin caused by exposure to the chemical or
physical agents)

+ Serum sodium levels below 125 mmol/L

+ Intermenstrual bleeding (uterine bleeding at
irregular intervals)

+ Alopecia (balness)

+ Taste perversion

+ Muscle contractions

+ Urinary tract infection

+ Pain urinary tract

+ Duodenal (small intestine) ulcer

+ Dysphagia (difficulty swallowing)

+ Enteritis (small intestine inflammation)

+ Eructation (belching)

+ Thrombocytopenia (low blood platelets)

+ Gamma-GT increased

+ Hyperglycemia (excessive amount of glucose
circulates in the blood plasma)

+ Hypocalcemia (low calcium levels in the blood serum)
+ Hypoglycemia (low blood sugar)

+ Hypokalemia (low level of potassium in the blood
serum)

disorder

+ Personality disorder
+ Stomatitis (mouth/lip
inflammation)

+ Epistaxis (nose bleed)

+ Dyspnea (shortness of breath)

+ Renal calculus (kidney stones)

+ Micturition (urine discharge) frequency
+ Angioedema (swelling)

+ Photosensitivity reaction (sun allergy)
+ Pruritus genital (genital itching)

+ Vitiligo (disorder that causes the skin to lose its
color)

+ Otitis externa (inflammation of the ear canal)
+ Purpura (red or purple discolored spots on the
skin that do not blanch on applying pressure)
+ Bruising

+ Psoriasis (long-lasting, noncontagious
autoimmune disease characterized by raised
areas of abnormal skin)

+ Mydriasis (dilation of the pupil)

+ Hemianopia (loss of vision or blindness in
half the visual field)

+ Edema (swollen) eye

+ Photophobia (abnormal intolerance to visual
perception of light)

+ Scotoma (partial alteration in the field of
vision)

+ Xerophthalmia (eye fails to produce tears)
+ Coughing

+ Eczema

+ Aura

+ Anguish

+ Malaise (discomfort)

+ Migraine involuntary

+ Nervousness

+ Panic disorder

+ Asthma

+ Bronchitis

+ Facial rash

+ Libido decreased/increased

+ Urticaria (hives)

+ Cataract

+ Acne

+ Hot flushes

+ Stevens-Johnson syndrome/ toxic epidermal
necrolysis



+ Rash erythematous (redness of the skin)

+ Dystonia (twisting and repetitive movements or abnormal fixed postures)

+ Rash maculopapular (flat and raised lesions on the skin)

+ Accommodation abnormal (problem with focusing the eye)

+ Conjunctival hemorrhage (broken blood vessel on the surface of the eye)

+ Systemic lupus erythematosus (lupus is an autoimmune disease in which the body's
immune system mistakenly attacks healthy tissue in many parts of the body)

+ Hematuria (presence of blood or red blood cells in the urine)

+ Folliculitis (infection and inflammation of one or more hair follicles)

+ Leukorrhea (thick, whitish, yellowish or greenish vaginal discharge)

+ Menorrhagia (menstrual period with excessively heavy flow and falls under the larger
category of abnormal uterine bleeding)

+ Pain renal (kidney pain)

+ Polyuria (excessive or an abnormally large production or passage of urine)

+ Atrioventricular (heart) block

+ Multi-organ hypersensitivity disorders characterized by features such as rash, fever,
lymphadenopathy, abnormal liver function tests, eosinophilia, and arthralgia (joint pain)
+ Anaphylaxis

+ Pancreatitis and/or lipase and/or amylase increase

+ Hypothyroidism and syndrome of inappropriate antidiuretic hormone secretion (SIADH)
+ Aplastic anemia (body fails to produce blood cells in sufficient numbers)

+ Acute Generalized Exanthematous Pustulosis (AGEP)

+ Erythema multiforme (red patches evolving into target lesions, typically on both hands)
+ Priapism (penis remains erect for hours in the absence of stimulation or after
stimulation has ended)

+ Decreased bone mineral density, osteoporosis and fractures in patients on long-term
therapy with immediate-release oxcarbazepine.

+ Hemiplegia (weakness of one entire side of the body)

+ Hyperkinesia (excessive restlessness)

+ Heat rash

+ Hyperreflexia (overactive or overresponsive reflexes)

+ Hyponatremia (low sodium concentration in the blood)

+ Sialoadenitis (inflammation of salivary glands)

+ Pain biliary/right hypochondrium (upper abs)

+ Esophagitis (inflammation of the esophagus)

+ Hemorrhage rectum (rectal bleeding)

+ Aphasia (inability to comprehend or formulate language because of damage to specific
brain regions)

+ Stomatitis ulcerative (mouth ulcers)

+ Flushing

SOURCES FROM EDA + PATHEON INC.

