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COMPOSITIONS AND METHODS OF USING NINTEDANIB FOR
TREATING OCULAR DISEASES WITH ABNORMAL
NEOVASCULARIZATION

CLAIM OF PRIORITY

This application claims the benefit of U.S. Provisional Patent Application Serial No.
62/344.,878, filed on June 02, 2016 and U.S. Provisional Patent Application Serial No.
62/344,870, filed on June 02, 2016, the entire contents of each are hereby

incorporated by reference.

TECHNICAL FIELD
The present disclosure relates to ocular compositions and methods of using
nintedanib for the treatment and prevention of graft rejection in high-risk corneal
transplant patients, and for the treatment of eye diseases involving abnormal

neovascularization in the front part of the eye.

BACKGROUND
Abnormal neovascularization is involved in many diseases in the front part of
the eye. Abnormal neovascularization is involved with graft rejection in high-risk
corneal transplant patients. Current treatments for many of these indications need
improvements. The methods disclosed herein address the problems in current

treatments and provide improved treatments for these diseases.

SUMMARY
In certain aspects, the disclosure provides a method for treating eye diseases

involving abnormal neovascularization in the front part of the eye, the method
comprising an effective amount of administering nintedanib or a pharmaceutically
acceptable salt thereof to the eye of a subject in need of such treatment. In certain
aspect, the disclosed methods treat, prevent, or delay onset of graft rejection in
corneal transplant patients. For example, the disclosed methods treat, prevent, or
delay onset of graft rejection in corneal transplant patients with high risk of graft

rejection. In certain aspect, the disclosed methods are performed before operation, in
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conjunction with operation or after operation, to prevent graft rejection in high-risk
corneal transplant.

In certain aspect, nintedanib is administered in the form of a topical ocular
formulation administered topically to the affected eye. In certain aspect, the
concentration of nintedanib in the formulation is from 0.001% to 10% by weight or by
volume the total amount of composition. For example, an aqueous composition
comprises 0.001%, 0.01%, 0.1%, 0.5%, 1.0%, 1.5%, 2.0%, 5.0% or up to 10%
nintedanib. In certain aspect, the topical ocular formulation is a solution, a
suspension, gel, or an emulsion. In another aspect, nintedanib is administered in the
form of an implant or semi-solid sustained release formulation injected into the
affected eve. In certain aspect, the amount of nintedanib in the implant is from 1 ug to
100 mg.

The term “subject” refers to an animal or human, or to one or more cells
derived from an animal or human. Preferably, the subject is a human. Subjects can
also include non-human primates. A human subject can be known as a patient.

Unless otherwise defined, all technical and scientific terms used herein have
the same meaning as commonly understood by one of ordinary skill in the art to
which this invention belongs. Methods and materials are described herein for use in
the present invention; other suitable methods and materials known in the art can also
be used. The materials, methods, and examples are illustrative only and not intended
to be limiting. All publications, patent applications, patents, sequences, database
entries, and other references mentioned herein are incorporated by reference in their
entirety. In case of conflict, the present specification, including definitions, will
control.

Other features and advantages of the invention will be apparent from the

following detailed description and figures, and from the claims.

DESCRIPTION OF DRAWINGS
Figure 1 is a schematic diagram demonstrating an exemplary mechanism to
prevent graft rejection in high-risk corneal transplant patients according to the present
disclosure.
Figure 2A and 2B are graphs demonstrating the reduced cornea
neovascularization in the presence of nintedanib in a rabbit cornea suture model.

Figure 2A provides results on day 12 and Figure 2B provides results on day 14. The
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area of cornea neovascularization are shown for each treatment groups (CBT-1 =
nintedanibe ocular formlation: 0.2% CBT-1 BID, 0.2% CBT-1 TID; 0.05% CBT-1
BID, 0.0.5% CBT-1 TID; vehicle control TID. T-test significance levels comparing

each group vs vehicle are shown by asterisk symbols.

DETAILED DESCRIPTION

Corneal transplant is a common surgical procedure. Although the overall
success of corneal transplant is good, graft failure is still a problem in some high-risk
patients. These patients have high inflammation and neovascularization in the host
bed that confers increased immune responses and rejection of allograft (Yu et al.
World J Transplant. 2016;6(1):10-27). Oral immunosuppressive drugs are sometimes
used to reduce the risk of graft failure but they have systemic side effects. The
disclosed methods will inhibit vascular endothelial growth factor (“VEGF™) and
platelet-derived growth factor (“PDGFR”) mediated excess neovascularization and
attenuate VEGF and fibroblast growth factor (“FGF”) related immune responses to
prevent graft rejection in high-risk patients. The mechanism is illustrated in Figure 1.

In addition to corneal graft rejection, the disclosed methods can be used to
treat any ocular indications involving abnormal neovascularization in the front part of
the eye. These indications include graft versus host disease, atopic conjunctivitis,
ocular rosacea, ocular pemphigoid, Lyell’s syndrome, neovascularization induced by
viral, bacterial, fungal, or parasitic infection, contact lens induced neovascularization,
ulceration, alkali burns, stem cell deficiency, pinguecula, neovascular glaucoma, dry
eye diseases, Sjogren's syndrome, Meibomian gland dysfunction, Steven Johnson
syndrome, tumor in the eye.

The terms “treatment”, “treating”, “treat” and the like are used herein to
generally refer to obtaining a desired pharmacologic and/or physiologic effect. The
effect can be prophylactic in terms of completely or partially preventing a disease or
symptom(s) thereof and/or may be therapeutic in terms of a partial or complete
stabilization or cure for a disease and/or adverse effect attributable to the disease. The
term “treatment” encompasses any treatment of a disease in a mammal, particularly a
human, and includes: (a) preventing the disease and/or symptom(s) from occurring in
a subject who may be predisposed to the disease or symptom but has not vet been
diagnosed as having it; (b) inhibiting the disease and/or symptom(s), i.e., arresting
their development; or (¢) relieving the disease symptom(s), i.e., causing regression of

3
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the disease and/or symptom(s). Those in need of treatment include those already
inflicted (e.g., those with increased corneal neovascularizatoin, etc.) as well as those
in which prevention is desired.

