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D;0 STABILIZED PHARMACEUTICAL FORMULATIONS

CROSS REFERENCE
[0001] This application claims the benefit of U.S. provisional patent application serial number

62/168,538, filed May 29, 2015, which is herein incorporated by reference in its entirety.

BACKGROUND OF THE DISCLOSURE
[0002] Pharmaceutical formulations have an expiration date which is based on the degradation

of the active ingredient.

SUMMARY OF THE DISCLOSURE
[0003] Provided herein are D,O stabilized pharmaceutical compositions and formulations.
[0004] According to one aspect, an ophthalmic composition disclosed herein comprises an
ophthalmic agent and deuterated water, at a pD of from about 4 to about 8.
[0005] According to another aspect, an ophthalmic composition disclosed herein comprises an
ophthalmic agent and deuterated water, at a pD of from about 4 to about 8, wherein the
ophthalmic agent is not a muscarinic antagonist, and wherein the ophthalmic agent does not
extend singlet oxygen lifetime.
[0006] In some embodiments, the ophthalmic agent comprises aflibercept (also known as
VEGEF Trap), ranibizumab, pegaptanib, cyclopentolate, phenylephrine, homatropine,
scopolamine, cyclopentolate/phenylephrine, phenylephrine/scopolamine, tropicamide,
ketorolac/phenylephrine, hydroxyamphetamine/tropicamide, cysteamine, ocriplasmin,
mitomycin, dapiprazole, lidocaine, proparacaine, tetracaine, benoxinate, azithromycin,
bacitracin, besifloxacin, boric acid, chloramphenicol, ciprofloxacin, erythromycin, ganciclovir,
gatifloxacin, gentamicin, idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin,
ofloxacin, bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine,
trifluridine, gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, bromfenac, nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen,
diclofenac, alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen,
levocabastine, lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine,
naphazoline/zinc sulfate, olopatadine, oxymetazoline, pemirolast, phenylephrine,
phenylephrine/zinc sulfate, tetrahydrozoline, tetrahydrozoline/zinc sulfate, fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, trypan blue, acetylcholine,
apraclonidine, betaxolol, bimatoprost, brimonidine, brinzolamide, brimonidine/brinzolamide,

carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
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echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost,
unoprostone, artificial tear, dexamethasone, difluprednate, fluocinolone, fluorometholone,
loteprednol, medrysone, prednisolone, rimexolone, triamcinolone,
fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, ketorolac/phenylephrine, diphenhydramine, dimenhydrinate,
dicyclomine, flavoxate, oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine),
hydroxyzine, ipratropium, pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine,
procyclidine, aclidinium bromide, trihexyphenidyl/benzhexol, tolterodine, or any combinations
thereof.

[0007] In some embodiments, the ophthalmic composition comprises at least about 80% of the
ophthalmic agent based on initial concentration after extended period of time under storage
condition. In some embodiments, the ophthalmic composition comprises at least about 85% of
the ophthalmic agent based on initial concentration after extended period of time under storage
condition. In some embodiments, the ophthalmic composition comprises at least about 90% of
the ophthalmic agent based on initial concentration after extended period of time under storage
condition. In some embodiments, the ophthalmic composition comprises at least about 95% of
the ophthalmic agent based on initial concentration after extended period of time under storage
condition. In some embodiments, the ophthalmic composition comprises at least about 97% of
the ophthalmic agent based on initial concentration after extended period of time under storage
condition. In some embodiments, the ophthalmic composition comprises at least about 98% of
the ophthalmic agent based on initial concentration after extended period of time under storage
condition. In some embodiments, the ophthalmic composition comprises at least about 99% of
the ophthalmic agent based on initial concentration after extended period of time under storage
condition.

[0008] In some embodiments, the ophthalmic composition has a pD of less than about 8 after
extended period of time under storage condition. In some embodiments, the ophthalmic
composition has a pD of less than about 7.5 after extended period of time under storage
condition. In some embodiments, the ophthalmic composition has a pD of less than about 7
after extended period of time under storage condition. In some embodiments, the ophthalmic
composition has a pD of less than about 6.5 after extended period of time under storage

condition. In some embodiments, the ophthalmic composition has a pD of less than about 6
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after extended period of time under storage condition. In some embodiments, the ophthalmic
composition has a pD of less than about 5.5 after extended period of time under storage
condition. In some embodiments, the ophthalmic composition has a pD of less than about 5
after extended period of time under storage condition. In some embodiments, the ophthalmic
composition has a pD of less than about 4.5 after extended period of time under storage
condition. In some embodiments, the ophthalmic composition has a pD of less than about 4
after extended period of time under storage condition.

[0009] In some embodiments, the ophthalmic composition has a pD that is about 0.4 unit
higher than the measured pH.

[0010] In some embodiments, the ophthalmic composition further has a potency of at least 80%
after extended period of time under storage condition. In some embodiments, the ophthalmic
composition further has a potency of at least 85% after extended period of time under storage
condition. In some embodiments, the ophthalmic composition further has a potency of at least
90% after extended period of time under storage condition. In some embodiments, the
ophthalmic composition further has a potency of at least 93% after extended period of time
under storage condition. In some embodiments, the ophthalmic composition further has a
potency of at least 95% after extended period of time under storage condition. In some
embodiments, the ophthalmic composition further has a potency of at least 97% after extended
period of time under storage condition. In some embodiments, the ophthalmic composition
further has a potency of at least 98% after extended period of time under storage condition. In
some embodiments, the ophthalmic composition further has a potency of at least 99% after
extended period of time under storage condition.

[0011] In some embodiments, the extended period of time is about 1 week. In some
embodiments, extended period of time is about 2 weeks. In some embodiments, the extended
period of time is about 3 weeks. In some embodiments, the extended period of time is about 1
month. In some embodiments, the extended period of time is about 2 months. In some
embodiments, the extended period of time is about 3 months. In some embodiments the
extended period of time is about 4 months. In some embodiments, the extended period of time
is about 5 months. In some embodiments, the extended period of time is about 6 months. In
some embodiments, the extended period of time is about 8 months. In some embodiments, the
extended period of time is about 10 months. In some embodiments, the extended period of time
is about 12 months. In some embodiments, the extended period of time is about 18 months. In
some embodiments, the extended period of time is about 24 months. In some embodiments, the
extended period of time is about 36 months. In some embodiments, the extended period of time

is about 4 years. In some embodiments, the extended period of time is about 5 years.
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[0012] In some embodiments, the ophthalmic composition of any one of the claims 1-44,
wherein the storage condition has a storage temperature of from about 16°C to about 30°C or
about 20°C to about 25°C. In some embodiments, the storage condition has a relative humidity
of about 60%. In some embodiments, the ophthalmic composition of any one of the claims 1-
45, wherein the storage condition has a relative humidity of about 75%.

[0013] In some embodiments, the ophthalmic composition is in the form of an aqueous
solution.

[0014] In some embodiments, the ophthalmic agent is present in the formulation at a
concentration of from about 0.001 wt% to about 20 wt%.

[0015] In some embodiments, the ophthalmic composition further comprises an osmolarity
adjusting agent. In some embodiments, the osmolarity adjusting agent is sodium chloride.
[0016] In some embodiments the ophthalmic composition further comprises a preservative. In
some embodiments, the preservative is selected from benzalkonium chloride, cetrimonium,
sodium perborate, stabilized oxychloro complex, SofZia, polyquaternium-1, chlorobutanol,
edetate disodium, polyhexamethylene biguanide, or combinations thereof.

[0017] In some embodiments, the ophthalmic composition further comprises a buffer agent. In
some embodiments, the buffer agent is selected from borates, borate-polyol complexes,
phosphate buffering agents, citrate buffering agents, acetate buffering agents, carbonate
buffering agents, organic buffering agents, amino acid buffering agents, or combinations thereof.
[0018] In some embodiments, the ophthalmic composition further comprises a tonicity
adjusting agent. In some embodiments, the tonicity adjusting agent is selected from sodium
chloride, sodium nitrate, sodium sulfate, sodium bisulfate, potassium chloride, calcium chloride,
magnesium chloride, zinc chloride, potassium acetate, sodium acetate, sodium bicarbonate,
sodium carbonate, sodium thiosulfate, magnesium sulfate, disodium hydrogen phosphate,
sodium dihydrogen phosphate, potassium dihydrogen phosphate, dextrose, mannitol, sorbitol,
dextrose, sucrose, urea, propylene glycol, glycerin, or a combination thereof.

[0019] In some embodiments, the ophthalmic composition is stored in a plastic container.
[0020] In some embodiments, the ophthalmic composition has a dose-to-dose ophthalmic agent
concentration variation of less than 50%. In some embodiments, the ophthalmic composition
has a dose-to-dose ophthalmic agent concentration variation of less than 40%. In some
embodiments, the ophthalmic composition has a dose-to-dose ophthalmic agent concentration
variation of less than 30%. In some embodiments, the ophthalmic composition has a dose-to-
dose ophthalmic agent concentration variation of less than 20%. In some embodiments, the

ophthalmic composition has a dose-to-dose ophthalmic agent concentration variation of less than
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10%. In some embodiments, the ophthalmic composition has a dose-to-dose ophthalmic agent
concentration variation of less than 5%.

[0021] In some embodiments, the dose-to-dose ophthalmic agent concentration variation is
based on 10 consecutive doses. In some embodiments, the dose-to-dose ophthalmic agent
concentration variation is based on 8 consecutive doses. In some embodiments, the dose-to-dose
ophthalmic agent concentration variation is based on 5 consecutive doses. In some
embodiments, the dose-to-dose ophthalmic agent concentration variation is based on 3
consecutive doses. In some embodiments, the dose-to-dose ophthalmic agent concentration
variation is based on 2 consecutive doses.

[0022] In some embodiments, the ophthalmic composition has a pD of from about 4 to about 8.
In some embodiments, the ophthalmic composition has a pD of from about 4.5 to about 7.5. In
some embodiments the ophthalmic composition has a pD of from about 5 to about 7.0. In some
embodiments, the ophthalmic composition has a pD of from about 6 to about 7.0.

[0023] In some embodiments, the ophthalmic composition further comprises a pD adjusting
agent.

[0024] In some embodiments, the ophthalmic composition further comprises a
pharmaceutically acceptable carrier. In some embodiments, the pharmaceutically acceptable
carrier further comprises at least one viscosity-enhancing agent. In some embodiments, the
viscosity-enhancing agent is selected from cellulose-based polymers, polyoxyethylene-
polyoxypropylene triblock copolymers, dextran-based polymers, polyvinyl alcohol, dextrin,
polyvinylpyrrolidone, polyalkylene glycols, chitosan, collagen, gelatin, hyaluronic acid, or
combinations thereof.

[0025] In some embodiments, the ophthalmic composition comprises less than 60% of H,O. In
some embodiments, the ophthalmic composition comprises less than 55% of H;O. In some
embodiments, the ophthalmic composition comprises less than 50% of H,O. In some
embodiments, the ophthalmic composition comprises less than 45% of H,O. In some
embodiments, the ophthalmic composition comprises less than 40% of H,O. In some
embodiments, the ophthalmic composition comprises less than 35% of H,O. In some
embodiments, the ophthalmic composition comprises less than 30% of H,O. In some
embodiments, the ophthalmic composition comprises less than 25% of H,O. In some
embodiments, the ophthalmic composition comprises less than 20% of H,O. In some
embodiments, the ophthalmic composition comprises less than 15% of H,O.

[0026] In some embodiments, the ophthalmic composition comprises less than 10% of H,O. In
some embodiments, the ophthalmic composition comprises less than 8% of H,O. In some

embodiments, the ophthalmic composition comprises less than 6% of H,O. In some
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embodiments, the ophthalmic composition comprises less than 5% of H,O. In some
embodiments, the ophthalmic composition comprises less than 4% of H,O. In some
embodiments, the ophthalmic composition comprises less than 3% of H,O. In some
embodiments, the ophthalmic composition comprises less than 2% of H,O. In some
embodiments, the ophthalmic composition comprises less than 1% of H,O. In some
embodiments, the ophthalmic composition comprises less than 0.5% of H,O. In some
embodiments, the ophthalmic composition comprises less than 0.1% of H,O. In some
embodiments, the ophthalmic composition comprises 0% of H,O.

[0027] In some embodiments, the ophthalmic composition is formulated as an ophthalmic
solution for the treatment of an ophthalmic condition or disease.

[0028] In some embodiments, the ophthalmic agent is not atropine. In some embodiments, the
ophthalmic agent is not atropine sulfate. In some embodiment, the ophthalmic agent is not a
muscarinic antagonist.

[0029] In some embodiments, the ophthalmic agent is not an alpha-amino-carboxylic acid or an
alpha-hydroxy-carboxylic acid. In some embodiments, the ophthalmic agent is not benactyzine
hydrochloride.

[0030] In some embodiments, the ophthalmic agent quenches photogenerated singlet oxygen
species in the composition. In some embodiments, the ophthalmic composition is not saturated
with oxygen. In some embodiments, the ophthalmic composition does not comprise a
photosensitizer.

[0031] In some embodiments, the ophthalmic agent is dissolved in the ophthalmic composition.
In some embodiments, the ophthalmic agent is suspended in the ophthalmic composition.
[0032] According to another aspect, a method of treating an ophthalmic condition or disease
comprises administering to an eye of an individual in need thereof an effective amount of the
ophthalmic composition disclosed in the present disclosure. According to another aspect, a
method of ameliorating or reducing an ophthalmic condition or disease comprises administering
to an eye of an individual in need thereof an effective amount of the ophthalmic composition
disclosed in the present disclosure.

