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ROVEHALER Rovecort®

> name: Budesonide/Formoterol fumarate dihydrate.
Brand name: Rovehaler Rovecort”
Dosage forms: In form of capsule containing powder for inhalation; each capsul contains a
combination of 160 or 320 pug Budesonide and 4.5 or 9 pg Formoterol fumarate dihydrate, in the
following two strengths: 160/4.5 ug and 320/9 pg. This package contains 60 inhalation capsules.
Drug class: Budesonide is a corticosteroid, and Formoterol fumarate dihydrate is a selective long-
acting 2-agonist.

Not to be swallowed. For oral inhalation only!

What is in this leaflet:

What Rovehaler Rovecort” is and what it is used for

Before using Rovehaler Rovecort”

‘Warnings, precautions and contraindications while using Rovehaler Rovecort®

Rovehaler Rovecort® possible side effects

The required dose and administration

Rovehaler Rovecort” interactions

Rovehaler Rovecort® pharmacology

Storage conditions

What Rovehaler Rovecort® is and what it is used for

Rovehaler Rovecort” is a combination product containing a corticosteroid and a long-acting 2-
adrenergic agonist indicated for:

- Treatment of asthma in patients 6 years of age and older. Rovehaler Rovecort® should not be used
for patients whose asthma is adequately controlled on low or medium dose of inhaled corticosteroids.
- Maintenance treatment of airflow obstruction in patients with chronic obstructive pulmonary
disease (COPD) including chronic bronchitis and emphysema. Rovehaler Rovecort” 160/4.5 pg is
the only strength indicated for treatment of airflow obstruction in COPD.

IMPORTANT LIMITATION: Not indicated for the relief of acute bronchospasm!

2. Before using Rovehaler Rovecort

- Rovehaler Rovecort” is for breathing in only.

- Keep using Rovehaler Rovecort” as you have been told by your doctor, even if you feel better.
Read all information given to you and follow all instructions closely.

- Do not take more of Rovehaler Rovecort” or use it more often than you have been told. Deaths
have happened when too much of this type of drug has been taken. Also do not stop therapy with
Rovehaler Rovecort® without physician guidance.

- Tell your doctor if you are allergic to Budesonide and Formoterol, any other part of Rovehaler Rovecort®,
or any other drugs, foods, or substances. Tell your doctor about the allergy and what signs you had.
- Rovehaler Rovecort® is not to relieve acute asthma symptoms or exacerbations of COPD and extra
doses should not be used for that purpose. Acute symptoms should be treated with an inhaled, short-
acting B2-agonist. For more information consult with your doctor.

- Seek medical attention immediately if you experience any of the following: decreasing effectiveness
of inhaled short-acting B2-agonists, need for more inhalations than usual of inhaled short-acting
B2-agonists, significant decrease in lung function as outlined by the physician.

- Formoterol fumarate, one of the active ingredients in Rovehaler Rovecort®, increases the risk of
asthma-related death and may increase the risk of asthma-related hospitalization in pediatric and
adolescent patients.

- Tell your doctor and pharmacist about your health problems and all of your drugs (prescription
or over-the-counter medicines, herbal products, vitamins), especially other long-acting B2-agonists.
You must check to make sure that it is safe for you to take Rovehaler Rovecort” with all of your
drugs. Do not start, stop, or change the dose of any drug without checking with your doctor.

- Tell all of your health care providers that you take Rovehaler Rovecort®. This includes your doctors,
nurses, pharmacists, and dentists.

- It may take 2 weeks to see the full effect.

- Rinse the mouth with water without swallowing after inhalation to reduce the risk of localized
Candida albicans infection.

- When changing from an oral steroid to another form of a steroid, there may be very bad and
sometimes deadly side effects. Signs like weakness, feeling tired, dizziness, upset stomach, throwing
up, not thinking clearly, or low blood sugar may happen. Call your doctor right away if you have
any of these signs.

- If you have a bad injury, have surgery, or any type of infection, you may need extra doses of oral
steroids. These extra steroids will help your body deal with these stresses. Carry a warning card
saying that there may be times when you may need extra steroids.

- Long-term use may raise the chance of cataracts or glaucoma. Have an eye exam as you have been
told by your doctor. If you get Rovehaler Rovecort® in your eyes, wash right away with water. If
you have eye irritation that lasts or a change in eyesight, call your doctor.