Nintedanib {Methyl (3Z)-3-{[(4-{methyl|(4-methylpiperazin-1-yl) acetyl]
amino} phenyl)amino] (phenyl)methylidene}-2-ox0-2,3-dihydro-1H-indole-6-
carboxylate}is a kinase inhibitor as described herein. Nintedanib inhibits primarily
receptor tyrosine kinases including, for example vascular endothelial growth factor
receptor (VEGFR 1-3), platelet-derived growth factor receptor (PDGFR a and p),
fibroblast growth factor receptor (FGFR 1-4).

Formulations and Dosing Regimen

The methods described herein include the manufacture and use of
pharmaceutical compositions, which include compounds identified by a method
described herein as active ingredients. Also included are the pharmaceutical
compositions themselves.

Pharmaceutical compositions typically include pharmaceutically acceptable
excipients. As used herein the language “‘pharmaceutically acceptable excipient” or
“pharmaceutically acceptable carrier” includes saline, solvents, dispersion media,
coatings, antibacterial and antifungal agents, isotonic and absorption delaying agents,
and the like, compatible with pharmaceutical administration.

The phrase "pharmaceutically acceptable salt" as used herein means those salts
of a compound of interest that are safe and effective for administration to a mammal
and that possess the desired biological activity. Pharmaceutically acceptable acid salts
include, but are not limited to hydrochloride, hydrobromide, hydroiodide, nitrate,
sulfate, bisulfate, phosphate, acid phosphate, I 0 isonicotinate, carbonate, bicarbonate,
acetate, lactate, salicylate, citrate, tartrate, propionate, butyrate, pyruvate, oxalate,
malonate, pantothenate, bitartarte, ascorbate, succinate, maleate, gentisinate,
fumarate, gluconate, glucaronate, saccharate, formate, benzoate, glutamate,
methanesulfonate, thanesulfonate, benzenesulfonate, p-toluenesulfonate and pamoate
(i.e., I, I'methylene-bis-(2-hydroxy-3-naphthoate )) salts. Suitable base salts include,
but are not limited to, 15 aluminum, calcium, lithium, magnesium, potassium, sodium,
zinc, bismuth, and diethanolamine salts.

Methods of formulating suitable pharmaceutical compositions are known in

the art, see, e.g., Remington: The Science and Practice of Pharmacy, 21st ed., 2005;
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and the books in the series Drugs and the Pharmaceutical Sciences: a Series of
Textbooks and Monographs (Dekker, NY). For example, solutions, suspensions,
creams, ointments, Gels, gel-forming liquid, suspension containing liposomes or
micelles, spray formulation, or emulsions used for ophthalmic application can include
the following components: a sterile diluent such as water for injection, saline
solution, fixed oils, polyethylene glycols, glycerin, propylene glycol or other synthetic
solvents; antibacterial agents; antioxidants; chelating agents; buffers such as acetates,
citrates or phosphates and agents for the adjustment of tonicity such as sodium
chloride or dextrose. The pH can be adjusted with acids or bases, such as hydrochloric
acid or sodium hydroxide.

The pharmaceutical composition disclosed herein may include a
“therapeutically effective amount” of an agent described herein. Such effective
amounts can be determined based on the effect of the administered agent, or the
combinatorial effect of agents if more than one agent is used. A therapeutically
effective amount of an agent may also vary according to factors such as the disease
state, age, sex, and weight of the individual, and the ability of the compound to elicit a
desired response in the individual, e.g., amelioration of at least one disorder parameter
or amelioration of at least one symptom of the disorder. A therapeutically effective
amount is also one in which any toxic or detrimental effects of the composition are
outweighed by the therapeutically beneficial effects.

Effective doses of the compositions of the present disclosure, for the treatment
of conditions vary depending upon many different factors, including means of
administration, target site, physiological state of the subject, whether the subject is
human or an animal, other medications administered, and whether treatment is
prophylactic or therapeutic. Treatment dosages can be titrated using routine methods
known to those of skill in the art to optimize safety and efficacy.

Pharmaceutical compositions suitable for injectable use can include sterile
aqueous solutions (where water soluble) or dispersions and sterile powders for the
extemporaneous preparation of sterile injectable solutions or dispersion. It should be
stable under the conditions of manufacture and storage and must be preserved against
the contaminating action of microorganisms such as bacteria and fungi. The carrier
can be a solvent or dispersion medium containing, for example, water, ethanol, polyol
(for example, glycerol, propylene glycol, and liquid polyetheylene glycol, and the

like), and suitable mixtures thereof. The proper fluidity can be maintained, for
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example, by the use of a coating such as lecithin, by the maintenance of the required
particle size in the case of dispersion and by the use of surfactants. Prevention of the
action of microorganisms can be achieved by various antibacterial and antifungal
agents, for example, parabens, chlorobutanol, phenol, ascorbic acid, thimerosal, and
the like. In many cases, it will be preferable to include isotonic agents, for example,
sugars, polyalcohols such as mannitol, sorbitol, and sodium chloride in the
composition. Prolonged absorption of the injectable compositions can be brought
about by including in the composition an agent that delays absorption, for example,
aluminum monostearate and gelatin.

Sterile injectable solutions can be prepared by incorporating the active
compound in the required amount in an appropriate solvent with one or a combination
of ingredients enumerated above, as required, followed by filtered sterilization.
Generally, dispersions are prepared by incorporating the active compound into a
sterile vehicle, which contains a basic dispersion medium and the required other
ingredients from those enumerated above. In the case of sterile powders for the
preparation of sterile injectable solutions, the preferred methods of preparation are
vacuum drying and freeze-drying, which yield a powder of the active ingredient plus
any additional desired ingredient from a previously sterile-filtered solution thereof.

In one embodiment, the therapeutic compounds are prepared with carriers that
will protect the therapeutic compounds against rapid elimination from the body, such
as a controlled release formulation, including implants and microencapsulated
delivery systems. Biodegradable, biocompatible polymers can be used, such as
ethylene vinyl acetate, polyanhydrides, polyglycolic acid, collagen, polyorthoesters,
and polylactic acid. Such formulations can be prepared using standard techniques, or
obtained commercially.

The pharmaceutical compositions can be included in a container, pack, or
dispenser together with instructions for administration.

Compositions and formulations of nintedanib, can be administered topically or
as an injection of semi-solid formulation or solid implant, or by any other suitable
methods known in the art. While it is possible to use the agent disclosed herein for
therapy as is, it may be preferable to administer the agent as a pharmaceutical
formulation, e.g., in admixture with a suitable pharmaceutical excipient, diluent, or
carrier selected with regard to the intended route of administration and standard

pharmaceutical practice. Pharmaceutical formulations include at least one active
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compound, in association with a pharmaceutically acceptable excipient, diluent,
and/or carrier.