[0033] In some embodiments, the ophthalmic composition is administered at predetermined
time intervals over an extended period of time. In some embodiments, the ophthalmic
composition is administered once a day. In some embodiments, the ophthalmic composition is
administered once every day. In some embodiments, the ophthalmic composition is
administered every other day. In some embodiments, the ophthalmic composition is

administered over 1 week, 2 weeks, 1 month, 2 months, 3 months, 6 moths, 1 year, 2 years, 3
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years, 4 years, 5 years, 6 years, 7 years, 8 years, 9 years, 10 years, 11 years, or 12-15 years. In
some embodiments, the ophthalmic composition is administered only once.

[0034] In some embodiments, the ophthalmic composition is stored below room temperature
prior to first use. In some embodiments, the ophthalmic composition is stored at between about
2 °C to about 10 °C prior to first use. In some embodiments, the ophthalmic composition is
stored at between about 4 °C to about 8 °C prior to first use.

[0035] In some embodiments the ophthalmic composition is stored at room temperature prior to
first use. In some embodiments, the ophthalmic composition is stored at between about 16 °C to
about 26 °C prior to first use.

[0036] In some embodiments, the ophthalmic composition is stored below room temperature
after first use. In some embodiments, the ophthalmic composition is stored at between about 2
°C to about 10 °C after first use. In some embodiments, the ophthalmic composition is stored at
between about 4 °C to about 8 °C after first use.

[0037] In some embodiments, the ophthalmic composition is stored at room temperature after
first use. In some embodiments, the ophthalmic composition is stored at between about 16 °C to
about 26 °C after first use.

[0038] Other features and technical effects of the methods and compositions described herein
will become apparent from the following detailed description. It should be understood, however,
that the detailed description and the specific examples, while indicating specific embodiments,

are given by way of illustration only.

BRIEF DESCRIPTION OF THE DRAWINGS
[0039] The novel features of the disclosure are set forth with particularity in the appended
claims. A better understanding of the features and advantages of the present disclosure will be
obtained by reference to the following detailed description that sets forth illustrative
embodiments, in which the principles of the disclosure are utilized, and the accompanying
drawings of which:

[0040] Fig. 1 illustrates a conceptual representation of the eye anatomy.

DETAILED DESCRIPTION OF THE DISCLOSURE
[0041] The present disclosure recognizes that stability and eye tolerance are parameters to
consider when formulating an ophthalmic composition. In some instances, to extend the shelf-
life or stability of an ophthalmic composition, the pH of the composition is subsequently
reduced. In some instances, the lowered pH reduces or prevents base catalyzed hydrolysis and
thereby stabilizes the active agent. However, in some cases, the formulation with the reduced

pH leads to poor eye tolerance as the acidic formulation stings the eye, leading to tear
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production. In such cases, the tears then dilute the composition and/or wash the composition out
of the eye, thereby reducing the effectiveness of the ophthalmic composition.

[0042] In addition, the present disclosure recognizes that deuterated water stabilizes ophthalmic
compositions. In some cases, the deuterated water is a weak acid as compared to H,O, as such
deuterated water comprises a lower concentration of the reactive species (e.g., -OD) which in
some instances leads to base catalyzed hydrolysis of an active agent in the ophthalmic
composition. As such, in some instances compositions comprising deuterated water leads to
reduced base catalyzed hydrolysis when compared to compositions comprising H,O. In some
instances, deuterated water further lowers the buffering capacity of an ophthalmic composition,
leading to less tear reflex in the eye.

[0043] Disclosed herein are ophthalmic compositions that comprise an ophthalmic agent and
deuterated water, at a pD of from about 4 to about 8. Also disclosed herein are ophthalmic
solutions that comprise an ophthalmic agent and deuterated water, at a pD of from about 4 to
about 8. Further disclosed herein are methods of treating an ophthalmic condition or disease that
comprises administering to an eye of an individual in need thereof an effective amount of an
ophthalmic composition or an ophthalmic solution described infra. Additionally disclosed herein
are methods of ameliorating or reducing an ophthalmic condition or disease that comprises
administering to an eye of an individual in need thereof an effective amount of an ophthalmic
composition or an ophthalmic solution described infra.

Ophthalmic Agents

[0044] Disclosed herein are pharmaceutical compositions formulated in the presence of
deuterated water. As used herein, deuterated water refers to D,O, DHO, heavy water, and/or
deuterium oxide. In some instances, the pharmaceutical compositions are ophthalmic
compositions containing one or more ophthalmic agents. In some cases, the ophthalmic
compositions are formulated as an aqueous solution, gel, or as an ointment.

[0045] In some embodiments, the ophthalmic agents used in the ophthalmic compositions are
susceptible to degradation through hydrolysis. In some embodiment, the ophthalmic agents used
in the ophthalmic compositions are susceptible to degradation through base-catalyzed
hydrolysis.

[0046] In some embodiments, ophthalmic agents include anti-angiogenic ophthalmic agents,
mydriatics, antimydriatic agents, ophthalmic anesthetics, ophthalmic anti-infectives, ophthalmic
anti-inflammatory agents, ophthalmic antihistamines and decongestants, ophthalmic diagnostic
agents, ophthalmic glaucoma agents, ophthalmic lubricants and irrigation agents, ophthalmic

steroids, ophthalmic steroids with anti-infectives, or ophthalmic surgical agents.
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[0047] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water include anti-angiogenic ophthalmic agents, mydriatics, antimydriatic agents,
ophthalmic anesthetics, ophthalmic anti-infectives, ophthalmic anti-inflammatory agents,
ophthalmic antihistamines and decongestants, ophthalmic diagnostic agents, ophthalmic
glaucoma agents, ophthalmic lubricants and irrigation agents, ophthalmic steroids, ophthalmic
steroids with anti-infectives, ophthalmic surgical agents, or combinations thereof.

[0048] Anti-angiogenic ophthalmic agents are vascular endothelial growth factor (VEGF)
antagonists that prevent generation of new blood vessels by a process termed neovascularization.
In some instances, anti-angiogenic ophthalmic agents are used to inhibit neovascularization in
age related macular degeneration. In some instances, anti-angiogenic ophthalmic agents are used
to treat diabetic macular edema, diabetic retinopathy, or macular edema. In some embodiments,
macular edema is a swelling or thickening of the eye’s macula, or the region of the eye
responsible for central vision. In some embodiments, diabetic retinopathy refers to damages to
the blood vessels in the retina. Examplary anti-angiogenic ophthalmic agents include, but are not
limited to, aflibercept (also known as VEGF Trap) (e.g., Eylea), ranibizumab (e.g., Lucentis), or
pegaptanib (e.g., Macugen).

[0049] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes anti-angiogenic ophthalmic agents such as for example aflibercept
(also known as VEGF Trap), ranibizumab, or pegaptanib. In some embodiments, an ophthalmic
composition formulated in the presence of deuterated water includes aflibercept (also known as
VEGF Trap), ranibizumab, pegaptanib, or combinations thereof.

[0050] Mydriatic agents are agents that dilate the pupil of the eye. In some instances,
mydriatics are used to treat eye dryness, redness, or itching, uveitis, organophosphate poisoning,
or inflammary eye conditions such as iritis and cyclitis. Examplary mydriatic agents include, but
are not limited to, cyclopentolate (e.g., Cyclogyl, Ak-Pentolate, Cylate, Ocu-Pentolate, or
Pentolair), phenylephrine (e.g., AK-Dilate, AK-Nefrin, Altafrin, Isopto Frin, Mydfrin, Neo-
synephrine Ophthalmic, Neofrin, Ocu-Phrin, Prefrin, or Refresh Redness Relief), homatropine
(e.g., Homatropaire, Isopto Homatropine), scopolamine (e.g., Isopto Hyoscine),
cyclopentolate/phenylephrine (e.g., Cyclomydril), phenylephrine/scopolamine (e.g., Murocoll
2), tropicamide (e.g., Mydral, Ocu-Tropic, or Tropicacyl), ketorolac/phenylephrine (e.g.,
Omidria), or hydroxyamphetamine/tropicamide (e.g., Paremyd).

[0051] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes mydriatic agents such as for example cyclopentolate, phenylephrine,
homatropine, scopolamine, cyclopentolate/phenylephrine, phenylephrine/scopolamine,

tropicamide, ketorolac/phenylephrine, or hydroxyamphetamine/tropicamide. In some
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embodiments, an ophthalmic composition formulated in the presence of deuterated water
includes cyclopentolate, phenylephrine, homatropine, scopolamine,
cyclopentolate/phenylephrine, phenylephrine/scopolamine, tropicamide,
ketorolac/phenylephrine, hydroxyamphetamine/tropicamide, or combinations thereof. In some
embodiments, an ophthalmic composition formulated in the presence of deuterated water does
not include atropine, atropine sulfate, noratropine, atropine-N-oxide, tropine, tropic acid, or
atropine methonitrate. In some embodiments, an ophthalmic composition formulated in the
presence of deuterated water does not include atropine. In some embodiments, an ophthalmic
composition formulated in the presence of deuterated water does not include atropine sulfate.
[0052] Antimydriatic agents are agents that decrease the size of the pupil. Examplary
antimydriatic agents include, but are not limited to, cysteamine (e.g., Cystaran), ocriplasmin
(e.g., Jetrea), mitomycin (e.g., Mitosol), or dapiprazole (e.g., Rev-Eyes).

[0053] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes antimydriatic agents such as for example cysteamine, ocriplasmin,
mitomycin, or dapiprazole. In some embodiments, an ophthalmic composition formulated in the
presence of deuterated water includes cysteamine, ocriplasmin, mitomycin, dapiprazole, or
combinations thereof.

[0054] Ophthalmic anesthetics are local anesthetics that block pain signals at the nerve endings
in the eyes. Examplary ophthalmic anesthetics include, but are not limited to, lidocaine (e.g.,
Akten), proparacaine (e.g., Alcaine, Ocu-Caine, Ophthetic, or Parcaine), tetracaine (e.g.,
Altacaine, Opticaine, or TetraVisc), or benoxinate (or oxybuprocaine) (e.g., Novesine, Novesin).
[0055] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic anesthetics such as for example lidocaine, proparacaine,
tetracaine, or benoxinate. In some embodiments, an ophthalmic composition formulated in the
presence of deuterated water includes lidocaine, proparacaine, tetracaine, benoxinate, or
combinations thereof.

[0056] Ophthalmic anti-infectives are ophthalmic formulations that comprise antibiotics and/or
antiviral agents. In some embodiments, ophthalmic anti-infectives are used to treat blepharitis,
blepharoconjunctivitis, CMYV retinitis, conjunctivitis, corneal ulcer, eye dryness or redness,
Herpes Simplex dendritic keratitis, Herpetic keratitis, hordeolum, keratitis, keratoconjunctivitis,
neonatol conjunctivitis, or trachoma, or are used during surgery. Examplary ophthalmic anti-
infectives include, but are not limited to, azithromycin (e.g., Azasite), bacitracin (e.g., AK-
Tracin, Ocu-Tracin), besifloxacin (e.g., Besivance), boric acid (e.g., Collyrium Fresh),
chloramphenicol (e.g., AK-Chlor, Chloromycetin ophthalmic, Chloroptic, Ocu-Chlor),

ciprofloxacin (e.g., Ciloxan), erythromycin (e.g., Eyemycin, llotycin, Roymicin), ganciclovir
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(e.g., Vitrasert, Zirgan), gatifloxacin (e.g., Zymar, Zymaxid), gentamicin (e.g., Garamycin
ophthalmic, Genoptic, Gentacidin, Gentak, Gentasol, Ocu-Mycin), idoxuridine (e.g., Herplex),
levofloxacin (e.g., Iquix, Quixin), moxifloxacin (e.g., Vigamox, Moxeza), natamycin (e.g.,
Natacyn), norfloxacin (e.g., Chibroxin), ofloxacin (e.g., Ocuflox), bacitracin/polymyxin b (e.g.,
Polysporin ophthalmic, AK-Poly-Bac, Polycin-B, Polytracin ophthalmic), tobramycin (e.g.,
Tobrex, AK-Tob, Tomycine), polymyxin b/trimethoprim (e.g., Polytrim), povidone iodine (e.g.,
Betadine ophthalmic solution), trifluridine (e.g., Viroptic), gramicidin/neomycin/polymyxin b
(e.g., AK-Spore, AK-Spore ointment, Neocidin ophthalmic solution), sulfacetamide sodium
(e.g., AK-Sulf, Bleph-10, Cetamide, Isopto Cetamide), sulfisoxazole (e.g., Gantrisin
ophthalmic), bacitracin/neomycin/polymyxin b (e.g., Neocidin, Neocin, Ocu-Spore-B,
Ocutricin), oxytetracycline/polymyxin b (e.g., Terak, Tetramycin with Polymyxin B sulfate),
phenylephrine/sulfacetamide sodium (e.g., Vasosulf), or vidarabine (e.g., Vira-A).

[0057] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic anti-infectives such as for example azithromycin,
bacitracin, besifloxacin, boric acid, chloramphenicol, ciprofloxacin, erythromycin, ganciclovir,
gatifloxacin, gentamicin, idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin,
ofloxacin, bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine,
trifluridine, gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, or vidarabine. In some embodiments, an ophthalmic composition formulated in the
presence of deuterated water includes azithromycin, bacitracin, besifloxacin, boric acid,
chloramphenicol, ciprofloxacin, erythromycin, ganciclovir, gatifloxacin, gentamicin,
idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin, ofloxacin,
bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine, trifluridine,
gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, or combinations thereof.