- If you have diabetes, talk with your doctor. Rovehaler Rovecort” may raise blood glucose level.
- Rovehaler Rovecort” may cause weak bones (osteoporosis) with long-term use. Talk with your
doctor to see if you have a higher chance of weak bones or if you have any questions.
- You may have more chance of getting an infection when using Rovehaler Rovecort®. Wash hands
often. Stay away from people with infections, colds, or flu. Chickenpox and measles can be very
bad or even deadly in some people taking steroid drugs like Rovehaler Rovecort®. Avoid being near
anyone with chickenpox or measles if you have not had these health problems before.
- Rovehaler Rovecort” may raise the chance of getting pneumonia. The chance of getting pneumonia
is higher in people with COPD.

- This medicine may affect growth in children and teens in some cases. They may need regular
growth checks. Talk with the doctor.

- Rovehaler Rovecort® may cause systemic corticosteroid effects of hypercorticism and adrenal
suppression. Deaths due to adrenal insufficiency have occurred during and after transfer from
systemic corticosteroids. Patients should taper slowly from systemic corticosteroids if transferring
to Rovehaler Rovecort®.

- Rovehaler Rovecort” should not be used in patients less than 6 years old.

- If you are 65 or older, use Rovehaler Rovecort” with care. You could have more side effects.

- Tell your doctor if you are pregnant, plan on getting pregnant, or are breast-feeding. You will need
to talk about the benefits and risks to you and the baby.

Missed dose: Skip the missed dose and go back to your normal time. Do not use 2 doses at the
same time or extra doses.

Overdosage: If there has been an overdose, get medical care right away. Be ready to tell or show
what was taken, how much, and when it happened. Rovehaler Rovecort” contains both Budesonide
and Formoterol; If Budesonide is used at excessive doses for prolonged periods, systemic corticosteroid
effects such as hypercorticism may occur. An overdose of Formoterol would likely lead to an
exaggeration of effects that are typical for B2 agonists. As with all sympathomimetic medications,
cardiac arrest and even death may be associated with abuse of Formoterol. There is insufficient
evidence to determine if dialysis is beneficial for overdosage of Formoterol. Cardiac monitoring
is recommended in cases of overdosage.

Pregnancy & Lactation

Pregnancy Category C

In women with poorly or moderately controlled asthma, there is increased risk of several perinatal
adverse outcomes such as preeclampsia in the mother and prematurity, low birth weight, and small
for gestational age in neonate; So pregnant women with asthma should be closely monitored and
medication adjusted as necessary to maintain optimal asthma control. The risk and benefits should
be evaluated by the physician.

The developmental and health benefits of breast-feeding should be considered along with the
mother's clinical need for therapy and any potential adverse effects on the breast-fed infant from
therapy or from underlying maternal condition.

Pediatric Use

The safety and effectiveness of Rovehaler Rovecort” in asthma patients less than 6 years of age,
have not been established.

The growth of pediatric patients receiving orally inhaled corticosteroids, including Rovehaler
Rovecort®, should be monitored. If a child or adolescent on any corticosteroid appears to have
growth suppression, the possibility that he/she is particularly sensitive to this effect should be
cons1dered Your doctor will inform you of the necessary measures in this regard.
tric Use

Spemal caution should be observed when using Rovehaler Rovecort” in geriatric patients who have
concomitant cardiovascular disease that could be adversely affected by f2-agonists.

Hepatic Impairment

Patients with hepatic disease should be closely monitored because both Budesonide and Formoterol
are predominantly cleared by hepatic metabolism, and impairment of liver function may lead to
accumulation of Budesonide and Formoterol in plasma.

Renal Impairment

Formal pharmacokinetic studies using Rovehaler Rovecort™ have not been conducted in patients
with renal impairment.

3. Warnings, Precautions and Contraindications while using Rovehaler Rovecort

- Long-acting 2-adrenergic agonists increase the risk of asthma-related death. Rovehaler Rovecort”
should only be used for patients not adequately controlled on a long-term asthma-control medication,
such as an inhaled corticosteroid or whose disease severity clearly warrants initiation of treatment
with both an inhaled corticosteroid and long-acting 32-adrenergic agonists. Once asthma control
is achieved and maintained, assess the patient at regular intervals and step down therapy.
- Immediate hypersensitivity reactions may occur after administration of Rovehaler Rovecort®, as
demonstrated by cases of urticaria, angioedema, rash, and bronchospasm.

- Use with caution in patients with convulsive disorders, thyrotoxicosis, diabetes mellitus, and
ketoacidosis.

- Do not initiate Rovehaler Rovecort” in acutely deteriorating asthma or COPD conditions. Rovehaler
Rovecort” should not be used for the relief of acute symptoms, and as rescue therapy for the treatment
of acute episodes of bronchospasm. An inhaled, short-acting32-agonist, not Rovehaler Rovecort®,
should be used to relieve acute symptoms such as shortness of breath.

