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Herbal Medicine
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YUPELRI (revefenacin)

Inhalation solution,
For oral inhalation Initial
U.S. Approval: 2018
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INDICATIONS AND USAGE
YUPELRI (revefenacin) inhalation solution is an anticholinergic indicated for the maintenance treatment of
patients with chronic obstructive pulmonary disease (COPD).

DOSAGE AND ADMINISTRATION

For oral inhalation use only. Do not swallow YUPELRI.

* One 175 mcg vial (3 mL) once daily.

* For use with a standard jet nebulizer with a mouthpiece connected to an air compressor.

DOSAGE FORMS AND STRENGTHS
Inhalation solution in a unit-dose vial for nebulization. Each vial contains 175 mcg/3 mL solution.

CONTRAINDICATIONS
YUPELRI is contraindicated in patients with hypersensitivity to revefenacin or any component of this product.

WARNINGS AND PRECAUTIONS

* Do not initiate YUPELRI in acutely deteriorating COPD or to treat acute symptoms.

» If paradoxical bronchospasm occurs, discontinue YUPELRI and institute alternative therapy.

» Worsening of narrow-angle glaucoma may occur. Use with caution in patients with narrow-angle glaucoma and
instruct patients to contact a healthcare provider immediately if symptoms occur.

» Worsening of urinary retention may occur. Use with caution in patients with prostatic hyperplasia or bladder-
neck obstruction and instruct patients to contact a healthcare provider immediately if symptoms occur.

» Immediate hypersensitivity reactions may occur. If such a reaction occurs, therapy with YUPELRI should be
stopped at once and alternative treatments should be considered.

ADVERSE REACTIONS
Most common adverse reactions (incidence greater than or equal to 2% and more common than placebo) include
cough, nasopharyngitis, upper respiratory tract infection, headache, and back pain.

DRUG INTERACTIONS

* Anticholinergics: May interact additively with concomitantly used anticholinergic medications. Avoid
administration of YUPELRI with other anticholinergic-containing drugs

* Transporter-related drug interactions: Coadministration of YUPELRI with OATP1B1 and OATP1B3 inhibitors
(e.g. rifampicin, cyclosporine, etc.) may lead to an increase in exposure of the active metabolite. Therefore,
coadministration with YUPELRI is not recommended.

USE IN SPECIFIC POPULATION
Hepatic impairment: Avoid use of YUPELRI in patients with hepatic impairment.
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LEFLUNOMIDE

Leflunomide is a pyrimidine synthesis inhibitor belonging to the
DMARD (Disease-Modifying AntirheumaticDrug) class of drugs.

IndicationAnd Dosage

For the management of the signs and symptoms of active rheumatoid
arthritis (RA) to improve physical function and to slow the progression
of structural damage associated with the disease. It Has also been used
for the prevention of acute and chronic rejection in recipients of solid
organ trasnplants and is designated by the FDA as an orphan drug for
this use.

Usual Adult Dose for Rheumatoid Arthritis is 100 mg orally once a day
for 3 days as a loading dose, then 20 mg orally once a day (If not well
tolerated, the dose may be decreased to 10 mg orally once a day).

Mechanism of action

Leflunomide is an isoxazoleimmunomodulatory agent which inhibits
dihydroorotate dehydrogenase (an enzyme involved in de novo
pyrimidine synthesis) and has antiproliferative activity. Several in vivo
and in vitro experimental models have demonstrated an
antiinflammatory effect. Following oral administration, leflunomide is
metabolized to an active metabolite (A77 1726), which is responsible for
essentially all of its activity in vivo.

Absorption

Following oral administration, peak levels of the active metabolite
occurred between 6 - 12 hours after dosing.

Distribution

The metabolite has a low volume of distribution (Vss = 0.13 L/kg) and is
extensively bound (>99.3%) to albumin in healthy subjects.

Metabolism

Primarily hepatic.Leflunomide is converted to its active form following
oral intake.

Elimination

The active metabolite has a very long half life (about 2 weeks) and is
eliminated by further metabolism and subsequent renal excretion as well
as by direct biliary excretion.
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