MANUFACTURER GUIDANCE

Serious dermatological reactions,including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN), have occurred in both
children and adults treated with immediate-release oxcarbazepine use.The median time of onset for reported cases was 19 days. Such serious
skin reactions may be life threatening, and some patients have required hospitalization with very rare reports of fatal outco me. Recurrence of the

serious skin reactions following rechallenge with immediate-release oxcarbazepine has also been reported.

The reporting rate of TEN and SJS associated with immediate-release oxcarbazepine use, which is generally accepted to be an underestimate due
to underreporting, exceeds the background incidence rate estimates by a factor of 3- to 10-fold. Estimates of the background incidence rate for
these serious skin reactions in the general population range between (.5 to 6 cases per million-person years. Therefore, if a patient develops a skin

reaction while taking Oxtellar XR®, consider discontinuing Oxtellar XR® use and prescribing another AED.

Antiepileptic drugs (AEDs), including Oxtellar XR®, increase the risk of suicidal thoughts orbehavior in patients taking these drugs for any
indication. Monitor patients treated with any AED for any indication for the emergence or worsening of depression, suicidal thoughts orbehavior,

and/orany unusualchanges in mood or behavior.

The increased risk of suicidal thoughts orbehavior with AEDs was observed as early as one week after starting drug treatment with AEDs and
persisted for the duration of treatment assessed. Because most trials included in the analysis did not extend beyond 24 weeks, the risk of suicidal

thoughts orbehavior beyond 24 weeks could not be assessed.
5.6 Withdrawal of AEDs

As with most AEDs, Oxtellar XR® should be withdrawn gradually because of therisk of increased seizure frequency and status epilepticus. But
if withdrawal is needed because of a serious adverse event, rapid discontinuation can be considered.

5.7 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)/Multi-Organ Hypersensitivity

Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS), also known as multi-organ hypersensitivity, has occurred with immediate-
release oxcarbazepine. Some of these events have been fatal or life-threatening. DRESS typically, althoughnot exclusively, presents with fever,
rash, lymphadenopathy, and/or facial swelling, in associated with other organ systeminvolvement, such as hepatitis, nephritis, hematologic
abnormalities, myocaraditis, or myositis sometimes resembling an acute viral infection. Eosinophilia is often present. This disorderis variable in
its expression, and other organ systems not noted here may be involved. It is important to note that early manifestatios of hypersensitivity (e.g.,
fever, lymphadenopathy)may be present even though rash is notevident. Oxtellar XR® should be discontinued if an alternative etiology for the
signs and symptoms cannot be established.

Rare reports of pancytopenia, agranulocytosis, and leukopenia have been seen in patients treated with immediate -release oxcarbazepine during
post-marketing experience. Discontinuation of Oxtellar XR® should be considered if any evidence of these hematologic reactions develops.

5.10 Risk of Seizure Aggravation

Exacerbation of or new onset primary generalized seizures has been reported with immediate-release oxcarbazepine. The risk of aggravation of
primary generalized seizures is seen especially in children butmay also occurin adults. In case of seizure aggravation, Oxtellar XR® should be
discontinued.

7.3 Hormonal Contraceptives

Concurrent use of immediate-release oxcarbazepine with hormonal contraceptives may render these contraceptives less effective [see Clinical
Pharmacology (12.3)]. Studies with other oral or implant contraceptives have not been conducted.

There are no adequate data on the developmental risks associated with the use of Oxtellar XR" in pregnant women; however, Oxtellar XR" is
closely related structurally to carbamazepine, which is considered to be teratogenic in humans. Data on a limited number of pregnancies from
pregnancy registries suggest that oxcarbazepine monotherapy use is associated with congenital malformations (e.g., craniofacial defects such as
oral clefts, and cardiac malformations such as ventricular septal defects). Increased incidences of fetal structural abnormalities and other
manifestations of developmental toxicity (embryolethality, growth retardation) were observedin the offspring of animals treated with either
oxcarbazepine or its active 10-hydroxy metabolite (MHD) during pregnancy at doses similar to the maximmm recommended human dose
(MRHD).


https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/202810s010lbl.pdf

An increase in seizure frequency may occur during pregnancy because of altered levels of the active metabolite of oxcarbazepine. Monitor

patients carefully during pregnancy and through the postpartum period [see Warnings and Precautions (5.9)]

Oxcarbazepine and its active metabolite (MHD) are presentin human milk after oxcarbazepine administration. The effects of oxcarbazepine and
its active metabolite (MHD) on the breastfed infant or on milk production are unknown. The developmental and health benefits of breastfeeding

should be considered along with the mother’s clinical need for Oxtellar XR and any potential adverse effects on the breastfed infant from Oxtellar

XR or from theunderlying matemal condition.

