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U.S. FDA Grants Mexiletine Orphan Drug Designation

Mumbai, India | Zug, Switzerland, June 08, 2020: Pharma major Lupin Limited (Lupin) is announced today
that the US Food and Drug Administration (U.S. FDA) has granted Orphan Drug Designation (ODD) to
mexiletine hydrochloride for the treatment of myotonic disorders.

Myotonic disorders are a group of heterogeneous, inherited, neuromuscular disorders characterized by a
shared symptom called myotonia. Myotonia is an inability to relax a contraction of skeletal muscle which
originates from a voluntary muscular contraction such as shaking someone’s hand and blinking, or everyday
activities such as walking across a street and climbing stairs. Mexiletine reduces myotonia symptoms, resulting
in a significant improvement in patient quality-of-life and other functional outcomes?.

The FDA grants ODD status to medicines intended for the treatment, diagnosis or prevention of rare diseases
or disorders that affect fewer than 200,000 people in the US.

Vinita Gupta, CEO, Lupin Limited said, “There is a serious unmet medical need for the management of
symptoms in patients with myotonic disorders. The decision by the U.S. FDA to grant orphan drug designation
to mexiletine brings us closer to providing a licensed treatment option for patients in the U.S., and we are
pleased to have this opportunity to further our commitment to these patients.”

Notes:

Myotonic Disorders and Non-Dystrophic Myotonic (NDM) Disorders

Myotonic disorders are a group of heterogeneous, inherited, neuromuscular disorders characterized by a shared
symptom called myotonia. Myotonia is described as an inability to relax a contraction of skeletal muscle which originates
from a voluntary muscular contraction such as shaking someone’s hand and blinking, or everyday activities such as
walking across a street and climbing stairs. Taken together, these myotonic disorders are rare and comprise two groups:
the myotonic dystrophies and the non-dystrophic myotonic disorders3.

Myotonic dystrophy (DM) affects multiple systems in the body. The two types of DM (DM1 and DM2) differ in
prevalence, affected genes, disease progression, symptoms and severity of symptoms, with sub classifications based on
disease onset, making it difficult to know how the disorder will affect patients. DM1 is the most common form, with the
global consensus that myotonic dystrophies, based upon estimates from the NIH and others for western European and
North American populations, affect 12.5 per 100,000 individuals®>.

Non-dystrophic myotonias (NDM) are caused by mutations within ion channels in the sarcolemma membrane of skeletal
muscles and affects 1 in 100,000 people?. Non-dystrophic myotonias exhibit both sodium and chloride channelopathies
which result in altered membrane excitability. Unlike DM, for patients with NDM myotonia is the most prominent
symptom and demonstrates different phenotypes in subgroups of NDM disorders, and can affect different parts of the
body, such as legs, arms or facial muscles, more severely.
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Myotonia in NDM patients has an onset in childhood and persists across their lifetime. Patients perceive that myotonia
increases in severity over time, impacting daily life. Myotonia is described by patients in a variety of ways (stiffness,
cramps, pain, difficulty releasing a fist, or difficulty swallowing or eating) which can contribute to substantial delays in
diagnosis and treatment, leading to decreased patient quality-of-life and often significant disability.

Mexiletine

In randomized controlled trials in adult patients with non-dystrophic myotonia, mexiletine (167 to 500 mg/day) has been
shown to significantly reduce myotonia compared to placebo, reducing skeletal muscle hyperexcitability through its use-
dependent, voltage-gated, sodium channel blocking actions which are independent of the cause of channel function.
This resulted in an improvement in patient quality-of-life and other functional outcomes, with gastro-intestinal
discomfort reported as the most common adverse event, demonstrating mexiletine to be safe and well tolerated in this
patient population®.

About Lupin

Lupin is an innovation-led transnational pharmaceutical company headquartered in Mumbai, India. The Company
develops and commercializes a wide range of branded and generic formulations, biotechnology products and APIs in
over 100 markets in the U.S., India, South Africa and across Asia Pacific (APAC), Latin America (LATAM), Europe and
Middle-East regions.

The Company enjoys leadership position in the cardiovascular, anti-diabetic, and respiratory segments and has
significant presence in the anti-infective, gastro-intestinal (Gl), central nervous system (CNS) and women’s health areas.
Lupin is the third largest pharmaceutical company in the U.S. by prescriptions and in India by global revenues. The
Company invests 9.6 % of its revenues on research and development.

Lupin has fifteen manufacturing sites, seven research centres, more than 20,000 professionals working globally, and has
been consistently recognized as a 'Great Place to Work' in the Biotechnology & Pharmaceuticals sector.

Please visit www.lupin.com for more information.
Follow us on Twitter: www.twitter.com/LupinGlobal | LinkedIn: www.linkedin.com/company/lupin/

Facebook: www.facebook.com/LupinWorld/

For further information or queries please contact —

Arvind Bothra Manjira Sharma

Head — Investor Relations and Corporate Communications General Manager — Corporate Communications
Email: arvindbothra@lupin.com Email: manjirasharma@lupin.com

Tel: +91 22 6640 8237 Tel: +91 22 6640 2532

*Safe Harbor Statement

References:-

1. NaMuscla Summary of Product Characteristics, Assistance Publique — Hopitaux de Paris (AP-HP) sponsor of MYOMEX

2. Emery AE et al. Neuromuscular Disorders 1991

3.  Meola G, Sansone V. Therapy in myotonic disorders and in muscle channelopathies. Neurol Sci. 2000;21(5 Suppl):5953-61. Epub
2001/05/31

4.  Zerylnick C, Torroni A, Sherman S, et al. Normal Variation at the Myotonic Dystrophy Locus in Global Human Populations.
Am J Hum Genet. 1995;56:123-130

5.  https://ghr.nlm.nih.gov/condition/myotonic-dystrophy#statistics

Page 2 of 2


http://www.lupin.com/
http://www.twitter.com/LupinGlobal
http://www.linkedin.com/company/lupin/
http://www.facebook.com/LupinWorld/
mailto:arvindbothra@lupin.com
mailto:manjirasharma@lupin.com
http://www.lupin.com/safeharborstatement/

		2020-06-08T10:19:56+0530
	RAJVARDHAN VISHNU SATAM