- When beginning treatment with Rovehaler Rovecort”, patients who have been taking oral or
inhaled, short-acting 32-agonists on a regular basis (e.g., 4 times a day) should be instructed to
discontinue the regular use of these drugs.

- Do not use Rovehaler Rovecort” in combination with additional long-acting $2-agonist (Salmeterol,
Formoterol) for any reason, including prevention of exercise-induced bronchospasm or the treatment
of asthma or COPD, because of risk of overdose.

- Candida albicans infection of the mouth and throat may occur during treatment with Rovehaler
Rovecort®. Monitor patients periodically for signs of adverse effects on the oral cavity. Advise the
patient to rinse his/her mouth with water without swallowing after inhalation to help reduce the risk.
- There is increased risk of pneumonia in patients with COPD. Monitor patients for symptoms of
pneumonia and other potential lung infections.

- There is potential risk for worsening of infections like existing tuberculosis, fungal, bacterial,
viral, or parasitic infection; or ocular herpes simplex. Use Rovehaler Rovecort” with caution in
patients with these infections. More serious or even fatal course of chickenpox or measles can occur
in susceptible patients. In these patients particular care should be taken to avoid exposure.

- There is risk of impaired adrenal function when transferring from oral steroids. Taper patients
slowly from systemic corticosteroids if transferring to Rovehaler Rovecort®. During periods of stress
or a severe asthma attack, patients who have been withdrawn from systemic corticosteroids should
be instructed to resume oral corticosteroids immediately and to contact their physicians for further
instruction.

- Hypercorticism and adrenal suppression may occur with very high dosages or at the regular dosage
in susceptible individuals. If such changes occur, discontinue Rovehaler Rovecort® slowly.

- Strong cytochrome P450 3A4 inhibitors (e.g., ritonavir) increase risk of systemic corticosteroid
cffects. Exercise caution when used with Rovehaler Rovecort” (See Rovehaler Rovecort” Interactions
section).

- Discontinue Rovehaler Rovecort® and institute alternative therapy if paradoxical bronchospasm occurs.
- Rovehaler Rovecort” should be used with caution in patients with cardiovascular or central nervous
system disorders because of B-adrenergic stimulation.

- Assess bone mineral density initially and periodically thereafter, since decreases in bone mineral
density have been observed with long-term administration of products containing inhaled
corticosteroids. If significant reductions in bone mineral density are seen and Rovehaler Rovecort®
is still considered medically important for that patient's COPD therapy, use of medication to treat
or prevent osteoporosis should be strongly considered.

- Rovehaler Rovecort” should not be used in patients less than 6 years old.

- Monitor growth of pediatric patients. To minimize the systemic effects of Rovehaler Rovecort®,
titrate each patient's dose to the lowest dosage that effectively controls his/her symptoms.
- Close monitoring is warranted in patients with a change in vision or with history of increased
intraocular pressure, glaucoma, and/or cataracts.

- Be alert to eosinophilic conditions, hypokalemia, and hyperglycemia.
CONTRAINDICATIONS

- Hypersensitivity.

- Primary treatment of status asthmaticus or acute episodes of asthma or COPD requiring intensive
measures.

4. Rovehaler Rovecort® Possible Side Effects

WARNING: Even though it may be rare, some people may have deadly side effects when taking
a drug. Tell your doctor or get medical help right away if you have any of the following symptoms:
- Signs of an allergic reaction, like rash; hives; itching; red, swollen, blistered, or peeling skin with
or without fever; wheezing; tightness in the chest or throat; trouble breathing, swallowing, or talking;
unusual hoarseness; or swelling of the mouth, face, lips, tongue, or throat.

- Signs of infection, Signs of low potassium levels, Signs of high or low blood pressure, Signs of
a weak adrenal gland like a very bad upset stomach or throwing up, very bad dizziness or passing
out, muscle weakness, feeling very tired, mood changes, loss of appetite, or weight loss.

Adverse Effects >10%

- Upper respiratory tract infection (8-11%)

- Headache (7-11%)

- Nasopharyngitis (7-11%)

Adverse Effects 1-10%

- Pharyngolaryngeal pain (6-9%)

- Stomach discomfort (1-7%)

- Sinusitis (5-6%)

- Oral candidiasis (1-6%)

- Bronchitis (5%)
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- Viral upper respiratory tract infection (4%)

- Backache (2-3%)

- Influenza (2-3%)

- Nasal congestion (2-3%)

- Vomiting (1-3%)

Postmarketing Reports

- Cardiovascular: Angina pectoris, tachycardia, atrial and ventricular tachyarrhythmias, atrial
fibrillation, extrasystoles, palpitations, hypotension, hypertension.