[0058] Ophthalmic anti-inflammatory agents are agents that reduce pain and/or inflammation
of the eye. In some embodiments, ophthalmic anti-inflammatory agents are used to treat
conjunctivitis, corneal ulcer, keratoconjunctivitis, keratoconjunctivitis sicca, postoperative
increased intraocular pressure, postoperative ocular inflammation, or seasonal allergic
conjunctivitis. In some embodiments, ophthalmic anti-inflammatory agents are used to inhibit
intraoperative miosis. In some instances, ophthalmic anti-inflammatory agents are used during
corneal refractive surgery. Examplary ophthalmic anti-inflammatory agents include, but are not

limited to, bromfenac (e.g., Bromday, Xibrom), nepafenac (e.g., Nevanac), ketorolac (e.g.,
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Acular, Acular LS, Acular PF, Acuvail), cyclosporine (e.g., Restasis), flurbiprofen (e.g.,
Ocufen), suprofen (e.g., Profenal), or diclofenac (e.g., Voltaren ophthalmic).

[0059] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic anti-inflammatory agents such as for example bromfenac,
nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen, or diclofenac. In some embodiments,
an ophthalmic composition formulated in the presence of deuterated water includes bromfenac,
nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen, diclofenac, or combinations thereof.
[0060] Ophthalmic antihistamines are antihistamines that block the histamine receptors that
cause for example runny eyes, redness, itching, and the like. Ophthalmic decongestants are
sympathomimetic agents that relieve redness of the eye. Examplary ophthalmic antihistamines
and decongestants include, but are not limited to, alcaftadine (e.g., Lastacaft), azelastine (e.g.,
Optivar), bepotastine (e.g., Bepreve), cromolyn (e.g., Opticrom, Crolom), emedastine (e.g.,
Emadine), epinastine (e.g., Elestat), ketotifen (e.g., Alaway, Zaditor, Claritin Eye, Zyrtec Itchy
Eye Drops), levocabastine (e.g., Livostin), lodoxamide (e.g., Alomide), nedocromil (e.g.,
Alocril), naphazoline (e.g., AK-Con, Albalon, All Clear, Allerest eye drops, Allersol, Clear
Eyes, Ocu-Zoline, VasoClear, Vasocon), naphazoline/pheniramine (e.g., Visine-A, Opcon-A,
Eye Allergy Relief), naphazoline/zinc sulfate (e.g., Clear Eyes ACR, VasoClear A), olopatadine
(e.g., Patanol, Pataday, Pazeo), oxymetazoline (e.g., OcuClear), pemirolast (e.g., Alamast),
phenylephrine (e.g., AK-Dilate, AK-Neftrin, Altafrin, Isopto Frin, Mydfrin, Neofrin, Ocu-Phrin,
Preftrin, Refresh redness Relief), phenylephrine/zinc sulfate (e.g., Zincfrin), tetrahydrozoline
(e.g., Visine original, Altazine, Geneyes, Opti-Clear, Optigene 3), or tetrahydrozoline/zinc
sulfate (e.g., Visine totality multi-symptom relief).

[0061] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic antihistamines and decongestants such as for example
alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen, levocabastine,
lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine, naphazoline/zinc sulfate,
olopatadine, oxymetazoline, pemirolast, phenylephrine, phenylephrine/zinc sulfate,
tetrahydrozoline, or tetrahydrozoline/zinc sulfate. In some embodiments, an ophthalmic
composition formulated in the presence of deuterated water includes alcaftadine, azelastine,
bepotastine, cromolyn, emedastine, epinastine, ketotifen, levocabastine, lodoxamide,
nedocromil, naphazoline, naphazoline/pheniramine, naphazoline/zinc sulfate, olopatadine,
oxymetazoline, pemirolast, phenylephrine, phenylephrine/zinc sulfate, tetrahydrozoline,
tetrahydrozoline/zinc sulfate, or combinations thereof.

[0062] Ophthalmic diagnostic agents are fluorescent molecules used for diagnostic fluorescein

angiography or angioscopy of the retina and iris vasculature. Examplary ophthalmic diagnostic
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agents include, but are not limited to, fluorescein (e.g., AK-Fluor, BioGlo, Ful-Glo),
fluorescein/proparacaine (e.g., Flucaine, Fluoracaine), benoxinate/fluorescein (e.g., Flurox),
indocyanine green (e.g., IC-Green), or trypan blue (e.g., MembraneBlue, VisinBlue).

[0063] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic diagnostic agents such as for example fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, or trypan blue. In some
embodiments, an ophthalmic composition formulated in the presence of deuterated water
includes fluorescein, fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green,
trypan blue, or combinations thereof.

[0064] Ophthalmic glaucoma agents are agents that reduce eye pressure in glaucoma. In some
instances, ophthalmic glaucoma agents are also used to treat intraocular hypertension,
postoperative increased intraocular pressure, or production of miosis. Examplary ophthalmic
glaucoma agents include, but are not limited to, acetylcholine (e.g., Miochol-E), apraclonidine
(e.g., Iopidine), betaxolol (e.g., Betoptic, Betoptic S), bimatoprost (e.g., Lumigan),brimonidine
(e.g., Alphagan, Alphagan P), brinzolamide (e.g., Azopt), brimonidine/brinzolamide (e.g.,
Simbrinza), carbachol (e.g., Carbastat, Carboptic, Isopto Carbachol, Miostat), carteolol (e.g.,
Ocupress), demecarium bromide (e.g., Humorsol Ocumeter), dipiveftin (e.g., Propine),
dorzolamide (e.g., Trusopt), dorzolamide/timolol (e.g., Cosopt, Cosopt PF, Combigan),
echothiophate iodide (e.g., phospholine iodide), epinephrine (e.g., Epifrin, Epinal, Eppy/N,
Glaucon), epinephrine/pilocarpine (e.g., E-Pilo-1, Epilo-2, P1E1, P2E1, P3E1, P4E1, P6E1),
latanoprost (e.g., Xalatan), levobunolol (e.g., AK-Beta, Betagan), levobetaxolol (e.g., Betaxon),
metipranolol (e.g., OptiPranolol), physostigmine (e.g., Eserine sulfate ophthalmic), pilocarpine
(e.g., Isopto Carpine, Ocu-Carpine, Pilopine HS, Pilostat), tafluprost (e.g., Zioptan), timolol
(e.g., Betimol, Timoptic Ocudose, Istalol, Timoptic, Timoptic-XE), travoprost (e.g., Travatan,
Travatan Z, Izba), or unoprostone (e.g., Rescula).

[0065] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic glaucoma agents such as for example acetylcholine,
apraclonidine, betaxolol, bimatoprost, brimonidine, brinzolamide, brimonidine/brinzolamide,
carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost, or
unoprostone. In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes acetylcholine, apraclonidine, betaxolol, bimatoprost, brimonidine,
brinzolamide, brimonidine/brinzolamide, carbachol, carteolol, demecarium bromide, dipivefrin,

dorzolamide, dorzolamide/timolol, echothiophate iodide, epinephrine, epinephrine/pilocarpine,
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latanoprost, levobunolol, levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost,
timolol, travoprost, unoprostone, or combinations thereof.

[0066] In some embodiments, ophthalmic lubricants and irrigation agents are used to treat dry
and/or irritated eyes. Examplary ophthalmic lubricants and irrigation agents include, but are not
limited to, artificial tear from Hypotears, System Balance, FreshKote, GenTeal, TheraTears,
Lacrisert, Tears Again, Lacri-Lube S.O.P, Systane, Oasis Tears, Artificial Tears, Celluvisc,
Clear Eyes CLR, Comfort Tears, Dry Eye Relief, Isopto Tears, Liquitears, Lubricant Eye drops,
Lubrifresh PM, Moisture Drops, Murocel, Opti-Free Rewitting Drops, Optive, Puralube Tears,
Refresh, Soothe, Sterilube, Tears Naturale, Tears Renew, Ultra Fresh, or Visine Tears. In some
embodiments, artificial tear preparations include carboxymethyl cellulose, polyvinyl alcohol,
hydroxypropyl methylcellulose, hydroxypropyl cellulose, and hyaluronic acid.

[0067] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic lubricants and irrigation agents such as for example
artificial tear. In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes artificial tear.

[0068] In some embodiments, ophthalmic steroids are used to treat conjunctivitis, cyclitis,
diabetic macular edema, eye dryness/redness/itches, eyelash hypotrichosis, iritis, keratitis,
macular edema, postoperative ocular inflammation, rosacea, seasonal allergic conjunctivitis,
steroid responsive inflammatory conditions, temporal arteritis, uveitis, or vitrectomy. Examplary
ophthalmic steroids include, but are not limited to, dexamethasone (e.g., Ozurdex, AK-Dex,
Decadron Ocumeter, Dexasol, Maxidex, Ocu-Dex), difluprednate (e.g., Durezol), fluocinolone
(e.g., Retisert, Iluvien), fluorometholone (e.g., FML Forte Liquifilm, Flarex, Fluor-Op, FML,
FML S.0.P.), loteprednol (e.g., Alrex, Lotemax), medrysone (e.g., HMS), prednisolone (e.g.,
AK-Pred, Econopred, Econopred Plus, Inflamase Forte, Inflamase Mild, Omnipred, Pred Forte,
Prednisol), rimexolone (e.g., Vexol), or triamcinolone (e.g., Triesence, Trivaris).

[0069] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic steroids such as for example dexamethasone,
difluprednate, fluocinolone, fluorometholone, loteprednol, medrysone, prednisolone,
rimexolone, or triamcinolone. In some embodiments, an ophthalmic composition formulated in
the presence of deuterated water includes dexamethasone, difluprednate, fluocinolone,
fluorometholone, loteprednol, medrysone, prednisolone, rimexolone, triamcinolone, or
combinations thereof.

[0070] Examplary ophthalmic steroids with anti-infectives include, but are not limited to,
fluorometholone/sulfacetamide sodium (e.g., FML-S Liquifilm), dexamethasone/neomycin (e.g.,

Neo-Decadron, AK-Neo-Dex, Neo-Decadron Ocumeter, Neo-Dex, Neo-Dexair),
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dexamethasone/tobramycin (e.g., TobraDex, Tobradex ST),
dexamethasone/neomycin/polymyxin b (e.g., Neo-Poly-Dex, Maxitrol, AK-Trol, Dexacidin,
Dexacine, Dexasporin, Methadex, Ocu-Trol), loteprednol/tobramycin (e.g., Zylet),
prednisolone/sulfacetamide sodium (e.g., Blephamide, Blephamide S.O.P., AK-Cide, Cetapred,
Isopto Cetapred, Metimyd, Ocu-Lone C, Vasocidin),
bacitracin/hydrocortisone/neomycin/polymyxin b (e.g., Cortisporin Ophthalmic ointment,
Cortomycin eye ointment, Neo-Poly-Bac, Neotricin HC, Triple Antibiotic HC ophthalmic
ointment), hydrocortisone/neomycin/polymyxin b (e.g., Cortisporin ophthalmic suspension,
Cortomycin suspension), chloramphenicol/hydrocortisone/polymyxin b (e.g., Ophthocort),
neomycin/polymyxin b/prednisolone (e.g., Poly Pred), or gentamicin/prednisolone (e.g., Pred-G,
Pred-G S.O.P.).

[0071] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic steroids with anti-infectives such as for example
fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone, or
gentamicin/prednisolone. In some embodiments, an ophthalmic composition formulated in the
presence of deuterated water includes fluorometholone/sulfacetamide sodium,
dexamethasone/neomycin, dexamethasone/tobramycin, dexamethasone/neomycin/polymyxin b,
loteprednol/tobramycin, prednisolone/sulfacetamide sodium,
bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin b,
chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, or combinations thereof.

[0072] Examplary ophthalmic surgical agents include, but are not limited to,
ketorolac/phenylephrine (e.g., Omidria).

[0073] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes ophthalmic surgical agents such as for example
ketorolac/phenylephrine. In some embodiments, an ophthalmic composition formulated in the
presence of deuterated water includes ketorolac/phenylephrine.

[0074] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes diphenhydramine, dimenhydrinate, dicyclomine, flavoxate,
oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine), hydroxyzine, ipratropium,
pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine, procyclidine, aclidinium

bromide, trihexyphenidyl/benzhexol, tolterodine, or a combination thereof.
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[0075] In some embodiments, an ophthalmic composition formulated in the presence of
deuterated water includes aflibercept (also known as VEGF Trap), ranibizumab, pegaptanib,
cyclopentolate, phenylephrine, homatropine, scopolamine, cyclopentolate/phenylephrine,
phenylephrine/scopolamine, tropicamide, ketorolac/phenylephrine,
hydroxyamphetamine/tropicamide, cysteamine, ocriplasmin, mitomycin, dapiprazole, lidocaine,
proparacaine, tetracaine, benoxinate, azithromycin, bacitracin, besifloxacin, boric acid,
chloramphenicol, ciprofloxacin, erythromycin, ganciclovir, gatifloxacin, gentamicin,
idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin, ofloxacin,
bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine, trifluridine,
gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, bromfenac, nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen,
diclofenac, alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen,
levocabastine, lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine,
naphazoline/zinc sulfate, olopatadine, oxymetazoline, pemirolast, phenylephrine,
phenylephrine/zinc sulfate, tetrahydrozoline, tetrahydrozoline/zinc sulfate, fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, trypan blue, acetylcholine,
apraclonidine, betaxolol, bimatoprost, brimonidine, brinzolamide, brimonidine/brinzolamide,
carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost,
unoprostone, artificial tear, dexamethasone, difluprednate, fluocinolone, fluorometholone,
loteprednol, medrysone, prednisolone, rimexolone, triamcinolone,
fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, ketorolac/phenylephrine, diphenhydramine, dimenhydrinate,
dicyclomine, flavoxate, oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine),
hydroxyzine, ipratropium, pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine,
procyclidine, aclidinium bromide, trihexyphenidyl/benzhexol, tolterodine, or any combinations
thereof.