Administration of a composition or formulation can be once a day, twice a
day, three times a day, four times a day or more often. Frequency may be decreased
during a treatment maintenance phase of the treatment, e.g., once every second or
third day instead of every day or twice a day. The dose and the administration
frequency can be adjusted based on the judgment of the treating physician, for
example, taking into account the clinical signs, pathological signs and clinical and
subclinical symptoms of a disease of the conditions treated with the present methods,
as well as the patient's clinical history.

It will be appreciated that the amount of an agent disclosed herein required for
use in treatment will vary with the route of administration, the nature of the condition
for which treatment is required, and the age, body weight and condition of the patient,
and will be ultimately at the discretion of the attendant physician. Compositions will
typically contain an effective amount of nintedanib. Preliminary doses can be
determined according to animal tests, and the scaling of dosages for human
administration can be performed according to art-accepted practices.

Length of treatment, i.e., number of days, will be readily determined by a
physician treating the subject; however, the number of days of treatment may range
from about 1 day to about 365 days. As provided by the present methods, the efficacy
of treatment can be monitored during the course of treatment to determine whether the
treatment has been successful, or whether additional (or modified) treatment is
necessary.

Dosage, toxicity and therapeutic efficacy of the therapeutic compounds can be
determined by standard pharmaceutical procedures in cell cultures or experimental
animals, e.g., for determining the LD50 (the dose lethal to 50% of the population) and
the ED50 (the dose therapeutically effective in 50% of the population). Dosage forms
for nintedanib can be readily determined by the ordinarily skilled artisan, and can e.g.,
be obtained in animal models and in clinical studies reported in the literatures, for
determining dosage, safety and efficacy according to standard methods known in the
art. The exact formulation, route of administration and dosage can be chosen by the
individual physician in view of the patient's condition.

Compositions for use in the present methods may include nintedanib at a

concentration of 0.001% to 10% by weight or by volume the total amount of
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composition. For example, an aqueous composition comprises 0.001%, 0.01%, 0.1%,
0.5%, 1.0%, 1.5%, 2.0%, 5.0% or up to 10% nintedanib.

As will be familiar to those skilled in the art, administration to the eye of an
aqueous solution may be in the form of “drop” or number of drops (e.g. of nintedanib
solution) from a dropper or pipette or other dedicated sterile devices. Such drops will
typically be up to S0 microliters in volume, but maybe smaller e.g. less than 10

microliters.

EXAMPLES
The invention is further described in the following examples, which do not

limit the scope of the invention described in the claims.

Example 1: Rabbit Cornea Suture Model
The rabbit cornea suture model of neovascularization demonstrates the
method’s ability to reduce abnormal corneal neovascularization.

Topical ocular formulations

Topical compositions comprising 0.2% or 0.05% nintedanib in 10% 2-
hydroxypropyl beta cyclodextrin in phosphate buffer solution, pH 7.4 were prepared.

Animals and treatment procedure

Thirty female Zealand White rabbits were used to perform the study. Briefly,
five sutures were placed in the upper comea of the right eye of each animal on Day 1
to induce neovascularization. The animals were treated in both eyes with either drug,

vehicle or saline as described in Table 1.
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Table 1

Days 1to 7 3 Saline Once daily 6 females
4 Saline Once daily 6 females
5 Saline Once daily 6 females
1 0.2% nintedanib solution BID 6 females
2 0.2% nintedanib solution TID 6 females

S :
Days 8 to 3 0.05% nmtedamb BID 6 females

15 SOIUtON

S :

4 0.05% nintedanib TID 6 females
solution

5 Saline ((()(I))s)) Vehicle TID 6 females

BID: Twice per day (approximately 10 to 12 hours apart). TID: Three times per day (approximately 6 to
8 hours apart). OD= right eye. OS= left eye.

Both eyes were dosed, the dose volume was approximately 40 puL/eye.

Note: The first dose of saline on Day 1 was done 4 hr post suture placement.

During the study, the animals were closely observed for various ocular
indications as well as general physical conditions including body weight. Ocular
images were taken on days 7, 10, 12, 14, 21, 28 for analysis of hyperemia.

Data analysis

NIH Imagel® software was used to analyze the ocular images. Each image
was opened in ImageJ®, the scale was calibrated using the ruler in the photograph and
the neovascularized area on the cormea near the suture was selected by the selection
tool. The areain mm? was calculated by measurement tool in the software, recorded
in excel and the image was captured and saved. Two-tailed t-TEST was used to
determine whether pairs of groups are significantly different. The results were plotted
as histograms of average with standard deviation for easy comparison.

Results and discussions

As shown in Figure 2A and 2B, nintedanib had a marked inhibitory effect on
suture-induced neovascularization in the rabbit cornea 12 and 14 days after the suture
induction. Higher dose of 0.2% nintedanib showed better efficacy than 0.05%
nintedanib, while more frequent dosing regimen of TID dosing showed higher
efficacy compared with BID dosing.

In summary, nintedanib strongly inhibited corneal neovascularization induced

by suture. The strong activity is likely due to the special target profile of nintedanib
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that has potent activities against VEGFR1-3 and FGFR1-2. These results support the

methods disclosed here.

Example 2: Mouse corneal graft rejection model

In this example, cornea of C57BL/6 mice would be transplanted onto BALB/c
mice cornea as described (Sonoda et al. Invest Ophthalmol Vis Sci. 1995
Feb;36(2):427-34; Invest Ophthalmol Vis Sci. 2000 Mar;41(3):790-8.; Yamagami et
al. Invest Ophthalmol Vis Sci. 2001 May;42(6):1293-8). The suture would be
removed on day 7 after transplant. The mice would be divided into two groups.
Group 1 would be treated with the nintedanib 0.2% solution and group 2 with the
vehicle solution. Treatment would start immediately after transplant, TID for 8
weeks. The comeal opacity and graft rejection will be assessed weekly for 8 weeks as
described.

The nintedanib treated group would show a significantly increased survival of
the graft (lower rejection rate) over the 8 weeks of experiment. The result would

indicate that the nintedanib 0.2% solution can prevent corneal graft rejection.