The pharmacological activity of Oxtellar XR® is primarily exerted through the 10-monohydroxy metabolite (MHD) of oxcarbazepine [see
Clinical Pharmacology (12.3)]. The precise mechanism by which oxcarbazepine and MHD exert their antiseizure effect is unknown; however, in
vitro electrophysiological studies indicate that they produce blockade of voltage-sensitive sodium channels, resulting in stabilization of
hyperexcited neural membranes, inhibition ofrepetitive neuronal firing, and diminution of propagation of synaptic impulses. These actions are
thought to be important in the prevention of seizure spread in the intact brain. In addition, increased potassiumconductance an d modulation of
high-voltage activated calcium channels may contribute to the anticonvulsant effects of the drug. No significant in teractions of oxcarbazepine or

MHD with brain neurotransmitter or modulator receptor sites have been demonstrated.

NIH ) s PSYCHOSIS
of Mental Health

The word psychosis is used to describe conditions that affect the

mind, where there has been some loss of contact with reality. When
someone becomes ill in this way, it is called a psychotic episode.

During a period of psychosis, a person’s thoughts and perceptions

are disturbed, and the individual may have difficulty understanding

what is real and what is not.

Typically, a person will show changes in his or her behavior before https://www.nimh.ni

h.gov/health/publica

tions/understanding-

e Sudden drop in grades or job performance psychosis

e New trouble thinking clearly or concentrating

e Suspiciousness, paranoid ideas, or uneasiness with others

« Withdrawing socially, spending a lot more time alone than hallucinations (seeing or hearing things that others do not see or
usual hear). Other symptoms include incoherent or nonsense speech and

* Unusual, overly intense new ideas, strange feelings, or no  pehavior that is inappropriate for the situation. A person in a
feelings at all

e Decline in self-care or personal hygiene

e Difficulty telling reality from fantasy

e Confused speech or trouble communicating functioning overall.

National Institute of
Allergy and

Infectious Diseases

psychosis develops. Behavioral warning signs for psychosis include:

Symptoms of psychosis include delusions (false beliefs) and

psychotic episode also may experience depression, anxiety, sleep

problems, social withdrawal, lack of motivation, and difficulty

Atopic dermatitis, also known as eczema, is a non-contagious inflammatory ~ bites://www.niaid.nih.gov/diseas
es-conditions/eczema-atopic-
skin condition. It is a chronic disease characterized by dry, itchy skin that can = dermatitis

weep clear fluid when scratched. People with eczema also may be

particularly susceptible to bacterial, viral, and fungal skin infections.
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Systemic lupus erythematosus (SLE), is the most common type of lupus. SLE is an autoimmune
disease in which the immune system attacks its own tissues, causing widespread inflammation and
tissue damage in the affected organs. It can affect the joints, skin, brain, lungs, kidneys, and blood
vessels. There is no cure for lupus, but medical interventions and lifestyle changes can help control it.

The seriousness of SLE can range from mild to life-threatening. The disease should be treated by a
doctor or a team of doctors who specialize in care of SLE patients. People with lupus that get proper
medical care, preventive care, and education can significantly improve function and quality of life.

People with SLE may experience a variety of symptoms that include fatigue, skin rashes, fevers, and
pain or swelling in the joints. Among some adults, having a period of SLE symptoms—called flares—
may happen every so often, sometimes even years apart, and go away at other times—called
remission. However, other adults may experience SLE flares more frequently throughout their life.

Other symptoms can include sun sensitivity, oral ulcers, arthritis, lung problems, heart problems,
kidney problems, seizures, psychosis, and blood cell and immunological abnormalities.

SLE can limit a person’s physical, mental, and social functioning. These limitations experienced by
people with SLE can impact their quality of life, especially if they experience fatigue. Fatigue is the
most common symptom negatively affecting the quality of life of people with SLE.?3

https: //www.cdc.gov/lupus/facts/detailed.html
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