Ophthalmic Composition

[0076] Provided herein is an ophthalmic composition for the treatment of an ophthalmic

disorder or condition in which the ophthalmic composition is formulated with deuterated water.
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In some aspects, the ophthalmic composition is stable at different temperatures, at different
relative humidity, and with a potency of at least 80% relative to the ophthalmic agent. In
additional aspects, the ophthalmic composition has a lowered buffering capacity. In such
instances, the lowered buffering capacity of the ophthalmic composition when administered into
the eye allows the ophthalmic composition to reach physiological pH at a faster rate than
compared to an equivalent ophthalmic formulation or solution formulated in H,O.
[0077] In some aspects, described herein is an ophthalmic composition that does not have a
dose-to-dose variation. In some aspects, described herein is an ophthalmic composition that is
stable at different temperatures, at different relative humidity, and with a potency of at least 80%
relative to the ophthalmic agent.
[0078] In other aspects, described herein include formulating the ophthalmic composition as an
ophthalmic gel or an ophthalmic ointment. For example, some ophthalmic gel or an ophthalmic
ointment described herein allows desirable dose-to-dose uniformity, increased stability, reduced
or limited systemic exposure, or combinations thereof.

Ophthalmic Solution Composition or Formulation

[0079] Disclosed herein, in certain embodiments, is an ophthalmic composition formulated as
an aqueous solution. In some embodiments, the ophthalmic composition comprises an
ophthalmic agent and deuterated water. As used herein, deuterated water refers to D,O, DHO,
heavy water, and/or deuterium oxide.

[0080] In some embodiments, the composition comprises at least about 80% of the ophthalmic
agent for an extended period of time under storage condition. In some embodiments, the
composition comprises at least about 81% of the ophthalmic agent for an extended period of
time under storage condition. In some embodiments, the composition comprises at least about
82% of the ophthalmic agent for an extended period of time under storage condition. In some
embodiments, the composition comprises at least about 83% of the ophthalmic agent for an
extended period of time under storage condition. In some embodiments, the composition
comprises at least about 84% of the ophthalmic agent for an extended period of time under
storage condition. In some embodiments, the composition comprises at least about 85% of the
ophthalmic agent for an extended period of time under storage condition. In some embodiments,
the composition comprises at least about 86% of the ophthalmic agent for an extended period of
time under storage condition. In some embodiments, the composition comprises at least about
87% of the ophthalmic agent for an extended period of time under storage condition. In some
embodiments, the composition comprises at least about 88% of the ophthalmic agent for an
extended period of time under storage condition. In some embodiments, the composition

comprises at least about 89% of the ophthalmic agent for an extended period of time under
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storage condition. In some embodiments, the composition comprises at least about 90% of the
ophthalmic agent for an extended period of time under storage condition. In some embodiments,
the composition comprises at least about 91% of the ophthalmic agent for an extended period of
time under storage condition. In some embodiments, the composition comprises at least about
92% of the ophthalmic agent for an extended period of time under storage condition. In some
embodiments, the composition comprises at least about 93% of the ophthalmic agent for an
extended period of time under storage condition. In some embodiments, the composition
comprises at least about 94% of the ophthalmic agent for an extended period of time under
storage condition. In some embodiments, the composition comprises at least about 95% of the
ophthalmic agent for an extended period of time under storage condition. In some embodiments,
the composition comprises at least about 96% of the ophthalmic agent for an extended period of
time under storage condition. In some embodiments, the composition comprises at least about
97% of the ophthalmic agent for an extended period of time under storage condition. In some
embodiments, the composition comprises at least about 98% of the ophthalmic agent for an
extended period of time under storage condition. In some embodiments, the composition
comprises at least about 99% of the ophthalmic agent for an extended period of time under
storage condition. In some embodiments, the composition comprises at least about 99.5% of the
ophthalmic agent for an extended period of time under storage condition. In some embodiments,
the composition comprises at least about 99.9% of the ophthalmic agent for an extended period
of time under storage condition.

[0081] In some embodiments, the composition has a potency of at least about 80% after
extended period of time under storage condition. In some embodiments, the composition has a
potency of at least about 81% after extended period of time under storage condition. In some
embodiments, the composition has a potency of at least about 82% after extended period of time
under storage condition. In some embodiments, the composition has a potency of at least about
83% after extended period of time under storage condition. In some embodiments, the
composition has a potency of at least about 84% after extended period of time under storage
condition. In some embodiments, the composition has a potency of at least about 85% after
extended period of time under storage condition. In some embodiments, the composition has a
potency of at least about 86% after extended period of time under storage condition. In some
embodiments, the composition has a potency of at least about 87% after extended period of time
under storage condition. In some embodiments, the composition has a potency of at least about
88% after extended period of time under storage condition. In some embodiments, the
composition has a potency of at least about 89% after extended period of time under storage

condition. In some embodiments, the composition has a potency of at least 90% after extended
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period of time under storage condition. In some embodiments, the composition has a potency of
at least 91% after extended period of time under storage condition. In some embodiments, the
composition has a potency of at least 92% after extended period of time under storage condition.
In some embodiments, the composition has a potency of at least 93% after extended period of
time under storage condition. In some embodiments, the composition has a potency of at least
94% after extended period of time under storage condition. In some embodiments, the
composition has a potency of at least 95% after extended period of time under storage condition.
In some embodiments, the composition has a potency of at least 96% after extended period of
time under storage condition. In some embodiments, the composition has a potency of at least
97% after extended period of time under storage condition. In some embodiments, the
composition has a potency of at least 98% after extended period of time under storage condition.
In some embodiments, the composition has a potency of at least 99% after extended period of
time under storage condition.

[0082] In some embodiments, the extended period of time is at least 1 week. In some
embodiments, the extended period of time is at least 2 weeks. In some embodiments, the
extended period of time is at least 3 weeks. In some embodiments, the extended period of time
is at least 1 month. In some embodiments, the extended period of time is at least 2 months. In
some embodiments, the extended period of time is at least 3 months. In some embodiments, the
extended period of time is at least 4 months. In some embodiments, the extended period of time
is at least 5 months. In some embodiments, the extended period of time is at least 6 months. In
some embodiments, the extended period of time is at least 7 months. In some embodiments, the
extended period of time is at least 8 months. In some embodiments, the extended period of time
is at least 9 months. In some embodiments, the extended period of time is at least 10 months. In
some embodiments, the extended period of time is at least 11 months. In some embodiments, the
extended period of time is at least 12 months (i.e. 1 year). In some embodiments, the extended
period of time is at least 18 months (i.e. 1.5 years). In some embodiments, the extended period
of time is at least 24 months (i.e. 2 years). In some embodiments, the extended period of time is
at least 36 months (i.e. 3 years). In some embodiments, the extended period of time is at least 3
years. In some embodiments, the extended period of time is at least 5 years, 6 years, 7 years, 8
years, 9 years, 10 years, 15 years, 30 years, or more.

[0083] In some embodiments, the temperature of the storage condition is between about 2°C
and about 70°C. In some embodiments, the temperature of the storage condition is between
about 2°C and about 65°C, about 8°C and about 65°C, about 10°C and about 65°C, about 25°C
and about 65°C, about 30°C and about 60°C, about 35°C and about 55°C, or about 40°C and

about 50°C. In some embodiments, the temperature of the storage condition is between about
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2°C and about 10°C. In some embodiments, the temperature of the storage condition is between
about 20°C and about 26°C. In some embodiments, the temperature of the storage condition is
about 25°C. In some embodiments, the temperature of the storage condition is about 40°C. In
some embodiments, the temperature of the storage condition is about 60°C.

[0084] In some embodiments, the relative humidity of the storage condition is between about
50% and about 80%, or between about 60% and about 75%. In some embodiments, the relative
humidity of the storage condition is about 60%. In some embodiments, the relative humidity of
the storage condition is about 75%.

[0085] In some embodiments, the composition comprises less than 60% of H,O. In some
embodiments, the composition comprises less than 55% of H;O. In some embodiments, the
composition comprises less than 50% of H,O. In some embodiments, the composition
comprises less than 45% of H,O. In some embodiments, the composition comprises less than
40% of H,0O. In some embodiments, the composition comprises less than 35% of H;O. In some
embodiments, the composition comprises less than 30% of H,O. In some embodiments, the
composition comprises less than 25% of HO. In some embodiments, the composition
comprises less than 20% of H,O. In some embodiments, the composition comprises less than
15% of H,O. In some embodiments, the composition comprises less than 10% of H,O. In some
embodiments, the composition comprises less than 9% of H,O. In some embodiments, the
composition comprises less than 8% of H,O. In some embodiments, the composition comprises
less than 7% of H,O. In some embodiments, the composition comprises less than 6% of H,0.
[0086] In some embodiments, the composition comprises from less than 5% of H,O to less than
0.1% of H,O. In some embodiments, the composition comprises less than 5% of H;O. In some
embodiments, the composition comprises less than 4.5% of H,O. In some embodiments, the
composition comprises less than 4% of H,O. In some embodiments, the composition comprises
less than 3.5% of H,O. In some embodiments, the composition comprises less than 3% of H,O.
In some embodiments, the composition comprises less than 2.5% of H,O. In some embodiments,
the composition comprises less than 2% of H,O. In some embodiments, the composition
comprises less than 1.5% of H,O. In some embodiments, the composition comprises less than
1% of H,0O. In some embodiments, the composition comprises less than 0.5% of H,O. In some
embodiments, the composition comprises less than 0.4% of H,O. In some embodiments, the
composition comprises less than 0.3% of H,O. In some embodiments, the composition
comprises less than 0.2% of H,O. In some embodiments, the composition comprises less than
0.1% of H,O. In some embodiments, the composition comprises 0% of H,O.

[0087] In some embodiments, the composition has a pD of between about 3 and about 9, about

4 and about 8, about 4.5 and about 7.8, about 5 and about 7.5, or about 5.5 and about 7. In some
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embodiments, the composition has a pD of less than about 8. In some embodiments, the
composition has a pD of less than about 7.9. In some embodiments, the composition has a pD of
less than about 7.8. In some embodiments, the composition has a pD of less than about 7.7. In
some embodiments, the composition has a pD of less than about 7.6. In some embodiments, the
composition has a pD of less than about 7.5. In some embodiments, the composition has a pD of
less than about 7.4. In some embodiments, the composition has a pD of less than about 7.3. In
some embodiments, the composition has a pD of less than about 7.2. In some embodiments, the
composition has a pD of less than about 7.1. In some embodiments, the composition has a pD of
less than about 7. In some embodiments, the composition has a pD of less than about 6.9. In
some embodiments, the composition has a pD of less than about 6.8. In some embodiments, the
composition has a pD of less than about 6.7. In some embodiments, the composition has a pD of
less than about 6.6. In some embodiments, the composition has a pD of less than about 6.5. In
some embodiments, the composition has a pD of less than about 6.4. In some embodiments, the
composition has a pD of less than about 6.3. In some embodiments, the composition has a pD of
less than about 6.2. In some embodiments, the composition has a pD of less than about 6.1. In
some embodiments, the composition has a pD of less than about 6. In some embodiments, the
composition has a pD of less than about 5.9. In some embodiments, the composition has a pD of
less than about 5.8. In some embodiments, the composition has a pD of less than about 5.7. In
some embodiments, the composition has a pD of less than about 5.6. In some embodiments, the
composition has a pD of less than about 5.5. In some embodiments, the composition has a pD of
less than about 5.4. In some embodiments, the composition has a pD of less than about 5.3. In
some embodiments, the composition has a pD of less than about 5.2. In some embodiments, the
composition has a pD of less than about 5.1. In some embodiments, the composition has a pD of
less than about 5. In some embodiments, the composition has a pD of less than about 4.9. In
some embodiments, the composition has a pD of less than about 4.8. In some embodiments, the
composition has a pD of less than about 4.7. In some embodiments, the composition has a pD of
less than about 4.6. In some embodiments, the composition has a pD of less than about 4.5. In
some embodiments, the composition has a pD of less than about 4.4. In some embodiments, the
composition has a pD of less than about 4.3. In some embodiments, the composition has a pD of
less than about 4.2. In some embodiments, the composition has a pD of less than about 4.1. In
some embodiments, the composition has a pD of less than about 4. In some embodiments, the
composition has a pD of less than about 3.9. In some embodiments, the composition has a pD of
less than about 3.8. In some embodiments, the composition has a pD of less than about 3.7. In
some embodiments, the composition has a pD of less than about 3.6. In some embodiments, the

composition has a pD of less than about 3.5.
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[0088] In some embodiments, the composition comprising deuterated water has a lowered
buffering capacity than an equivalent composition comprising H,O. As described elsewhere
herein, in some embodiments, the lowered buffering capacity allows the composition comprising
deuterated water to normalize to physiological pH at a faster rate than a composition comprising
H;0. In some embodiments, the lowered buffering capacity allows the composition to induce
less tear reflex than an equivalent composition comprising H,O.

[0089] In some instances, the composition comprising deuterated water stabilizes the
ophthalmic agent. In some embodiments, this is due to a lower concentration of the reactive
species (e.g., -OD) in the D,0 aqueous system compared to the concentration of the reactive
species (e.g., -OH) in an equivalent H,O aqueous system. In some cases, base catalysis leads to
the presence of degradant from the ophthalmic agent. In some cases, with a lower concentration
of the reactive species that causes degradant formation, the ophthalmic solution is more stable in
a D,0 aqueous system than compared to an equivalent H,O aqueous system. In some
embodiments, the ophthalmic composition formulated with deuterated water allows for a more
stable ophthalmic composition relative to the ophthalmic composition formulated with H,O.
[0090] In some embodiments, the composition comprises less than 20% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 15% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 10% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 5% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 2.5% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 2.0% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 1.5% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 1.0% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 0.5% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 0.4% of major degradant

based on the concentration of the ophthalmic agent after extended period of time under storage
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condition. In some embodiments, the composition comprises less than 0.3% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 0.2% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition comprises less than 0.1% of major degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition.