Example 3: Formulations
Nintedanib Ophthalmic Solution

The drug product is an isotonic ophthalmic solution prepared in 2-hydroxypropyl beta
cyclodextrin or other similar cyclodextrins, and buffer solution, pH range from 5.5 to 8.0.
Other viscosity, lubricant, preservative agents might be added to enhance functionality of the

formulation. The compositions of the ophthalmic solution are disclosed in Table 2.

Table 2 Nintedanib Ophthalmic Solution
1 dient Functions Concentration Range
ngredients

g (Yow/v)
CBT-001 (Nintedanib free Active Pharmaceutical Ingredient 0.001 -10
base)
Sodium Viscosity Agent/dry eye relief 0-1
carboxymethylcellulose
Pemulen TR Viscosity Agent 0-02

10
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] Functions Concentration Range
Ingredients

(%%ow/v)
Polyvinyl alcohol Viscosity/Lubrication Agent 0-15
Hypromellose Lubricant/dry eye relief 0-1
Carbomers Lubricant/dry eye relief 0-05
Carmellose sodium Lubricant/dry eye relief 0-1
Sodium hyaluronate Lubricant/dry eye relief 0-15
Polyethylene glycol 400 Lubricant/dry eye relief 0-04
Propylene glycol Lubricant/dry eye relief 0-0.6
2-hydroxypropyl beta Solubilizer 0-10
cyclodextrin
Sulfobutyl-beta- Solubilizer 0-10
cyclodextrin
Randomly methylated beta- Solubilizer 0-5
cyclodextrin
a-cyclodextrin Solubilizer 0-4
p-cyclodextrin Solubilizer 0-1
y-cyclodextrin Solubilizer 0-1
Poloxamer 188, or 237, or Solubilizer/lubricant 0-5
407
Polysorbate 80 Solubilizer/lubricant/surfactant 0-1
Edetate disodium Chelating Agent/Preservative 0-0.01
Benzalkonium chloride Preservative 0-002
Sodium phosphate Buffer Agent 0-043
monobasic monohydrate
Sodium phosphate dibasic Buffer Agent 0-0.8
heptahydrate
Boric acid Buffer Agent 0-0.6
Sodium borate, Buffer Agent 0-10.045
decahydrate
Citric acid, monohydrate Buffer Agent/preservative 0-0.13
Sodium citrate, dihydrate Buffer Agent/preservative 0-0.45
Glycerin Tonicity Agent 0-22
Sodium chloride Tonicity Agent 0-0.83
IN Sodium hydroxide pH Adjustment
IN Hydrochloric acid pH55-8.0
Water for injection Vehicle Q.S.t0 100

Nintedanib Ophthalmic Suspension

11
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The drug product is an isotonic ophthalmic suspension prepared in

carboxymethylcellulose sodium and buffer solution, pH range from 5.5 to 8.0. The

drug particle sizes are reduced to below 40 micron. Other viscosity, lubricant,

solubilizer, and preservative agents might be added to enhance functionality of the

formulation suspension. The compositions are disclosed in Table 3.

Table 3 Nintedanib Ophthalmic Suspension
] Functions Concentration Range
Ingredients

(Yow/v)
CBT-001 (Nintedanib free Active Pharmaceutical 0.001 - 10
base) Ingredient
Sodium Viscosity Agent/dry eye relief 0-1
carboxymethylcellulose
Pemulen TR Viscosity Agent 0-0.2
Polyvinyl alcohol Viscosity/Lubrication Agent 0-15
Hypromellose Lubricant/dry eye relief 0-1
Carbomers Lubricant/dry eye relief 0-05
Carmellose sodium Lubricant/dry eye relief 0-1
Sodium hyaluronate Lubricant/dry eye relief 0-15
Polyethylene glycol 400 Lubricant/dry eye relief 0-04
Propylene glycol Lubricant/dry eye relief 0-0.6
2-hydroxypropyl beta Solubilizer 0-10
cyclodextrin
Sulfobutyl-beta- Solubilizer 0-10
cyclodextrin
Randomly methylated beta- Solubilizer 0-35
cyclodextrin
a-cyclodextrin Solubilizer 0-4
p-cyclodextrin Solubilizer 0-1
y-cyclodextrin Solubilizer 0-1
Poloxamer 188, or 237, or Solubilizer/lubricant 0-5
407
Polysorbate 80 Solubilizer/lubricant/surfactant 0-1
Edetate disodium Chelating Agent/Preservative 0-0.01
Benzalkonium chloride Preservative 0-0.02

12
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) Functions Concentration Range
Ingredients

(%owl/v)
Sodium phosphate Buffer Agent 0-043
monobasic monohydrate
Sodium phosphate dibasic Buffer Agent 0-0.8
heptahydrate
Boric acid Buffer Agent 0-0.6
Sodium borate, Buffer Agent 0-10.045
decahydrate
Citric acid, monohydrate Buffer Agent/preservative 0-0.13
Sodium citrate, dihydrate Buffer Agent/preservative 0-0.45
Glycerin Tonicity Agent 0-22
Sodium chloride Tonicity Agent 0-0.83
IN Sodium hydroxide pH Adjustment
IN Hydrochloric acid pH55-8.0
Water for injection Vehicle Q.S.t0 100

Nintedanib Ophthalmic Emulsion

The drug product is an isotonic ophthalmic emulsion. The drug is dissolved in
the mixture oil phase and emulsifier excipients which is then emulsified and mixed
with an aqueous phase with pH range from 5.5 to 8.0. Other viscosity, lubricant,
solubilizer, and preservative agents might be added to enhance functionality of the

emulsion formulation. The compositions are disclosed in Table 4.

13
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Table 4 Nintedanib Ophthalmic Emulsion
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Ingredients Functions Concentration
(% wiw)
CBT-001 (Nintedanib free Active Pharmaceutical Ingredient 0.001 - 10
base)
Castor oil Oil solvent 0-1.25
Polyoxyl-40-Stearate Emulsifier 0-0.25
Polysorbate 80 Solubilizer/Emulsifier/Surfactant 0-1
Sulfobutyl-p-cyclodextrin Solubilizer 0-5
2-Hydroxypropyl-beta- Solubilizer 0-5
cyclodextrin
Randomly methylated beta- Solubilizer 0-5
cyclodextrin
a-cyclodextrin Solubilizer 0-4
p-cyclodextrin Solubilizer 0-1
y-cyclodextrin Solubilizer 0-1
Glycerin Tonicity Agent 0-22
Sodium Chloride Tonicity Agent 0-0.83
Pemulen TR2 Viscosity Agent 0-0.1
Sodium Viscosity Agent 0-05
carboxymethylcellulose
Polyvinyl alcohol Viscosity/Lubrication Agent 0-15
Hypromellose Lubricant/dry eye relief 0-1
Carbomers Lubricant/dry eye relief 0-05
Carmellose sodium Lubricant/dry eye relief 0-1
Sodium hyaluronate Lubricant/dry eye relief 0-15
Polyethylene glycol 400 Lubricant/dry eye relief 0-04
Propylene glycol Lubricant/dry eye relief 0-0.6
Poloxamer 188, or 237, or Solubilizer/lubricant 0-5
407
Boric acid Buffer 0-0.6
Sodium borate, Buffer 0-0.045
decahydrate
Citric acid, monohydrate Buffer/preservative 0-0.13
Sodium citrate, dihydrate Buffer/preservative 0-0.45
Sodium phosphate, Buffer 0-043
monobasic monohydrate
Sodium phosphate dibasic Buffer 0-0.8