- Endocrine: Hypercorticism, growth velocity reduction in children.

- Sensory: Cataract, glaucoma, increased intraocular pressure, skin bruising.

- Gastrointestinal: Oropharyngeal candidiasis, nausea.

- Immunologic: Immediate and delayed hypersensitivity reactions, such as anaphylactic reaction,
angioedema, bronchospasm, urticaria, exanthema, dermatitis, pruritus.

- Musculoskeletal: Muscle cramps.

- Neurologic and psychiatric: Behavior disturbances, sleep disturbances, nervousness, agitation,
depression, restlessness, tremor, dizziness.

- Respiratory: Dysphonia, cough, throat irritation.

NOTE: These are not all of the side effects that may occur. If you have questions about side effects,
call your doctor.
5. The Required Dose and Administration

- Rovehaler Rovecort” is for oral inhalation only.

- Rovehaler Rovecort” should be administered as 2 inhalations, approximately 12 hours apart, every day.
- After inhalation, the patient should rinse the mouth with water, without swallowing.

- More frequent administration or a higher number of inhalations of the prescribed strength of
Rovehaler Rovecort” is NOT recommended as some patients are more likely to experience adverse
effects with higher doses of Formoterol. Patients using Rovehaler Rovecort” should not use additional
long-acting 32-adrenergic agonists for any reason.

- If asthma symptoms arise in the period between doses, an inhaled short-acting 32-agonist should
be taken for immediate relief.

ASTHMA

NOTE: Rovehaler Rovecort® is used in treatment of patients whose disease is not adequately
controlled by long-term medication or whose disease severity warrants treatment with long-acting
B2-agonist and inhaled corticosteroid.

- Treatment of asthma in patients 12 years and older: two inhalations of Rovehaler Rovecort” 160/4.5
ng twice daily, each 12 hour. For more severe asthma, an inhalation of Rovehaler Rovecort” 320/9
ng twice daily, each 12 hour; Starting dosage is based on asthma severity. The maximum recommended
dosage in this group is Rovehaler Rovecort* 160/4.5 pg, two inhalations twice daily. Not to exceed
320/9 ug each 12 hour.

- For patients 6 to less than 12 years of age, the dosage is two inhalations of Rovehaler Rovecort”
80/4.5 pg twice daily. Therefore, it can not be used in children 6 to 12 years old unless prescribed
by the doctor.

- Rovehaler Rovecort” should not be used in patients less than 6 years old.

- The maximum benefit may not be achieved for 2 weeks or longer after beginning treatment.
CHRONIC OBSTRUCTIVE PULMONARY DISEASE

- Maintenance treatment of airflow obstruction in COPD: two inhalations of Rovehaler Rovecort*
160/4.5 pg twice daily. Not to exceed 320/9 pg each 12 hour. Rovehaler Rovecort” 160/4.5 g is
the only approved treatment dose in COPD patients.

- If shortness of breath occurs in the period between doses, an inhaled short-acting $2-agonist should
be taken for immediate relief.

6. Rovehaler Rovecort® Interactions

- Caution should be exercised when considering the co-administration of Rovehaler Rovecort” with
ketoconazole and other known strong P450 3A4 inhibitors like ritonavir, atazanavir, clarithromycin,
indinavir, itraconazole, nefazodone, and other medicaments of this group. It may cause increased
systemic corticosteroid effects.

- Rovehaler Rovecort” should be used with extreme caution in patients being treated with monoamine
oxidase inhibitors or tricyclic antidepressants, or within 2 weeks of discontinuation of such agents.
It may potentiate effect of Formoterol on vascular system.

- Use with caution when co-administered with 3-blockers. It may block bronchodilatory effects of
B-agonists and produce severe bronchospasm especially in patients with asthma.
- Use with caution in combination with diuretics. Electrocardiographic changes and/or hypokalemia
associated with nonpotassium-sparing diuretics may worsen with concomitant -agonists.
NOTE: This list is not complete and many other drugs may interact with Rovehaler Rovecort”.
This includes prescription and over-the-counter medicines, vitamins, and herbal products. Always
inform your doctor about all medicines you are using or have started or stopped recently.
7. Rovehaler Rovecort® Pharmacology

Mechanism of Action: Budesonide is an anti-inflammatory corticosteroid; has potent glucocorticoid
activity and weak mineralocorticoid activity.