[0091] In some embodiments, the composition does not extend singlet oxygen lifetime upon
irradiation with UV. In some instances, one or more of the ophthalmic agents described herein
does not extend singlet oxygen lifetime upon irradiation with UV. In some instances, one or
more of the ophthalmic agents described herein is a radical scavenger, which quenches
photogenerated singlet oxygen species within the composition. In some instances, one or more
of the ophthalmic agents selected from: aflibercept, ranibizumab, pegaptanib, cyclopentolate,
phenylephrine, homatropine, scopolamine, cyclopentolate/phenylephrine,
phenylephrine/scopolamine, tropicamide, ketorolac/phenylephrine,
hydroxyamphetamine/tropicamide, cysteamine, ocriplasmin, mitomycin, dapiprazole, lidocaine,
proparacaine, tetracaine, benoxinate, azithromycin, bacitracin, besifloxacin, boric acid,
chloramphenicol, ciprofloxacin, erythromycin, ganciclovir, gatifloxacin, gentamicin,
idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin, ofloxacin,
bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine, trifluridine,
gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, bromfenac, nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen,
diclofenac, alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen,
levocabastine, lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine,
naphazoline/zinc sulfate, olopatadine, oxymetazoline, pemirolast, phenylephrine,
phenylephrine/zinc sulfate, tetrahydrozoline, tetrahydrozoline/zinc sulfate, fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, trypan blue, acetylcholine,
apraclonidine, betaxolol, bimatoprost,brimonidine, brinzolamide, brimonidine/brinzolamide,
carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost,
unoprostone, artifical tear, dexamethasone, difluprednate, fluocinolone, fluorometholone,
loteprednol, medrysone, prednisolone, rimexolone, triamcinolone,

fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
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dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, ketorolac/phenylephrine, diphenhydramine, dimenhydrinate,
dicyclomine, flavoxate, oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine),
hydroxyzine, ipratropium, pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine,
procyclidine, aclidinium bromide, trihexyphenidyl/benzhexol, and tolterodine, does not extend
singlet oxygen lifetime upon irradiation with UV or quenches photogenerated singlet oxygen
species within the composition. In some cases, the ophthalmic agent is not an alpha-amino-
carboxylic acid or an alpha-hydroxy-carboxylic acid. In some cases, the ophthalmic agent is not
benactyzine hydrochloride. In some cases, the ophthalmic composition is not saturated with
oxygen. In additional cases, the ophthalmic composition does not comprise a photosensitizer.

Ophthalmic Agent Concentration

[0092] In some embodiments, the compositions described herein have a concentration of
ophthalmic agent between about 0.001% to about 20%, between about 0.005% to about 10%,
between about 0.010% to about 5%, between about 0.015% to about 1%, between about 0.020%
to about 0.5%, between about 0.025% to about 0.1%, between about 0.030% to about 0.050%,
between about 0.035% to about 0.050%, between about 0.040% to about 0.050%, or between
about 0.045% to about 0.050% of the ophthalmic agent, or pharmaceutically acceptable prodrug
or salt thereof, by weight of the composition. In some instances, the prodrug of the ophthalmic
agent is chemically converted into the ophthalmic agent after the administration of the
ophthalmic composition. In a non-limiting example, the ophthalmic prodrug has a chemical
bond that is cleavable by one or more enzymes in tears. In some embodiments, the ophthalmic
agent is aflibercept (also known as VEGF Trap), ranibizumab, pegaptanib, cyclopentolate,
phenylephrine, homatropine, scopolamine, cyclopentolate/phenylephrine,
phenylephrine/scopolamine, tropicamide, ketorolac/phenylephrine,
hydroxyamphetamine/tropicamide, cysteamine, ocriplasmin, mitomycin, dapiprazole, lidocaine,
proparacaine, tetracaine, benoxinate, azithromycin, bacitracin, besifloxacin, boric acid,
chloramphenicol, ciprofloxacin, erythromycin, ganciclovir, gatifloxacin, gentamicin,
idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin, ofloxacin,
bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine, trifluridine,
gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, bromfenac, nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen,

diclofenac, alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen,
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levocabastine, lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine,
naphazoline/zinc sulfate, olopatadine, oxymetazoline, pemirolast, phenylephrine,
phenylephrine/zinc sulfate, tetrahydrozoline, tetrahydrozoline/zinc sulfate, fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, trypan blue, acetylcholine,
apraclonidine, betaxolol, bimatoprost, brimonidine, brinzolamide, brimonidine/brinzolamide,
carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost,
unoprostone, artificial tear, dexamethasone, difluprednate, fluocinolone, fluorometholone,
loteprednol, medrysone, prednisolone, rimexolone, triamcinolone,
fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, ketorolac/phenylephrine, diphenhydramine, dimenhydrinate,
dicyclomine, flavoxate, oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine),
hydroxyzine, ipratropium, pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine,
procyclidine, aclidinium bromide, trihexyphenidyl/benzhexol, or tolterodine.

[0093] As described herein, the ophthalmic agent includes optically pure stereoisomers,
optically enriched stereoisomers, and a racemic mixture of stereoisomers. For example, some
ophthalmic compositions disclosed herein includes racemic mixture of D- and L-isomers; and
some ophthalmic compositions disclosed herein includes optically enriched in favor of an
ophthalmically active L-isomer.

Aqueous Solution Stability

[0094] In some embodiments, the composition described herein comprises a buffer. In some
embodiments, a buffer is selected from borates, borate-polyol complexes, phosphate buffering
agents, citrate buffering agents, acetate buffering agents, carbonate buffering agents, organic
buffering agents, amino acid buffering agents, or combinations thereof. In some embodiments,
the composition described herein comprises buffer comprising deuterated water. In some
embodiments, a deuterated buffer is selected from borates, borate-polyol complexes, phosphate
buffering agents, citrate buffering agents, acetate buffering agents, carbonate buffering agents,
organic buffering agents, amino acid buffering agents, or combinations thereof, formulated in
deuterated water.

[0095] In some instances, borates include boric acid, salts of boric acid, other pharmaceutically

acceptable borates, and combinations thereof. In some cases, borates include boric acid, sodium
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borate, potassium borate, calcium borate, magnesium borate, manganese borate, and other such
borate salts.

[0096] As used herein, the term polyol includes any compound having at least one hydroxvyl
group on each of two adjacent carbon atoms that are not in trans configuration relative to each
other. In some cases, the polyols are linear or cyclic, substituted or unsubstituted, or mixtures
thereof, so long as the resultant complex 15 water soluble and pharmaceutically acceptable. In
some instances, examples of polyol include: sugars, sugar alcohols, sugar acids and uronic acids.
In some cases, polyols include, but are not limited to: mannitol, glycerin, xylitol and sorbitol.
[0097] In some embodiments, phosphate buffering agents include phosphoric acid; alkali metal
phosphates such as disodium hydrogen phosphate, sodium dihydrogen phosphate, trisodium
phosphate, dipotassium hydrogen phosphate, potassium dihydrogen phosphate, and tripotassium
phosphate; alkaline earth metal phosphates such as calcium phosphate, calcium hydrogen
phosphate, calctum dihydrogen phosphate, monomagnesium phosphate, dimagnesium phosphate
{magnesium hydrogen phosphate), and trimagnesium phosphate; ammonium phosphates such as
diammmonium hydrogen phosphate and ammonium dihydrogen phosphate; or a combination
thereof. In some instances, the phosphate buffering agent is an anhydride. In some instances, the
phosphate buffering agent is a hydrate.

[0098] In some embodiments, borate-polyol complexes include those described in U.S. Pat. No.
6,503,497. In some instances, the borate-polyol complexes comprise borates in an amount of
from about 0.01 to about 2.0% w/v, and one or more polyols in an amount of from about 0.01%
to about 5.0% w/v.

[0099] In some cases, citrate buffering agents include citric acid and sodium citrate.

[00100] In some instances, acetate buffering agents include acetic acid, potassium acetate, and
sodium acetate.

[00101] In some instances, carbonate buffering agents include sodium bicarbonate and sodium
carbonate.

[00102] In some cases, organic buffering agents include Good’s Buffer, such as for example 2-
(N-morpholino)ethanesulfonic acid (MES), N-(2-Acetamido)iminodiacetic acid, V-
(Carbamoylmethyl)iminodiacetic acid (ADA), piperazine-N,N’-bis(2-ethanesulfonic acid
(PIPES), N-(2-acetamido)-2-aminoethanesulfonic acid (ACES), B-Hydroxy-4-
morpholinepropanesulfonic acid, 3-Morpholino-2-hydroxypropanesulfonic acid (MOPSO),
cholamine chloride, 3-(N-morpholino)propansulfonic acid (MOPS), N,N-bis(2-hydroxyethyl)-2-
aminoethanesulfonic acid (BES), 2-[(2-Hydroxy-1,1-

bis(hydroxymethyl)ethyl )amino]ethanesulfonic acid (TES), 4-(2-hydroxyethyl)-1-
piperazineethanesulfonic acid (HEPES), 3-(N,N-Bis[2-hydroxyethyl |Jamino)-2-
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hydroxypropanesulfonic acid (DIPSO), acetamidoglycine, 3-{[1,3-Dihydroxy-2-
(hydroxymethyl )-2-propanyl Jamino }-2-hydroxy-1-propanesulfonic acid (TAPSO), piperazine-
1,4,-bis (2-hydroxypropanesulphonic acid) (POPSO), 4-(2-hydroxyethyl)piperazine-1-(2-
hydroxypropanesulfonic acid) hydrate (HEPPSO), 3-[4-(2-hydroxyethyl)-1-
piperazinyl]propanesulfonic acid (HEPPS), tricine, glycinamide, bicine or N-
tris(hydroxymethyl)methyl-3-aminopropanesulfonic acid sodium (TAPS); glycine; and
diethanolamine (DEA).

[00103] In some cases, amino acid buffering agents include taurine, aspartic acid and its salts
(e.g., potassium salts, etc), E-aminocaproic acid, and the like.

[00104] In some instances, the composition described herein further comprises a tonicity
adjusting agent. Tonicity adjusting agent is an agent introduced into a preparation such as an
ophthalmic composition to reduce local irritation by preventing osmotic shock at the site of
application. In some instances, buffer solution and/or a pD adjusting agent that broadly
maintains the ophthalmic solution at a particular ion concentration and pD are considered as
tonicity adjusting agents. In some cases, tonicity adjusting agents include various salts, such as
halide salts of a monovalent cation. In some cases, tonicity adjusting agents include mannitol,
sorbitol, dextrose, sucrose, urea, and glycerin. In some instances, suitable tonicity adjustors
comprise sodium chloride, sodium nitrate, sodium sulfate, sodium bisulfate, potassium chloride,
calcium chloride, magnesium chloride, zinc chloride, potassium acetate, sodium acetate, sodium
bicarbonate, sodium carbonate, sodium thiosulfate, magnesium sulfate, disodium hydrogen
phosphate, sodium dihydrogen phosphate, potassium dihydrogen phosphate, dextrose, mannitol,
sorbitol, dextrose, sucrose, urea, propylene glycol, glycerin, or a combination thereof.

[00105] In some instances, the concentration of the tonicity adjusting agent in a composition
described herein is between about 0.5% and about 2.0%. In some instances, the concentration of
the tonicity adjusting agent in a composition described herein is between about 0.7% and about
1.8%, about 0.8% and about 1.5%, or about 1% and about 1.3%. In some instances, the
concentration of the tonicity adjusting agent is about 0.6%, 0.7%, 0.8%, 0.9%, 1.0%, 1.1%,
1.2%, 1.3%, 1.4%, 1.5%, 1.6%, 1.7%, 1.8%, or 1.9%. In some cases, the percentage is a weight
percentage.

