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Sponsor: Allergan In¢. California 92623

Manufacturer of Drug Substance: ET—

Drug: Cyclosporine ophthalmic emulsion

Code Name: AGN 192371

Generic Name: Cyclosporine Ophthalmic Emulsion, 0.05% preservative free.

Trade Name: RESTASIS (proposed)

Chemical Name: Cyclo(([{E}-(2s,3R,4R)~3~hydroxy-4-methyl-2~{methylamino)-6-
octenoyl]-L-2aminobutyryl-N-methylglycyl-N-methyl-L-leucyl-L-valyl-N-methyl-
L-leucyl-L-alanyl-D-alanyl-N-methyl-L-leucyl-N-methyl~-L-leucyl~N-methyl~L-
valylj

CAS Registry Number: 059865~13-3

Molecular Formula: Ce; Hinn N1y Oj,. Molecular Weight: 1202.6

Structure:
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NDA 21-023

/
Relevant NDA: 50-733, — —_ 50-574 and 50-573

r
Relevant IND: 32,133 and ——
Relevant DMF: DMF ~—— Type 1, DMF -~ type III

Drug Class: Immunosuppressant and immunomodulator.

Indication: ;

e e s e e

Clinical formulation:

Cyclosporine, USP, 0.05% or 0.1% w/w

Castor oil PhEur, -
(-o-’_‘-—-_‘_'—&____—
Polysorbate 80 NF

Carbomer 1342 NF —_—
Glycerine USP, .

Sodium hydroxyide USP, _
Purified water USP,

Route of administration: Topical, instilled in eyes .

Proposed clinical use: The ophthalmic emulsion will be used topically for the
treatment of KCS.

The propeosed dose is: Ophthalmic drops 0.05% Cyclosporine, one drop in each
eye, twice a day approximately 12 hours apart

Disclaimer: The sponsor submitted a letter of authorization from Novartis
dated April 27, 1998 for cross-referencing all Cyclosporine INDs and NDAs.

Introduction and drug history:

Cyclosporine (CSA) is a cyclic polypeptide extracted from the fungus
Beauveria nivea. It is an immunosuppressive agent approved for the treatment
of the rejection of organ transplants, rheumatoid arthritis and psoriasis,
Cyclosporine 0.2% ophthalmic ointment is approved for the treatment of
chronic KCS in dogs. It CSA has also been investigated for several autoimmune
and inflammatory diseases of the eye e.g. uveitis and Behcet’s disease etc.
The mode of action of CSA is through the inhibition of release of several
cytokines e.g. IL-2, IL-3, IL-4, INF, GM-CSF and TNF. Most recently CSA has
been shown to increase the transcription of TGE-P. In the present NDA the
sponsor submitted study reports for thé efficacy and safety of CSA for the
treatment of keratoconjunctivitis sicca (dry eye) with or without Sjogren
syndrome. Dry eye conditions result from reduced secretion of the tear from
acinar epithelial cells in the eye. Experimental studies shown that invasion

of T lymphocytes in the secretory gland affect the function of acinar
epithelial.
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The sponsor proposed that the local application of CSA would inhibit the T
lymphocyte functions, reduce apoptosis of the epithelial, improve and restore
the tear secretion.

Pharmacology:

The sponsor has submitted literature citations on the mechanism of actions of
Cyclosporine and its effects in KCS in animal models. Summaries of some of
these citations are presented in the review. However, the reviewer does not
agree with the efficacy claims in the published papers for the indications
not approved by the Agency.

Mechanism of action:
Page 011, wvol 21: N

The sponsor referred to several published papers on the immunosuppressive
effect of Cyclosporine (CSA). However, the review written by Borel et al.
Adv. Pharmacelogy 35, 115 provided a detailed analysis of its mode of action.
CSA inhibits both humoral and cell mediated immunity. It is effective in
chronic immune mediated inflammatory conditions and inhibition of graft
rejection. The effect of CSA has been demonstrated in several inflammatory
conditions including autoimmune uveitis, psoriasis, idiopathic nephrotic
syndrom and rheumatoid arthritis.

, :
CSA inhibits the functicn of T- lfmphocytes without affecting the function of
phagocytes or hemopoietic stem cells. The mechanism of CSA involves
inhibition of cytokine release from the helper T cells. CSA binds with
cytosolic protein known as cyclophilin. The CSA-cyclophilin complex inhibits
calcium calmodulin-dependent protein calcineurine. Inhibition of calcineurine
phosphatase activity by CSA-cyclophilin complex contributes to the inhibition
of the function transcription factors e.g. NFAT and NFxB. The inhibition of
the nucleotide regulatory factors results in the down regulation of the
cytokine gene expression. CSA also has antagenistic effect on prolactin.

It is suggested that inhibition of prolactin contribute to the
antiinflammatory effect of CSA.

Drug activity related to proposed indication:

Page 239, wvol 21:

The sponsor cited several published Papers on the effect of CSA in KCS in
animals.

1. Role of apoptosis in the pathogenesis of canine keratoconjunctivitis

sicca: The effect of topical Cyclesporine A therapy. Gao et al. Cornea, 17
(6}, 654-663, 1998.