heptahydrate
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Ineredients Functions Concentration
g (% wiw)
IN & 5N Sodium pH Adjustment pH5.5-8.0
hydroxide
IN Hydrochloric acid
Water for injection Aqueous Vehicle Q.S. 100

Nintedanib Sustained Release Semi-Solid Formulation

The drug product is an isotonic sustained release semi-solid formulation. The

drug is dissolved and/or suspended in a semi-solid medium with pH range from 5.5 to

8.0. Other viscosity, lubricant, solubilizer, and preservative agents might be added to

enhance functionality of the sustained release semi-solid formulation. The

compositions are disclosed in Table 5.

Table 5 Sustained Release Semi-Solid Formulation
Ineredients Functions Concentration

g (% wiw)
CBT-001 (Nintedanib free Active Pharmaceutical Ingredient 0.001 - 10
base)
Xanthan Gum Viscosity/Thickener 0-10
Hydroxypropyl Viscosity/Thickener 0-10
methylcellulose
Sodium hyaluronate Viscosity/Thickener 0-5
Hyaluronic acid Viscosity/Thickener 0-5
Boric acid Buffer 0-0.6
Sodium borate, Buffer 0-0.045
decahydrate
Citric acid, monohydrate Buffer/preservative 0-0.13
Sodium citrate, dihydrate Buffer/preservative 0-0.45
Sodium phosphate, Buffer 0-043
monobasic monohydrate
Sodium phosphate dibasic Buffer 0-0.8
heptahydrate
IN & 5N Sodium pH Adjustment pH5.5-8.0
hydroxide
IN Hydrochloric acid
Water for injection Aqueous Vehicle Q.S. 100
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Nintedanib Sustained Release Implants

The drug product is a solid implant. The drug is mixed and blended with one
or more polymers. The mixture of drug and polymers is melted at a predetermined
temperature and extruded into a filament with a predetermined diameter size. The
formulation filament is cut into a predetermined size of segment which can be

implanted into ocular tissues. The compositions are disclosed in Table 6.

Table 6 Sustained Release Implants

Ineredients Functions Concentration

g (% wiw)
CBT-001 (Nintedanib free Active Pharmaceutical Ingredient 0.001 - 10
base)
Poly (D,L-Lactide), i.v. Polymer 0-100
0.25-0.35 dL/g
Poly (D,L-Lactide- Polymer 0-100
coglycolide) i.v. 0.14-0.22
dL/g
Poly (D,L-Lactide), i.v. Polymer 0-100
0.16-0.25 dL/g
Polyethylene Glycol 3350 Polymer 0-20
Resomer®RG7558 Polymer 0-100
Resomer®RG753H Polymer 0-100

Without limitation, an example composition, for use in the methods according to the

invention, may be modified from existing ophthalmically acceptable compositions.

OTHER EMBODIMENTS
It is to be understood that while the invention has been described in
conjunction with the detailed description thereof, the foregoing description is intended
to illustrate and not limit the scope of the invention, which is defined by the scope of
the appended claims. Other aspects, advantages, and modifications are within the

scope of the following claims.
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What is claimed is:

1. A method for treating ocular indications involving abnormal
neovascularization, comprising administering to an eye of a subject an effective
amount of nintedanib or a pharmaceutically acceptable salt thereof in a form of
topical eye drop or implant.

2, The method of claim 1, wherein the indication involving abnormal
neovascularization is corneal graft rejection after a high-risk patient received corneal
transplant.

3. For the method of claim 1, wherein nintedanib is administered in an
amount effective to prevent graft rejection by inhibiting abnormal neovascularization
and inflammation in the eye of the subject.

4. The method of claim 1, wherein the indication involving abnormal
neovascularization is graft versus host disease.

5. The method of claim 1, wherein the indication involving abnormal
neovascularization is atopic conjunctivitis.

6. The method of claim 1, wherein the indication involving abnormal
neovascularization is ocular rosacea.

7. The method of claim 1, wherein the indication involving abnormal
neovascularization is ocular pemphigoid.

8. The method of claim 1, wherein the indication involving abnormal
neovascularization is Lyell’s syndrome.

9. The method of claim 1, wherein the indication involving abnormal
neovascularization is neovascularization induced by viral, bacterial, fungal, or
parasitic infection.

10. The method of claim 1, wherein the indication involving abnormal
neovascularization is contact lens induced neovascularization.

11. The method of claim 1, wherein the indication involving abnormal
neovascularization is ulceration.

12. The method of claim 1, wherein the indication involving abnormal
neovascularization is alkali burns.

13. The method of claim 1, wherein the indication involving abnormal

neovascularization is stem cell deficiency.
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14. The method of claim 1, wherein the indication involving abnormal
neovascularization is pinguecula.

15. The method of claim 1, wherein the indication involving abnormal
neovascularization is neovascular glaucoma.

16. The method of claim 1, wherein the indication involving abnormal
neovascularization is dry eye diseases.

17. The method of claim 1, wherein the indication involving abnormal
neovascularization is Sjogren's syndrome.

18. The method of claim 1, wherein the indication involving abnormal
neovascularization is Meibomian gland dysfunction.

19. The method of claim 1, wherein the indication involving abnormal
neovascularization is Steven Johnson syndrome.

20. The method of claim 1, wherein the indication involving abnormal
neovascularization is tumor in the eye.

21. The method of claim 1, wherein nintedanib is administered in the form
of topical ocular formulation or ocular implant

22, The method of claim 21, wherein the ocular implant is in the form of a
semi-solid or solid sustained-release implant.