[00106] In some cases, the composition described herein further comprises a pD adjusting agent.
In some cases, the pD adjusting agent used is an acid or a base. In some embodiments, the base
is oxides, hydroxides, carbonates, bicarbonates and the likes. In some cases, the oxides are metal
oxides such as calcium oxide, magnesium oxide and the likes; hydroxides are of alkali metals
and alkaline earth metals such as sodium hydroxide, potassium hydroxide, calcium hydroxide

and the likes or their deuterated equivalents, and carbonates are sodium carbonate, sodium
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bicarbonates, potassium bicarbonates and the likes. In some cases, the acid is mineral acid and
organic acids such as hydrochloric acid, nitric acid, phosphoric acid, acetic acid, citric acid,
fumaric acid, malic acid tartaric acid and the likes or their deuterated equivalents. In some
instances, the pD adjusting agent includes, but is not limited to, acetate, bicarbonate, ammonium
chloride, citrate, phosphate, pharmaceutically acceptable salts thereof and combinations or
mixtures thereof. In some embodiments, the pD adjusting agent comprises DCI and NaOD.
[00107] In some instances, the composition has a pD of between about 3 and about 9, about 4
and about 8, about 4.5 and about 7.8, about 5 and about 7.5, or about 5.5 and about 7. In some
embodiments, the composition has a pD of less than about 8. In some embodiments, the
composition has a pD of less than about 7.9. In some embodiments, the composition has a pD of
less than about 7.8. In some embodiments, the composition has a pD of less than about 7.7. In
some embodiments, the composition has a pD of less than about 7.6. In some embodiments, the
composition has a pD of less than about 7.5. In some embodiments, the composition has a pD of
less than about 7.4. In some embodiments, the composition has a pD of less than about 7.3. In
some embodiments, the composition has a pD of less than about 7.2. In some embodiments, the
composition has a pD of less than about 7.1. In some embodiments, the composition has a pD of
less than about 7. In some embodiments, the composition has a pD of less than about 6.9. In
some embodiments, the composition has a pD of less than about 6.8. In some embodiments, the
composition has a pD of less than about 6.7. In some embodiments, the composition has a pD of
less than about 6.6. In some embodiments, the composition has a pD of less than about 6.5. In
some embodiments, the composition has a pD of less than about 6.4. In some embodiments, the
composition has a pD of less than about 6.3. In some embodiments, the composition has a pD of
less than about 6.2. In some embodiments, the composition has a pD of less than about 6.1. In
some embodiments, the composition has a pD of less than about 6. In some embodiments, the
composition has a pD of less than about 5.9. In some embodiments, the composition has a pD of
less than about 5.8. In some embodiments, the composition has a pD of less than about 5.7. In
some embodiments, the composition has a pD of less than about 5.6. In some embodiments, the
composition has a pD of less than about 5.5. In some embodiments, the composition has a pD of
less than about 5.4. In some embodiments, the composition has a pD of less than about 5.3. In
some embodiments, the composition has a pD of less than about 5.2. In some embodiments, the
composition has a pD of less than about 5.1. In some embodiments, the composition has a pD of
less than about 5. In some embodiments, the composition has a pD of less than about 4.9. In
some embodiments, the composition has a pD of less than about 4.8. In some embodiments, the
composition has a pD of less than about 4.7. In some embodiments, the composition has a pD of

less than about 4.6. In some embodiments, the composition has a pD of less than about 4.5. In
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some embodiments, the composition has a pD of less than about 4.4. In some embodiments, the
composition has a pD of less than about 4.3. In some embodiments, the composition has a pD of
less than about 4.2. In some embodiments, the composition has a pD of less than about 4.1. In
some embodiments, the composition has a pD of less than about 4. In some embodiments, the
composition has a pD of less than about 3.9. In some embodiments, the composition has a pD of
less than about 3.8. In some embodiments, the composition has a pD of less than about 3.7. In
some embodiments, the composition has a pD of less than about 3.6. In some embodiments, the
composition has a pD of less than about 3.5. In some embodiments, the pD is the pD of the
composition after extended period of time under storage condition.

[00108] In some instances, the composition has an initial pD of between about 3 and about 9,
about 4 and about 8, about 4.5 and about 7.8, about 5 and about 7.5, or about 5.5 and about 7. In
some embodiments, the composition has an initial pD of about 8. In some embodiments, the
composition has an initial pD of about 7.9. In some embodiments, the composition has an initial
pD of about 7.8. In some embodiments, the composition has an initial pD of about 7.7. In some
embodiments, the composition has an initial pD of about 7.6. In some embodiments, the
composition has an initial pD of about 7.5. In some embodiments, the composition has an initial
pD of about 7.4. In some embodiments, the composition has an initial pD of about 7.3. In some
embodiments, the composition has an initial pD of about 7.2. In some embodiments, the
composition has an initial pD of about 7.1. In some embodiments, the composition has an initial
pD of about 7. In some embodiments, the composition has an initial pD of about 6.9. In some
embodiments, the composition has an initial pD of about 6.8. In some embodiments, the
composition has an initial pD of about 6.7. In some embodiments, the composition has an initial
pD of about 6.6. In some embodiments, the composition has an initial pD of about 6.5. In some
embodiments, the composition has an initial pD of about 6.4. In some embodiments, the
composition has an initial pD of about 6.3. In some embodiments, the composition has an initial
pD of about 6.2. In some embodiments, the composition has an initial pD of about 6.1. In some
embodiments, the composition has an initial pD of about 6. In some embodiments, the
composition has an initial pD of about 5.9. In some embodiments, the composition has an initial
pD of about 5.8. In some embodiments, the composition has an initial pD of about 5.7. In some
embodiments, the composition has an initial pD of about 5.6. In some embodiments, the
composition has an initial pD of about 5.5. In some embodiments, the composition has an initial
pD of about 5.4. In some embodiments, the composition has an initial pD of about 5.3. In some
embodiments, the composition has an initial pD of about 5.2. In some embodiments, the
composition has an initial pD of about 5.1. In some embodiments, the composition has an initial

pD of about 5. In some embodiments, the composition has an initial pD of about 4.9. In some
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embodiments, the composition has an initial pD of about 4.8. In some embodiments, the
composition has an initial pD of about 4.7. In some embodiments, the composition has an initial
pD of about 4.6. In some embodiments, the composition has an initial pD of about 4.5. In some
embodiments, the composition has an initial pD of about 4.4. In some embodiments, the
composition has an initial pD of about 4.3. In some embodiments, the composition has an initial
pD of about 4.2. In some embodiments, the composition has an initial pD of about 4.1. In some
embodiments, the composition has an initial pD of about 4. In some embodiments, the
composition has an initial pD of about 3.9. In some embodiments, the composition has an initial
pD of about 3.8. In some embodiments, the composition has an initial pD of about 3.7. In some
embodiments, the composition has an initial pD of about 3.6. In some embodiments, the
composition has an initial pD of about 3.5.

[00109] In some embodiments, the pD of the composition described herein is associated with the
stability of the composition. In some embodiments, a stable composition comprises a pD of
between about 3 and about 9, about 4 and about 8, about 4.5 and about 7.8, about 5 and about
7.5, or about 5.5 and about 7. In some embodiments, a stable composition comprises a pD of
less than about 8. In some embodiments, a stable composition comprises a pD of less than about
7.9. In some embodiments, a stable composition comprises a pD of less than about 7.8. In some
embodiments, a stable composition comprises a pD of less than about 7.7. In some
embodiments, a stable composition comprises a pD of less than about 7.6. In some
embodiments, a stable composition comprises a pD of less than about 7.5. In some
embodiments, a stable composition comprises a pD of less than about 7.4. In some
embodiments, a stable composition comprises a pD of less than about 7.3. In some
embodiments, a stable composition comprises a pD of less than about 7.2. In some
embodiments, a stable composition comprises a pD of less than about 7.1. In some
embodiments, a stable composition comprises a pD of less than about 7. In some embodiments,
a stable composition comprises a pD of less than about 6.9. In some embodiments, a stable
composition comprises a pD of less than about 6.8. In some embodiments, a stable composition
comprises a pD of less than about 6.7. In some embodiments, a stable composition comprises a
pD of less than about 6.6. In some embodiments, a stable composition comprises a pD of less
than about 6.5. In some embodiments, a stable composition comprises a pD of less than about
6.4. In some embodiments, a stable composition comprises a pD of less than about 6.3. In some
embodiments, a stable composition comprises a pD of less than about 6.2. In some
embodiments, a stable composition comprises a pD of less than about 6.1. In some
embodiments, a stable composition comprises a pD of less than about 6. In some embodiments,

a stable composition comprises a pD of less than about 5.9. In some embodiments, a stable
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composition comprises a pD of less than about 5.8. In some embodiments, a stable composition
comprises a pD of less than about 5.7. In some embodiments, a stable composition comprises a
pD of less than about 5.6. In some embodiments, a stable composition comprises a pD of less
than about 5.5. In some embodiments, a stable composition comprises a pD of less than about
5.4. In some embodiments, a stable composition comprises a pD of less than about 5.3. In some
embodiments, a stable composition comprises a pD of less than about 5.2. In some
embodiments, a stable composition comprises a pD of less than about 5.1. In some
embodiments, a stable composition comprises a pD of less than about 5. In some embodiments,
a stable composition comprises a pD of less than about 4.9. In some embodiments, a stable
composition comprises a pD of less than about 4.8. In some embodiments, a stable composition
comprises a pD of less than about 4.7. In some embodiments, a stable composition comprises a
pD of less than about 4.6. In some embodiments, a stable composition comprises a pD of less
than about 4.5. In some embodiments, a stable composition comprises a pD of less than about
4.4. In some embodiments, a stable composition comprises a pD of less than about 4.3. In some
embodiments, a stable composition comprises a pD of less than about 4.2. In some
embodiments, a stable composition comprises a pD of less than about 4.1. In some
embodiments, a stable composition comprises a pD of less than about 4. In some embodiments,
a stable composition comprises a pD of less than about 3.9. In some embodiments, a stable
composition comprises a pD of less than about 3.8. In some embodiments, a stable composition
comprises a pD of less than about 3.7. In some embodiments, a stable composition comprises a
pD of less than about 3.6. In some embodiments, a stable composition comprises a pD of less
than about 3.5.

[00110] As described elsewhere herein, in some instances, the D,0O aqueous system stabilizes an
ophthalmic composition. In some embodiments, this is due to a lower concentration of the
reactive species (e.g., -OD) in the D,0 aqueous system compared to the concentration of the
reactive species (e.g., -OH) in an equivalent H,O aqueous system. In some instances, the
concentration of the reactive species (e.g., -OD) in the D,0 aqueous system is about one third
less than the concentration of the reactive species (e.g., -OH) in the equivalent H,O aqueous
system. In some cases, this is due to a lower or smaller dissociation constant of D,0 than H,O.
For example, the K,(H,0) is 1x10™"*, whereas the Ko(D,0) is 1x10™°. As such, D,0 is a weaker
acid than H,O. In some cases, base catalyzed hydrolysis leads to the presence of a degradant
from the ophthalmic agent. In some cases, with a lower concentration of the reactive species that
causes degradant formation, the ophthalmic solution is more stable in a D,O aqueous system

than compared to an equivalent H,O aqueous system. In some embodiments, the ophthalmic
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composition formulated with deuterated water allows for a more stable ophthalmic composition
relative to the ophthalmic composition formulated with H,O.

[00111] In some embodiments, the presence of deuterated water shifts the pKa of the buffer. In
some embodiments, the presence of deuterated water allows for the ophthalmic composition to
simulate the stability of a lower pH system. In some instances, the buffer capacity of the
ophthalmic composition is lowered, thereby allowing a faster shift in pH. In some instances, the
lowered buffering capacity of the ophthalmic composition when administered into the eye
allows the ophthalmic composition to reach physiological pH at a faster rate than compared to
an ophthalmic composition formulated in H,O. In some instances, the ophthalmic composition
formulated with deuterated water allows for a lower tear production, or less tear reflex in the
eye, in comparison with an ophthalmic composition formulated with H,O.

[00112] In some instances, the composition described herein further comprises a disinfecting
agent. In some cases, disinfecting agents include polymeric biguanides, polymeric quarternary
ammonium compounds, chlorites, bisbiguanides, chlorite compounds (e.g. potassium chlorite,
sodium chlorite, calcium chlorite, magnesium chlorite, or mixtures thereof), and a combination
thereof.

[00113] In some instances, the composition described herein further comprises a preservative. In
some cases, a preservative is added at a concentration to a composition described herein to
prevent the growth of or to destroy a microorganism introduced into the composition. In some
instances, microorganisms refer to bacteria (e.g. Proteus mirabilis, Serratia marcesens), virus
(e.g. Herpes simplex virus, herpes zoster virus), fungus (e.g. fungi from the genus Fusarium),
yeast (e.g. Candida albicans), parasites (e.g. Plasmodium spp., Gnathostoma spp.), protozoan
(e.g. Giardia lamblia), nematodes (e.g. Onchocercus volvulus), worm (e.g. Dirofilaria immitis),
and/or amoeba (e.g. Acanthameoba).

[00114] In some instances, the concentration of the preservative is between about 0.0001% and
about 1%, about 0.001% and about 0.8%, about 0.004% and about 0.5%, about 0.008 % and
about 0.1%, and about 0.01% and about 0.08%. In some cases, the concentration of the
preservatives is about 0.001%, 0.002%, 0.003%, 0.004%, 0.005%, 0.006%, 0.008%, 0.009%,
0.009%, 0.01%, 0.015%, 0.02%, 0.025%, 0.03%, 0.04%, 0.05%, 0.06%, 0.07%, 0.08%, 0.09%,
0.1%, 0.2%, 0.3%, 0.4%, 0.5%, 0.6%, 0.7%, 0.8%, 0.9% or 1.0%.

[00115] In some embodiments, the preservative is selected from benzalkonium chloride,
cetrimonium, sodium perborate, stabilized oxychloro complex, SofZia (Alcon), polyquaternium-
1, chlorobutanol, edetate disodium, and polyhexamethylene biguanide.

[00116] In some embodiments, the composition described herein is stored in a plastic container.

In some embodiments, the material of the plastic container comprises high density polyethylene
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(HDPE), low density polyethylene (LDPE), polyethylene terephthalate (PET), polyvinyl
chloride (PVC), polyprolyene (PP), polystyrene (PS), fluorine treated HDPE, post consumer
resin (PCR), K-resine (SBC), or bioplastic. In some embodiments, the material of the plastic
container comprises LDPE.