The authors stated that T lymphocytic infiltration was detected in the
biopsies of lacrimal glands of dogs with spontanecus chronic idiopathic Kcs.
Apoptosis of the lymphocytes, lacrimal acinar epithelial and conjunctival
epithelial cells were evaluated in spontaneous idiopathic KCS in dogs. The
role of CSA in the apoptosis process has been discussed. Dogs that were
clinically diagnosed with KCS were enrolled. Ten dogs with KCS were treated
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with 0.2% C5A ophthalmic emulsion, three dogs with KCS were treated with the
vehicle and another four normal dogs were used as the baseline control.
Treated animals were dosed with one drop of CSA or the vehicle in each eye
twice a day for 13 weeks. Lubricant eyedrops were applied at noon between the
treatments. For the biopsy procedures, dogs were treated with atropine
subcutaneously, anesthetized with i.v injections of Valium and XKetamine and
treated with topical proparacaine. Doses of the treatment have not been
mentioned. Biopsy specimens were obtained from the lacrimal glands and
conjunctiva before and after 13 weeks of the treatment. Apoptotic cells were
labelled and examined under light microscope. The apoptotic process was
confirmed by DNA fragmentation analysis. Furthermore, monoclonal antibodies
against fas-ligand, polyclonal antibodies against fas-ligand and monoclonal
antibody against bcl-2 expressed proteins were used to show distribution of
apoptotic receptor sites in the cell. Results indicated that the vehicle
treated dogs had increase in the apoptosis of acinar, conjunctival epithelial
cells and decrease in the apoptosis of the lymphocytes when compared to the
normal dogs. The process was reversed after the treatment with CSA topically.
It was concluded that suppression of apoptosis of lymphocytes and induction
of apoptosis of epithelial cells of lacrimal glands and conjunctiva were the

characteristic features of KCS in dogs. CSA treatment modulated the apoptic
process.

Page 308, vol 21:

2. The sponsor has provided a review on KCS in dogs and the effect of CSA.
The review was published by Kaswan and Salisbury, Vet clinics of North
America, 20, 583, 1990. The review provided information covered by the
citation described above. In addition, the review addressed the issue that
the effect of CSA could be dus to the irritant property of the drug. However,
commonly known irritants are not effective in treating KCS. Therefore, the
pharmacodynamic effect of CSA in KCS is not likely to be mediated by the
irritant effect of CSA. The article also discussed about the opportunistic
infections in the cornea and conjunctiva. However, the risk may be similar to
corticosteroids. The issue of bioavailability of CSA in the lacrimal gland
was raised in the publication. However, data on the CSA level in the lacrimal
gland have not been provided.

Page 339, vol 21

3. Characteristics of a canine model of KCS: effective treatment with topical
Cylosporine. By Kaswan. Lacrimal gland, tear film and dry eye syndromes,
Edited by D.A. Sullivan, Plenum Press, N.Y 1994.

The review stated the mode of action of CSA for the treatment of KCS is as
follows.

a. Modulation of cytokine production in the lacrimal gland.

b. Decreased recruitment of auto reactive lymphocytes from the conjunctiva to
the lacrimal gland.

¢. A direct neurcohormonal effect of CSA mediated through prolactin receptors
identified on lacrimal acinar epithelium. Prolactin is considered to be a
natural ligand for cyclophilin. However, role of prolactin receptor in the

. Tacrimal gland and its relationship to the effect of CSA is not clearly

knovm.

DOCKET
ALARM

4

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Nsights

Real-Time Litigation Alerts

g Keep your litigation team up-to-date with real-time
alerts and advanced team management tools built for
the enterprise, all while greatly reducing PACER spend.

Our comprehensive service means we can handle Federal,
State, and Administrative courts across the country.

Advanced Docket Research

With over 230 million records, Docket Alarm’s cloud-native
O docket research platform finds what other services can't.
‘ Coverage includes Federal, State, plus PTAB, TTAB, ITC
and NLRB decisions, all in one place.

Identify arguments that have been successful in the past
with full text, pinpoint searching. Link to case law cited
within any court document via Fastcase.

Analytics At Your Fingertips

° Learn what happened the last time a particular judge,

/ . o
Py ,0‘ opposing counsel or company faced cases similar to yours.

o ®
Advanced out-of-the-box PTAB and TTAB analytics are
always at your fingertips.

-xplore Litigation

Docket Alarm provides insights to develop a more
informed litigation strategy and the peace of mind of

knowing you're on top of things.

API

Docket Alarm offers a powerful API
(application programming inter-
face) to developers that want to
integrate case filings into their apps.

LAW FIRMS

Build custom dashboards for your
attorneys and clients with live data
direct from the court.

Automate many repetitive legal
tasks like conflict checks, document
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks
for companies and debtors.

E-DISCOVERY AND

LEGAL VENDORS

Sync your system to PACER to
automate legal marketing.

WHAT WILL YOU BUILD? @ sales@docketalarm.com 1-866-77-FASTCASE