23. The method of claim 22, wherein the implant is injected into the eye
eye of the subject.

24, The method of claim 21, wherein the topical ocular formulation is a
topical eye drop.

25. The method of claim 21, wherein the topical ocular formulation is a
solution, suspension, cream, ointment, gel, gel-forming liquid, suspension containing

liposomes or micelles, spray formulation, or emulsion.
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TR 73 1) 75 B 00 AT R 73 o £E FH T 1) 4% G A1 AT 3 ST VA TR I R A A5 100 T 5 e a2k £ 1)
BTV R B TR AN VR, e AT S TG B e i R VA VR P 7 A 1 s 3 A AT At 3
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BRI AR

[0029]  FE—ANSLHtTT M 09T HEAL G FHEUAR S 2% , BT iR S0 DRI V6 T AL & P e
T AR P R T B 49 40 52 3R TSORE 1 75 B FE AR\ ) AR B Ak 16 R GE . T LA FH mT AR W)
R0 EI AR ISR AW, BN 2065 £ BR £ )% TG (ethylene vinyl acetate)  EE K 4
P 2 AL 5 Do I i AR 5 LR o b SIS ) 57 ] el P AR s AR 1) 6 B R DB 3R A5 o

[0030]  Z5¥ZH &I LA S5t U0 — R 0 B A A B e Bl B 2R

[0031]  JRIA JE AR 1 24 & ) FEC 1l 770 mT LA o 350 it FH B AE Sy F [ A . ) 770 s ] A AR N 40 11
VS it FH 5 B0 3o A Ak L R (AT A L e A 1 U v it o RV AT DA AR S TR
KB HATIBIT  ARAR IR iR o 24 M e 505t 490, -5t s ] ) ot P % A2 R B 14 24 57
SR T 5 e BRI A0 1 25 IR 7R R R BB AR TR 25 W I ) ) A R & D — s AL
G, UL 25 5 AT 152 (R O 77) R B 7R R / B A

[0032]  ZH & W sl C i 77 A it FH AT A& — R — R — RPIIR — R =k — R Yk Bl 5 A
20T LLAEYRIT VR T 4E R B IR B AT 6, 9 an , 5 P R — IR BB = R — K, T AN 2 &F
R IR ERAFE R IR o 7715 At FH A 2 o] DUAR F8 36 97 = I A 0 gk A7 R 8, 4, =5 F2 38 R AR
TTVEARTT IR 049 5 973 PR 1 PRAARALE o3 BRAAALE VIl R FRSIE s ARREIR 5 DA B K8 38 TR I PR3 5
[0033] Y EEfF , A SCA I HTI6 97 75 EL0 k70 20K bl it & A% 75 2596097 IR O
PR R DA B S (P AR08 AR R DL T AR 4K , I B &l VR Rk 8 . H &0l & A B L
=1 JEI8 Je A . n] LR 38 sh W0l 56 1 € W10 71 &, FF H o7 DUAR 4 AR A58 A DA S B iR 4T A
Rt FH 7] B 1A 4 T

[0034]  yBYT S IE] (RP R EO ¥ b iG T 52 k8 B B M 2% 25 Hrff o 5 SR T, ¥6 97 R A el v]
DL 21 R B Z)365K o UNATT L AR ALY, T CLAE VR Y7 ok A2 SR B Ve o7 Thak, DAL e ¥R T
FETT R, B R T TR MG (BB ) YR TT

[0035]  YRIT AL S WIIFRIE B M ANV T Th Rk ] 8 ik 41 o 5% 7R P Bl S 56 sh ) H 1) b Ak 24
FEF (1 40 AT I 2 LD50 (650 %6 B A4 B 4K 1 751 &) FED50 (50 % 1) BE A4 H v 97 6 R 55
&) ) M5E . Jeik JeAn i) 7 & 20T DL H i@ R N 5245 5 i oE , I HL AT L dn7E sh A
R RA SR A A5 () I R A FE 3R A, BT AR 4 A I8 O R B A v 7 VR 1 e N B L 1 A A
ThAS s B DI BC 5 it FH 3 42 AR5 B ] LA p A S0 I DR 4 28 2 () s 1 e % o

[0036]  HF A IEMHAEY AT LA LA &P o B 1) 4% E E AT TH0. 001 % -10 % K &
2 JRIA J A o I, & K A6 £70.001%,0.01%,0.1%,0.5%,1.0%,1.5%,2.0%,
5.0% L& £ 10% 1 )81k i .

[0037] A4 AR N 53 B AN K 0N BR 1 it FH R DA SR [ e v i B RS  B E
it FE R E R (1 Je 18 e i) “Wim B2 A A" i 2 o e S i A AR e
EIES0P T, (H 2 BT LAEE /N, /T 107500

SE e {51

[0038] DL S it 51 o it — 2 il A R B 3 S S it 510 AN BR S SOR SR A5 il (K A K
I -

(00391  SEjiti {511 - s # Hid6 5 A Y

[0040] 3 A= IfL 8 T ) e A MR 5% 5 AT 2R IR B 2% 7 vk 0/ e i ST A2 L TR 1)

6
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[0041]  J&3 B HIE A il 55

[0042] il & F0, 2 W R ER G2 I VR (pHT . 4) H10% 2— 2 I ZEBIRRIRE H1 190, 2% 5%0. 05 % J&
K Je A SRR A .

[0043]  ZMANEITHRET

[0044] g FH30 A MEMEPE 2% (4 % (Zealand White rabbit) TR . RS 2, (EE 1 K¥45
ML B T/ R A IR B b AR DL S8 AR M T R iR 1R B , 259 A
ek /K E I R R I AL EE Zh )

[0045] %1
[0046]
¢5-2h 42l ol b IR R e 5 H
1 3K | =R 6 2 M
2 3K =R 6 2 M
FLIR 3 EHK —R—K  6RMEH
4 oK —R—K | 6RIEH
5 oK —AR—K 6 R I
1 0.2% Jeik R 57 BID 6 2 Mt
2 0.2% o3k R 57 TID 6 2 Mt
%815k 3 0.05%Ri& e pis®  BID 6 R M
4 0.05% A RA &  TID 6 2 Mt
3k A
5 K (OD), A4 | o 6 Rl

(OS)

[0047]  BTD: &E K P UK (REBG £110% 12/N) S TTD: 45K = (KA 216 8 /M) L 0D= A1 .
0S=/HR .