[00117] In some embodiments, the composition described herein is stored in a plastic container.
In some embodiments, the composition stored in a plastic container has a pD of between about 3
and about 9, about 4 and about 8, about 4.5 and about 7.9, or about 4.9 and about 7.5. In some
embodiments, the composition stored in a plastic container has a pD of less than about 8. In
some embodiments, the composition stored in a plastic container has a pD of less than about 7.9.
In some embodiments, the composition stored in a plastic container has a pD of less than about
7.8. In some embodiments, the composition stored in a plastic container has a pD of less than
about 7.7. In some embodiments, the composition stored in a plastic container has a pD of less
than about 7.6. In some embodiments, the composition stored in a plastic container has a pD of
less than about 7.5. In some embodiments, the composition stored in a plastic container has a
pD of less than about 7.4. In some embodiments, the composition stored in a plastic container
has a pD of less than about 7.3. In some embodiments, the composition stored in a plastic
container has a pD of less than about 7.2. In some embodiments, the composition stored in a
plastic container has a pD of less than about 7.1. In some embodiments, the composition stored
in a plastic container has a pD of less than about 7. In some embodiments, the composition
stored in a plastic container has a pD of less than about 6.9. In some embodiments, the
composition stored in a plastic container has a pD of less than about 6.8. In some embodiments,
the composition stored in a plastic container has a pD of less than about 6.7. In some
embodiments, the composition stored in a plastic container has a pD of less than about 6.6. In
some embodiments, the composition stored in a plastic container has a pD of less than about 6.5.
In some embodiments, the composition stored in a plastic container has a pD of less than about
6.4. In some embodiments, the composition stored in a plastic container has a pD of less than
about 6.3. In some embodiments, the composition stored in a plastic container has a pD of less
than about 6.2. In some embodiments, the composition stored in a plastic container has a pD of
less than about 6.1. In some embodiments, the composition stored in a plastic container has a
pD of less than about 6. In some embodiments, the composition stored in a plastic container has
a pD of less than about 5.9. In some embodiments, the composition stored in a plastic container
has a pD of less than about 5.8. In some embodiments, the composition stored in a plastic
container has a pD of less than about 5.7. In some embodiments, the composition stored in a
plastic container has a pD of less than about 5.6. In some embodiments, the composition stored

in a plastic container has a pD of less than about 5.5. In some embodiments, the composition
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stored in a plastic container has a pD of less than about 5.4. In some embodiments, the
composition stored in a plastic container has a pD of less than about 5.3. In some embodiments,
the composition stored in a plastic container has a pD of less than about 5.2. In some
embodiments, the composition stored in a plastic container has a pD of less than about 5.1. In
some embodiments, the composition stored in a plastic container has a pD of less than about 5.
In some embodiments, the composition stored in a plastic container has a pD of less than about
4.9. In some embodiments, the composition stored in a plastic container has a pD of less than
about 4.8. In some embodiments, the composition stored in a plastic container has a pD of less
than about 4.7. In some embodiments, the composition stored in a plastic container has a pD of
less than about 4.6. In some embodiments, the composition stored in a plastic container has a pD
of less than about 4.5. In some embodiments, the composition stored in a plastic container has a
pD of less than about 4.4. In some embodiments, the composition stored in a plastic container
has a pD of less than about 4.3. In some embodiments, the composition stored in a plastic
container has a pD of less than about 4.2. In some embodiments, the composition stored in a
plastic container has a pD of less than about 4.1. In some embodiments, the composition stored
in a plastic container has a pD of less than about 4. In some embodiments, the composition
stored in a plastic container has a pD of less than about 3.9. In some embodiments, the
composition stored in a plastic container has a pD of less than about 3.8. In some embodiments,
the composition stored in a plastic container has a pD of less than about 3.7. In some
embodiments, the composition stored in a plastic container has a pD of less than about 3.6. In
some embodiments, the composition stored in a plastic container has a pD of less than about 3.5.
[00118] In some embodiments, the composition stored in a plastic container has a potency of at
least 80% after extended period of time under storage condition. In some embodiments, the
composition stored in a plastic container has a potency of at least 85% after extended period of
time under storage condition. In some embodiments, the composition stored in a plastic
container has a potency of at least 90% after extended period of time under storage condition. In
some embodiments, the composition stored in a plastic container has a potency of at least 93%
after extended period of time under storage condition. In some embodiments, the composition
stored in a plastic container has a potency of at least 95% after extended period of time under
storage condition. In some embodiments, the composition stored in a plastic container has a
potency of at least 97% after extended period of time under storage condition. In some
embodiments, the composition stored in a plastic container has a potency of at least 98% after
extended period of time under storage condition. In some embodiments, the composition stored
in a plastic container has a potency of at least 99% after extended period of time under storage

condition. In some instances, the storage condition comprises a temperature of about 2°C, 4°C,
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8°C, 10°C, 15°C, 20°C, about 25°C, about 40°C, or about 60°C. In some instances, the extended
period of time is at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2
months, at least 3 months, at least 4 months, at least 5 months, at least 6 months, at least 8
months, at least 10 months, at least 12 months, at least 18 months, at least 24 months, at least 36
months, at least 3 years, at least 4 years, at least 5 years, or more.
[00119] In some embodiments, the composition stored in a plastic container has a potency of at
least 80% at a temperature of about 25°C, about 40°C, or about 60°C. In some embodiments, the
composition stored in a plastic container has a potency of at least 85% at a temperature of about
25°C, about 40°C, or about 60°C. In some embodiments, the composition stored in a plastic
container has a potency of at least 90% at a temperature of about 25°C, about 40°C, or about
60°C. In some embodiments, the composition stored in a plastic container has a potency of at
least 93% at a temperature of about 25°C, about 40°C, or about 60°C. In some embodiments, the
composition stored in a plastic container has a potency of at least 95% at a temperature of about
25°C, about 40°C, or about 60°C. In some embodiments, the composition stored in a plastic
container has a potency of at least 97% at a temperature of about 25°C, about 40°C, or about
60°C. In some embodiments, the composition stored in a plastic container has a potency of at
least 98% at a temperature of about 25°C, about 40°C, or about 60°C. In some embodiments, the
composition stored in a plastic container has a potency of at least 99% at a temperature of about
25°C, about 40°C, or about 60°C.
[00120] In some embodiments, the composition stored in a plastic container has a potency of at
least 80% for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at
least 2 months, at least 3 months, at least 4 months, at least 5 months, at least 6 months, at least
8 months, at least 10 months, at least 12 months, at least 18 months, at least 24 months, at least
36 months, at least 3 years, at least 4 years, at least 5 years, or more. In some embodiments, the
composition stored in a plastic container has a potency of at least 85% for a period of at least 1
week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at
least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10 months, at least
12 months, at least 18 months, at least 24 months, at least 36 months, at least 3 years, at least 4
years, at least 5 years, or more. In some embodiments, the composition stored in a plastic
container has a potency of at least 90% for a period of at least 1 week, at least 2 weeks, at least 3
weeks, at least 1 month, at least 2 months, at least 3 months, at least 4 months, at least 5 months,
at least 6 months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, at
least 24 months, at least 36 months, at least 3 years, at least 4 years, at least 5 years, or more. In
some embodiments, the composition stored in a plastic container has a potency of at least 93%

for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2
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months, at least 3 months, at least 4 months, at least 5 months, at least 6 months, at least 8
months, at least 10 months, at least 12 months, at least 18 months, at least 24 months, at least 36
months, at least 3 years, at least 4 years, at least 5 years, or more. In some embodiments, the
composition stored in a plastic container has a potency of at least 95% for a period of at least 1
week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at
least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10 months, at least
12 months, at least 18 months, at least 24 months, at least 36 months, at least 3 years, at least 4
years, at least 5 years, or more. In some embodiments, the composition stored in a plastic
container has a potency of at least 97% for a period of at least 1 week, at least 2 weeks, at least 3
weeks, at least 1 month, at least 2 months, at least 3 months, at least 4 months, at least 5 months,
at least 6 months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, at
least 24 months, at least 36 months, at least 3 years, at least 4 years, at least 5 years, or more. In
some embodiments, the composition stored in a plastic container has a potency of at least 98%
for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2
months, at least 3 months, at least 4 months, at least 5 months, at least 6 months, at least 8
months, at least 10 months, at least 12 months, at least 18 months, at least 24 months, at least 36
months, at least 3 years, at least 4 years, at least 5 years, or more. In some embodiments, the
composition stored in a plastic container has a potency of at least 99% for a period of at least 1
week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at
least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10 months, at least
12 months, at least 18 months, at least 24 months, at least 36 months, at least 3 years, at least 4
years, at least 5 years, or more.

[00121] In some embodiments, the composition stored in a plastic container comprises less than
20% of primary degradant based on the concentration of the ophthalmic agent after extended
period of time under storage condition. In some embodiments, the composition stored in a
plastic container comprises less than 15% of primary degradant based on the concentration of
the ophthalmic agent after extended period of time under storage condition. In some
embodiments, the composition stored in a plastic container comprises less than 10% of primary
degradant based on the concentration of the ophthalmic agent after extended period of time
under storage condition. In some embodiments, the composition stored in a plastic container
comprises less than 5% of primary degradant based on the concentration of the ophthalmic agent
after extended period of time under storage condition.

[00122] In some embodiments, the composition stored in a plastic container comprises from less
than 2.5% of primary degradant to less than 0.1% of primary degradant based on the

concentration of the ophthalmic agent after extended period of time under storage condition. In
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some embodiments, the composition stored in a plastic container comprises less than 2.5% of
primary degradant based on the concentration of the ophthalmic agent after extended period of
time under storage condition. In some embodiments, the composition stored in a plastic
container comprises less than 2.0% of primary degradant based on the concentration of the
ophthalmic agent after extended period of time under storage condition. In some embodiments,
the composition stored in a plastic container comprises less than 1.5% of primary degradant
based on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition stored in a plastic container comprises less
than 1.0% of primary degradant based on the concentration of the ophthalmic agent after
extended period of time under storage condition. In some embodiments, the composition stored
in a plastic container comprises less than 0.5% of primary degradant based on the concentration
of the ophthalmic agent after extended period of time under storage condition. In some
embodiments, the composition stored in a plastic container comprises less than 0.4% of primary
degradant based on the concentration of the ophthalmic agent after extended period of time
under storage condition. In some embodiments, the composition stored in a plastic container
comprises less than 0.3% of primary degradant based on the concentration of the ophthalmic
agent after extended period of time under storage condition. In some embodiments, the
composition stored in a plastic container comprises less than 0.2% of primary degradant based
on the concentration of the ophthalmic agent after extended period of time under storage
condition. In some embodiments, the composition stored in a plastic container comprises less
than 0.1% of primary degradant based on the concentration of the ophthalmic agent after
extended period of time under storage condition. In some instances, the storage condition
comprises a temperature of about 25°C, about 40°C, or about 60°C. In some instances, the
extended period of time is at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at
least 2 months, at least 3 months, at least 4 months, at least 5 months, at least 6 months, at least
8 months, at least 10 months, at least 12 months, at least 18 months, at least 24 months, at least
36 months, at least 3 years, at least 4 years, at least 5 years, or more.

[00123] In some embodiments, the composition stored in a plastic container comprises less than
20% of primary degradant based on the concentration of the ophthalmic agent at a temperature
of about 25°C, about 40°C, or about 60°C. In some embodiments, the composition stored in a
plastic container comprises less than 15% of primary degradant based on the concentration of
the ophthalmic agent at a temperature of about 25°C, about 40°C, or about 60°C. In some
embodiments, the composition stored in a plastic container comprises less than 10% of primary
degradant based on the concentration of the ophthalmic agent at a temperature of about 25°C,

about 40°C, or about 60°C. In some embodiments, the composition stored in a plastic container
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comprises less than 5% of primary degradant based on the concentration of the ophthalmic agent
at a temperature of about 25°C, about 40°C, or about 60°C.

[00124] In some embodiments, the composition stored in a plastic container comprises from less
than 2.5% of primary degradant to less than 0.1% of primary degradant based on the
concentration of the ophthalmic agent at a temperature of about 25°C, about 40°C, or about
60°C. In some embodiments, the composition stored in a plastic container comprises less than
2.5% of primary degradant based on the concentration of the ophthalmic agent at a temperature
of about 25°C, about 40°C, or about 60°C. In some embodiments, the composition stored in a
plastic container comprises less than 2.0% of primary degradant based on the concentration of
the ophthalmic agent at a temperature of about 25°C, about 40°C, or about 60°C. In some
embodiments, the composition stored in a plastic container comprises less than 1.5% of primary
degradant based on the concentration of the ophthalmic agent at a temperature of about 25°C,
about 40°C, or about 60°C. In some embodiments, the composition stored in a plastic container
comprises less than 1.0% of primary degradant based on the concentration of the ophthalmic
agent at a temperature of about 25°C, about 40°C, or about 60°C. In some embodiments, the
composition stored in a plastic container comprises less than 0.5% of primary degradant based
on the concentration of the ophthalmic agent at a temperature of about 25°C, about 40°C, or
about 60°C. In some embodiments, the composition stored in a plastic container comprises less
than 0.4% of primary degradant based on the concentration of the ophthalmic agent at a
temperature of about 25°C, about 40°C, or about 60°C. In some embodiments, the composition
stored in a plastic container comprises less than 0.3% of primary degradant based on the
concentration of the ophthalmic agent at a temperature of about 25°C, about 40°C, or about
60°C. In some embodiments, the composition stored in a plastic container comprises less than
0.2% of primary degradant based on the concentration of the ophthalmic agent at a temperature
of about 25°C, about 40°C, or about 60°C. In some embodiments, the composition stored in a
plastic container comprises less than 0.1% of primary degradant based on the concentration of
the ophthalmic agent at a temperature of about 25°C, about 40°C, or about 60°C.

[00125] In some embodiments, the composition stored in a plastic container comprises less than
20% of primary degradant based on the concentration of the ophthalmic agent for a period of at
least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3
months, at least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10
months, at least 12 months, at least 18 months, or at least 24 months. In some embodiments, the
composition stored in a plastic container comprises less than 15% of primary degradant based on
the concentration of the ophthalmic agent for a period of at least 1 week, at least 2 weeks, at

least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at least 4 months, at least 5
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months, at least 6 months, at least 8 months, at least 10 months, at least 12 months, at least 18
months, or at least 24 months. In some embodiments, the composition stored in a plastic
container comprises less than 10% of primary degradant based on the concentration of the
ophthalmic agent for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1
month, at least 2 months, at least 3 months, at least 4 months, at least 5 months, at least 6
months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, or at least
24 months. In some embodiments, the composition stored in a plastic container comprises less
than 5% of primary degradant based on the concentration of the ophthalmic agent for a period of
at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3
months, at least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10
months, at least 12 months, at least 18 months, or at least 24 months.