Formoterol is a long-acting selective f2-adrenergic agonist with rapid onset of action; acts locally
as bronchodilator and inhibits release of mast cell mediators.

Absorption:

Budesonide peak plasma time: 20 min.

Formoterol peak plasma time: 5-10 min.

Distribution:

Budesonide protein bound: 85-90%.

Formoterol protein bound: 46-68%.

Elimination:

Budesonide excretion: Urine (60%).

Formoterol Excretion: Urine (62%), feces (24%).

8. Storage Conditions

Store below 30°C, in a dry place away from direct heat or sunlight.

Rovehaler Rovecort® should be stored inside the unopened moisture-protective package and only
removed from the package immediately before initial use.

Keep out of the reach of children.

IMPORTANT: This medication guide summarizes the most important information about Rovehaler
Rovecort® and does NOT have all possible information about this product. This information does
not assure that this product is safe, effective or appropriate for you. Always ask your health care
professional for complete information about this product and your specific health needs.

Manufactured by Rooyan darou Co.
E-mail: mzb@rooyandarou.com
Revised March 2022
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INSTRUCTIONS FOR USE
© The inhaler device (ROVEHALER")is specifically designed for inhalation of Rooyan Darou
inhalation capsules.

@ Do not swallow Rovehaler Rovecort” capsules!

® Follow the instructions below for using your Rovehaler” inhaler device. You will inhale the
medicine in the capsules from the device. If you have any questions, ask your healthcare provider
or pharmacist.

@ Do not give this medicine to a child without medical advice.

e Keep your Rovehaler® inhaler device dry and handle it with DRY hands.

The Rovehaler” is a single dose inhalation device made from acrylonitrile butadiene styrene (ABS)
plastic materials and stainless steel. The capsule chamber is made from methyl-methacrylate-
acrylonitrile-butadiene-styrene (MABS) orpolycarbonate (PC) plastic material.

Inhaler device is launched in the cardboard within the protective packaging for safety purposes.
Please take out your device from the package before using, as shown at figure.

‘While using Rovehaler” inhaler device, please do not forget to follow the instructions of your doctor
carefully. The inhaler device is specifically designed for inhalation of Rooyan Darou inhalation
capsule. It should not be used to take another drug. The acrolizer consists of the following parts:
1. Powder cap ——
2. Mouthpiece

3. Central reservoir
4. Drill button

5. Bottom reservoir

1. To liberate the powder cap, please press to the drilling button and leave.

2. Open the powder cap completely by pulling it upward and then open the mouthpiece by pulling

it upward. ©) y:
Al

3. Take a Rovehaler Rovecort” inhalation capsule out of the blister strip, shake the capsule well
before use (It is important that you take the capsule from the blister pack only immediately before
you use it) and as shown at figure 3, place it in the central reservoir. It does not matter direction

[o

of the capsule in the reservoir.

4. Close the mouthpiece tightly until it clicks. Leave the powder cap open.

5 Keep the inhaler device upright and push the drilling button only a single motion and leave. Thus
holes will be opened in the capsule and will allow the drug to be released when you breathe.

e
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7. Place the mouthpiece in your mouth and tilt your head slightly backwards. Close your lips around
the mouthpiece and breathe in as quickly and as deeply as you can. As you breathe in, you will
inhale the medicine into your lungs. You should hear the capsule spinning in the inhaler. If you do
not hear this whirring noise, the capsule may be stuck in the compartment. If this occurs, open the
inhaler and loosen the capsule by prising it out of the compartment. Do not try to loosen the capsule
by repeatedly pressing the button.

If you have heard the whirring noise, hold your breath for as long as you comfortably can while

taking the inhaler out of your mouth. Then breathe normally. Open the inhaler to see if any powder
is still in the capsule. If there is still powder in the cap sule repeat steps 6 and 7.

6. Breathe out fully.
Important: Please do not breathe into the mouthpiece at any time.

8. Open the mouthpiece again. Turn the device and discard the used capsule. If you need to clean
the inhaler, wipe the mouthpiece and capsule compartment with a dry cloth or a clean soft brush.
Close the mouthpicece and powder cap and leave your device.

NOTE: DO NOT use water to clean the inhaler.

The capsules should not be exposed to extreme temperatures.

Rovehaler Rovecort® Inhalation capsules contains a small amount of a powder, therefore capsules
are only partially filled.

Discard the RQVEHALER"device 12 months after first use.

DOOYAN DADOU PHARMACEUTICAL COMPANY

www.rooyandarou.com
info@rooyandarou.com