[0048] X XUHL 424, AR LI40uL /R

(00491 3%« 5 LR B 25— F Sk K 7E S8 B2 UL 4/ SE R o

[0050] 715 5 3160 , 55 )0 4 B WA 4% R R IS DA J 5 s T A £ — i B MR L o
TR BEI0R 12K E1AR H21R 28 R IAEIR % H T 0 b 78 i

[0051] %4 53 #r

[0052]  NIHImage) ™ 5 i T4 i B % . 4 M % /e Tmage) ® w7 I , {63 AR A o
B R HE 2211, I ELST 3ot 40 T L 4 W A ) 0 PO 2 LA A DX 350 Dm0 T
B Ot A 1 TR T3, ZEexce L PR, S HRIF (A7 (5. UK 36 - TESTJH -0 52 7k
S R 2ELR 75 5 R ) 0 5 R P44 5 bt S22 0 B T DU T L

[0053] £ 5itip

[0054] PRI 2ARI2BRT RS , Je itk JE AT 7E 4R LK 5 3 1 2 P 1A h o A o 1 5 6 5 HO 2
L5 T LA S5 35 A P 88 AR 0. 296 JE i JE AT S H Ee 0. 05 % Je i Je A ¥
FROF 2 T T IS 245 L4305 24 2407 % L BIDSA 24 ML 27 th W8 6 77 2.

00551 2., J& i JE A 2 21400 ) S 275 5 0 0 LT 26 L6 T P o 58 201 05 14 T R A
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B XFVEGFR1-3AIFGFR1-2 A A J1i% I JE 18 JE A ek H bRME S o iX s 2t 7 B AR S0 A
VAR OAR7

[0056] izt 512 - /)N BR, A IR AL AL A0 HE A 7Y

[0057]  fFiZsLjitfs) 5 , @ (Sonoda et al.Invest Ophthalmol Vis Sci.1995Feb;36 (2) :
427-34;Invest Ophthalmol Vis Sci.2000Mar;41 (3) :790-8.;Yamagami et al.Invest
Ophthalmol Vis Sci.2001May;42 (6) :1293-8) Frfifiik i, #C57BL/6 /)N iR 1) M A% A £
BALB/ ¢/ AR b B 5 BB T R VIBR 48 & 42 o /MR 40 I 4H . 565 140 FH 8 ik Je A1 0. 2%
WAL ER , - H EB 220 RN Wi AR . oM J5 S RN TID R AC B8 i . an L AT i , 44 & ALV
i A EVR M A AE Y 18 ) o

[0058] itk Je Afi Ak 3 2H 75 8 & 1Y) S 56 N i s HH A R A 1) A7 0 3 I8 3 38 0 (IR HE
) JAERIERJEIEJEAR0. 2% AT LA ik A AR YR

[0059] =izt 513 - e 1) 77
[0060]  JEik JEAHR ¥
[0061] 25977 fh A& 1 232 TR S BRI RS B L Ath AU A R RS AR 9% b 5 0 P 1) 2% 1 5 9K R

VBV, pHYG I D95 . 5288 00 AT LI L AURG B2 VIV 771 15 B8 751 LA 8 5 J5C o 770 60 Th e 2k o RV
WA R AER 2T AT .

[0062]  F2JEik e AR

[0063]
B Th & KETCH

(%ow/v)

CBT-001 (RiERA # | Y R 0.001 — 10
7 )
R At F Fh A /T IRATEE T 0-1
Pemulen TR b ) 0-0.2
B b E /8 7 ) 0—1.5
# A T O % E|RFER/TIRAZ A (ry|0-1
(Hypromellose) eye relief)
kA T AT IRAT 5 0—0.5
BT Bk AT 4 Z A R AT IRATEE T 0-1
I 3E PR AN 8 78 5] /T BRAT 4 ) B—15
T =F%400 iR )T IRATEE T 0-04
A B T /T ARAT A A 0-0.6
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[0064]

Bl e REH
(Y%ow/v)

2-% R Abeta FAAF | HIEA 0-10

7 K T A | BIEA 0-10

(Sulfobutyl)-beta- Z& 1

i

R AL F AL beta- SR H | 38755 0-5

i

o- R 3815 5 0-4

B-R M gl 0-1

V-SRI 38 5 0-1

Poloxamer 188 2% 237 | ¥ 7/ 187 7 0-5

X407

Polysorbate 80 ¥E A AR AEm A |01

il

1R IR 40 AL 5 B 7 0-0.01

FALA4E B J& 7 0-0.02

RBR — RAN—KeH | B 0-0.43

ERBR R AN K e | B 0—0.8

BB é,%\ﬁ]"?,‘u] 0-0.6

BRBRAN, tKe4h % ¥ 7 0-0.045

FPARBR, —IKe4h e il Eill 0-0.13

FPARBRAN, —IKE4h | ST R/ R R 0-0.45

SN il 0—3.2

AN 7K ) 5 0-0.83

INR AR pHA

INEEA pH 5.5 -8.0

AT K B4 Q.S.£100

[0065]  Jeik JEAiHR B E

[0066] 244 ;™= i A2 15 42 FF Ja 21 2 23 B0 RN 2% 1 95 00 HP o) % 10 5 7K AR 2 v, pHYE [R5 . 5
2.8. 0. 29 RURL T IN BN 405K LA R o BN AR £ < i3 771 184945 770 AT JE8 751 DA 3 5t
B i) ) B R ThAE  iZ A AT T3,

[0067]  FK3JEiLJEANHR 2IF R
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[0068]
B> > N1 KECH
(Yow/v)
CBT-001 (ik BA i | & 2hd s 0.001 — 10

7 AR
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[0069]
FP h e RETLE
(Y%ow/v)

RTRGT Y 4 Fb LA /T ORATLE A 0-1
Pemulen TR kb ) 0-0.2
¥ Ut kE /T8 7 5 0-1.5

2R T T/ ARATE A 0-1
’F‘/ﬁ‘}@' TR T IRAT A A G—0.5
R T Bk AT Y Z A TE 7 A /T ARAT R 0-1
I 35 R AN T T /T ARATE A 0—1.3
& 7 —B2400 TR ) /T RAT A 0-04

7 Bz /]ﬂ 7 /T ARAT 42 7 0-0.6
2-% A Kbeta A | HIEF 0-10
AT A-beta-IRMdE | 385 0-10
RE AL F K A beta- TR 49 | 388 F] 0—9
AH
o- TR Pl 0-4
B-ZRAAE R 0-1
v-ERHH 5 0-1
Poloxamer 188 2X 237 | & #|/1E 7 ) Q-9
2407
Polysorbate 80 W F SRR/ EEEKE |01

7

AR ML BR — 4 FEo 7 15 8 F 0-0.01
FALA 4= 5 J& A 0—0.02
R RAN—Ke4) | B 0-0.43
BEBR A AN Ked | B A 0-0.8
B BR el 0—0.6
BRERAN, T Ka4h ER%igill 0—0.045
AR, — KA Ny il 0-0.13
ATRRERAN, KA | B R/ R A 0-0.45
" =B 5k A 0-2.2
A4 kil 0-0.83
INSEAA pHE

IN 2 # pH5.5-8.0
E 4 F K T4 Q.S.£100

[0070]  JEikJEAHHR AL

(00711 2547 i & 55 TR IR FLWR o B 25 D e AR TR 5

11

Yoy ish AH AN LA TR 70, R T L
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AT 5 pHYE A5 . 5-8 . OB /K AHTR Ao BT BA BN oAt R FBE Y3 771 188 v 770 AN J5 771 DA 1
SR I I IhRE A ZH S AT T ERAF
[0072]  ZR4JEik Je AR F57

12
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[0073]

B 8k R

(% w/w)
CBT-001 (foik RAn s | & M4 ma 0.001 - 10
72 B)
Bk h 78 2 51 0-1.25
Polyoxyl-40-Stearate | FLILF) 0-0.25
Polysorbate 80 R AN /I FACHK R B E 0-1
FRART A -B-2RAA% =] 0-5
2-# A K -beta-TRMAE | B 0-5
AL T SR A beta- R4 | 28] 0-5
A
o- AR ] 0-4
B-ER M 3 75 A 0-1
V-SRI gl -1
RN KA # 0-2.2
AN 7K ) 7 0 —1:83
Pemulen TR2 Ay il 0-0.1
RYFILLG fhE 4 ¥ 7 B-1,3
BBz *b BB T 7 0-1.5
HR T E W AT ARATLE A 0-1
kA i 7 AT RRAT A 0=0.5
R T B S EAN 3 7 ) /T BRAT 45 K 0—1
IR IH B4 R T IRAT A 0— L3
BT =E2400 T8 7 /T ARAT 42 ) 0-04
A B I ) T IRAT A 0-0.6
Poloxamer 188 2% 237 | &5 /1E 7 7 0-5
X407
I BA %R 0—0.6
HRBRAN, +Ke4h Z R 0—0.045
AR, — KA S5 /W5 0-0.13
ATRBRAN, —REH | BT R/ R R 0-0.45
BB —EAN—KEHh | B R 0-0.43
BRA AN CKEY | iR 0—10:8
IN & SNR AN pHIA T pH5.5-8.0
INZE AR
E 4T K TR A Q.S. 100

[0074]  JEI& JE AT SLRETICH- ] 4% B il 771

13
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w B P

(00751 207 i A& S5 5K 35 S RE T [ AR FIC A 511 R 24 W0V A/ B8 AE pHVE [ 5. 5 8
8. OFfy~F [t A 5 IR 3k v o W L IIN EL ARG S 770 98 70 R 7 3 751 LA 48 5 e R T [

PRI HIFIRI ThEE ZH AW AT T3R5
[0076]  ZR&5RFEIRE - [ AP i 771

[0077]
. h & KE
i (% w/w)
CBT-001 (A RA # | FHHH R 0.001 - 10
7 BR,)
=R b/ ¥E AR 5 0-10
ARAT ARG G E ks B /38 AR 0-10
I 3 BR AN b /58 A A 0-5
29 i BR b /58 A8 A 0-5
BN ER % AR 0—0.6
BAERAN, + K4 E TR 0— 0.045
FPARBR, —IKa4h) R JE 0-0.13
ATARERAN, —KEeH | B/ R A 0—0.45
FEBR S AN —K et | B R 0—0.43
BEBR R ALK | Bk 0-0.8
IN & SN A AL pHA pH5.5-8.0
INER
A4 K FKAPEBEA W Q.S. 100
[0078]  JEik JeAn SR EAY)
[0079] 2597 e AR A R IR & 5 — Pl 2 MR G MR & . 259

RIR S TUE IR T AT EBF SR A FilE BAR RO K 22 R L 1) 4 22 D) R TUE K
NI B 12 BT LB NIR AL 2R rh 2 S AT T 3R6 .
[0080]  K6FFEBEMHENY)

[0081]
B e R
(% w/w)
CBT-001 (Ri& R i | &M 254 4 0.001 - 10
7 B8,
EDL-AXBE), iv. | REeD 0— 100

0.25-0.35 dL/g
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[0082]

. S b1 RE
el (% w/w)
KOL-ARE-£T | KoM 0-100
Z B8 ) iv. 0.14-0.22
dL/g
K DL-A X BE), iv. | KW 0- 100
0.16-0.25 dL/g
T —F%3350 Ko 0-20
Resomer"RG755S B A4 0- 100
Resomer " RG753H A4 0-100

[0083]  FEPR il , v LA AR B _L mT 8252 i 20 & W A8 SO TR 3 A & B 1) 5 v
N e E R/

[0084]  FLAth st /s %

[0085] S 4 BH A, HARC L4 G A KW VEA R R 1A KW , (E | 1k 5 A2
B T AN BIR 1) A B D 90 BB A BT 4D ] et T B AU 2 SR A5 1) Y BT BR S o At 5 i
s AMB AL PR BURIZSR P I VE A
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AR

A B

N

LY A IR R

K1

F 12K F 3@ #25SD (TTEST 485+ Fveh: #<0.05;
*%<0,01; ***<0.005)

mm?
[o.e]

0.2%CBT-1 0.2%CBT-1 0.05% CBT-1 0.05% CBT-1 Veh TID
BID TID BID TID

CBT-1 =23k A AR B 4| 7

£ 2A
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F 14K F ¥ &@mAR5SD (TTEST A84f Fveh: *<0.05;
*%<0.01; ***<0.005)

mm?
=
o

0.2%CBT-1 0.2%CBT-1 0.05% CBT-1 0.05% CBT-1 Veh TID
BID TID BID TID

CBT-1=/&3A A AR B 4| 7

K28
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