[00126] In some embodiments, the composition stored in a plastic container comprises from less
than 2.5% of primary degradant to less than 0.1% of primary degradant based on the
concentration of the ophthalmic agent for a period of at least 1 week, at least 2 weeks, at least 3
weeks, at least 1 month, at least 2 months, at least 3 months, at least 4 months, at least 5 months,
at least 6 months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, or
at least 24 months. In some embodiments, the composition stored in a plastic container
comprises less than 2.5% of primary degradant based on the concentration of the ophthalmic
agent for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least
2 months, at least 3 months, at least 4 months, at least 5 months, at least 6 months, at least 8
months, at least 10 months, at least 12 months, at least 18 months, or at least 24 months. In some
embodiments, the composition stored in a plastic container comprises less than 2.0% of primary
degradant based on the concentration of the ophthalmic agent for a period of at least 1 week, at
least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at least 4
months, at least 5 months, at least 6 months, at least 8 months, at least 10 months, at least 12
months, at least 18 months, or at least 24 months. In some embodiments, the composition stored
in a plastic container comprises less than 1.5% of primary degradant based on the concentration
of the ophthalmic agent for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least
1 month, at least 2 months, at least 3 months, at least 4 months, at least 5 months, at least 6
months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, or at least
24 months. In some embodiments, the composition stored in a plastic container comprises less
than 1.0% of primary degradant based on the concentration of the ophthalmic agent for a period
of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3
months, at least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10

months, at least 12 months, at least 18 months, or at least 24 months. In some embodiments, the
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composition stored in a plastic container comprises less than 0.5% of primary degradant based
on the concentration of the ophthalmic agent for a period of at least 1 week, at least 2 weeks, at
least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at least 4 months, at least 5
months, at least 6 months, at least 8 months, at least 10 months, at least 12 months, at least 18
months, or at least 24 months. In some embodiments, the composition stored in a plastic
container comprises less than 0.4% of primary degradant based on the concentration of the
ophthalmic agent for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1
month, at least 2 months, at least 3 months, at least 4 months, at least 5 months, at least 6
months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, or at least
24 months. In some embodiments, the composition stored in a plastic container comprises less
than 0.3% of primary degradant based on the concentration of the ophthalmic agent for a period
of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3
months, at least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10
months, at least 12 months, at least 18 months, or at least 24 months. In some embodiments, the
composition stored in a plastic container comprises less than 0.2% of primary degradant based
on the concentration of the ophthalmic agent for a period of at least 1 week, at least 2 weeks, at
least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at least 4 months, at least 5
months, at least 6 months, at least 8 months, at least 10 months, at least 12 months, at least 18
months, or at least 24 months. In some embodiments, the composition stored in a plastic
container comprises less than 0.1% of primary degradant based on the concentration of the
ophthalmic agent for a period of at least 1 week, at least 2 weeks, at least 3 weeks, at least 1
month, at least 2 months, at least 3 months, at least 4 months, at least 5 months, at least 6
months, at least 8 months, at least 10 months, at least 12 months, at least 18 months, or at least
24 months.

[00127] In some embodiments, the composition described herein is stored in a glass container.
In some embodiments, the glass container is a glass vial, such as for example, a type L, type Il or
type III glass vial. In some embodiments, the glass container is a type I glass vial. In some
embodiments, the type I glass vial is a borosilicate glass vial.

[00128] In some embodiments, the composition stored in a glass container has a pD of higher
than about 7. In some embodiments, the composition stored in a glass container has a pD of
higher than about 7.5. In some embodiments, the composition stored in a glass container has a
pD of higher than about 8. In some embodiments, the composition stored in a glass container has
a pD of higher than about 8.5. In some embodiments, the composition stored in a glass container

has a pD of higher than about 9.

-40 -



WO 2016/196367 PCT/US2016/034823

[00129] In some embodiments, the composition stored in a glass container has a potency of less
than 60% at a temperature of about 25°C, about 40°C, or about 60°C. In some embodiments, the
composition stored in a glass container has a potency of less than 60% for a period of at least 1
week, at least 2 weeks, at least 3 weeks, at least 1 month, at least 2 months, at least 3 months, at
least 4 months, at least 5 months, at least 6 months, at least 8 months, at least 10 months, at least
12 months, at least 18 months, at least 24 months, at least 36 months, at least 3 years, at least 4
years, at least 5 years, or more.

[00130] In some embodiments, the composition stored in a glass container is less stable than a
composition stored in a plastic container.

[00131] In some embodiments, the composition is stored under in the dark. In some instances,
the composition is stored in the presence of light. In some instances, the light is indoor light,
room light, or sun light. In some instances, the composition is stable while stored in the presence
of light.

[00132] In some embodiments, the composition described herein is formulated as an aqueous
solution. In some embodiments, the aqueous solution is a stable aqueous solution. In some
instances, the aqueous solution is stored in a plastic container as described above. In some
instances, the aqueous solution is not stored in a glass container. In some instances, the aqueous
solution is stored in the dark. In some instances, the aqueous solution is stored in the presence of
light. In some instances, the aqueous solution is stable in the presence of light.

[00133] In a specific embodiment, the ophthalmically acceptable formulations alternatively
comprise a cyclodextrin. Cyclodextrins are cyclic oligosaccharides containing 6, 7, or 8
glucopyranose units, referred to as a-cyclodextrin, B-cyclodextrin, or y-cyclodextrin
respectively. Cyclodextrins have a hydrophilic exterior, which enhances water-soluble, and a
hydrophobic interior which forms a cavity. In an aqueous environment, hydrophobic portions of
other molecules often enter the hydrophobic cavity of cyclodextrin to form inclusion
compounds. Additionally, cyclodextrins are also capable of other types of nonbonding
interactions with molecules that are not inside the hydrophobic cavity. Cyclodextrins have three
free hydroxyl groups for each glucopyranose unit, or 18 hydroxyl groups on a-cyclodextrin, 21
hydroxyl groups on B-cyclodextrin, and 24 hydroxyl groups on y-cyclodextrin. In some cases,
one or more of these hydroxyl groups are reacted with any of a number of reagents to form a
large variety of cyclodextrin derivatives, including hydroxypropyl ethers, sulfonates, and
sulfoalkylethers. Shown below is the structure of B-cyclodextrin and the hydroxypropyl-p-
cyclodextrin (HPBCD).
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[00134] In some embodiments, the use of cyclodextrins in the pharmaceutical compositions
described herein improves the solubility of the drug. Inclusion compounds are involved in many
cases of enhanced solubility; however other interactions between cyclodextrins and insoluble
compounds also improves solubility. Hydroxypropyl-pB-cyclodextrin (HPBCD) is commercially
available as a pyrogen free product. It is a nonhygroscopic white powder that readily dissolves
in water. HPBCD is thermally stable and does not degrade at neutral pH. Thus, cyclodextrins
improve the solubility of a therapeutic agent in a composition or formulation. Accordingly, in
some embodiments, cyclodextrins are included to increase the solubility of the ophthalmically
acceptable ophthalmic agents within the formulations described herein. In other embodiments,
cyclodextrins in addition serve as controlled release excipients within the formulations described
herein.

[00135] By way of example only, cyclodextrin derivatives for use include a-cyclodextrin, B-
cyclodextrin, y-cyclodextrin, hydroxyethyl-f-cyclodextrin, hydroxypropyl-y-cyclodextrin,
sulfated B-cyclodextrin, sulfated a-cyclodextrin, sulfobutyl ether B-cyclodextrin.

[00136] The concentration of the cyclodextrin used in the compositions and methods disclosed
herein varies according to the physiochemical properties, pharmacokinetic properties, side effect
or adverse events, formulation considerations, or other factors associated with the
therapeutically ophthalmic agent, or a salt or prodrug thereof, or with the properties of other
excipients in the composition. Thus, in certain circumstances, the concentration or amount of
cyclodextrin used in accordance with the compositions and methods disclosed herein will vary,
depending on the need. When used, the amount of cyclodextrins needed to increase solubility of
the ophthalmic agent and/or function as a controlled release excipient in any of the formulations
described herein is selected using the principles, examples, and teachings described herein.
[00137] Other stabilizers that are useful in the ophthalmically acceptable formulations disclosed

herein include, for example, fatty acids, fatty alcohols, alcohols, long chain fatty acid esters,
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long chain ethers, hydrophilic derivatives of fatty acids, polyvinyl pyrrolidones, polyvinyl
ethers, polyvinyl alcohols, hydrocarbons, hydrophobic polymers, moisture-absorbing polymers,
and combinations thereof. In some embodiments, amide analogues of stabilizers are also used.
In further embodiments, the chosen stabilizer changes the hydrophobicity of the formulation,
improves the mixing of various components in the formulation, controls the moisture level in the
formula, or controls the mobility of the phase.

[00138] In other embodiments, stabilizers are present in sufficient amounts to inhibit the
degradation of the ophthalmic agent. Examples of such stabilizing agents, include, but are not
limited to: glycerol, methionine, monothioglycerol, EDTA, ascorbic acid, polysorbate 80,
polysorbate 20, arginine, heparin, dextran sulfate, cyclodextrins, pentosan polysulfate and other
heparinoids, divalent cations such as magnesium and zinc, or combinations thereof.

[00139] Additional useful stabilization agents for ophthalmically acceptable formulations
include one or more anti-aggregation additives to enhance stability of ophthalmic formulations
by reducing the rate of protein aggregation. The anti-aggregation additive selected depends upon
the nature of the conditions to which the ophthalmic agents are exposed. For example, certain
formulations undergoing agitation and thermal stress require a different anti-aggregation
additive than a formulation undergoing lyophilization and reconstitution. Useful anti-
aggregation additives include, by way of example only, urea, guanidinium chloride, simple
amino acids such as glycine or arginine, sugars, polyalcohols, polysorbates, polymers such as
polyethylene glycol and dextrans, alkyl saccharides, such as alkyl glycoside, and surfactants.
[00140] Other useful formulations optionally include one or more ophthalmically acceptable
antioxidants to enhance chemical stability where required. Suitable antioxidants include, by way
of example only, ascorbic acid, methionine, sodium thiosulfate and sodium metabisulfite. In one
embodiment, antioxidants are selected from metal chelating agents, thiol containing compounds
and other general stabilizing agents.

[00141] Still other useful compositions include one or more ophthalmically acceptable
surfactants to enhance physical stability or for other purposes. Suitable nonionic surfactants
include, but are not limited to, polyoxyethylene fatty acid glycerides and vegetable oils, e.g.,
polyoxyethylene (60) hydrogenated castor oil; and polyoxyethylene alkylethers and alkylphenyl
ethers, e.g., octoxynol 10, octoxynol 40.

[00142] In some embodiments, the ophthalmically acceptable pharmaceutical formulations
described herein are stable with respect to compound degradation (e.g. less than 30%
degradation, less than 25% degradation, less than 20% degradation, less than 15% degradation,
less than 10% degradation, less than 8% degradation, less than 5% degradation, less than 3%

degradation, less than 2% degradation, or less than 5% degradation) over a period of any of at
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least about 1 day, at least about 2 days, at least about 3 days, at least about 4 days, at least about

5 days, at least about 6 days, at least about 1 week, at least about 2 weeks, at least about 3
weeks, at least about 4 weeks, at least about 5 weeks, at least about 6 weeks, at least about 7
weeks, at least about 8 weeks, at least about 3 months, at least about 4 months, at least about 5
months, at least about 6 months, at least about 12 months, at least about 18 months, at least
about 24 months, at least about 36 months, at least about 3 years, at least about 4 years, at least
about 5 years, or at least about 10 years under storage conditions (e.g. room temperature). In
other embodiments, the formulations described herein are stable with respect to compound
degradation over a period of at least about 1 week. Also described herein are formulations that
are stable with respect to compound degradation over a period of at least about 1 month.
[00143] In other embodiments, an additional surfactant (co-surfactant) and/or buffering agent is
combined with one or more of the pharmaceutically acceptable vehicles previously described
herein so that the surfactant and/or buffering agent maintains the product at an optimal pD for
stability. Suitable co-surfactants include, but are not limited to: a) natural and synthetic
lipophilic agents, e.g., phospholipids, cholesterol, and cholesterol fatty acid esters and
derivatives thereof, b) nonionic surfactants, which include for example, polyoxyethylene fatty
alcohol esters, sorbitan fatty acid esters (Spans), polyoxyethylene sorbitan fatty acid esters (e.g.,
polyoxyethylene (20) sorbitan monooleate (Tween 80), polyoxyethylene (20) sorbitan
monostearate (Tween 60), polyoxyethylene (20) sorbitan monolaurate (Tween 20) and other
Tweens, sorbitan esters, glycerol esters, e.g., Myrj and glycerol triacetate (triacetin),
polyethylene glycols, cetyl alcohol, cetostearyl alcohol, stearyl alcohol, polysorbate 80,
poloxamers, poloxamines, polyoxyethylene castor oil derivatives (e.g., Cremophor® RH40,
Cremphor A25, Cremphor A20, Cremophor® EL) and other Cremophors, sulfosuccinates, alkyl
sulphates (SLS); PEG glyceryl fatty acid esters such as PEG-8 glyceryl caprylate/caprate
(Labrasol), PEG-4 glyceryl caprylate/caprate (Labratac Hydro WL 1219), PEG-32 glyceryl
laurate (Gelucire 444/14), PEG-6 glyceryl mono oleate (Labrafil M 1944 CS), PEG-6 glyceryl
linoleate (Labrafil M 2125 CS); propylene glycol mono- and di-fatty acid esters, such as
propylene glycol laurate, propylene glycol caprylate/caprate; Brij™ 700, ascorbyl-6-palmitate,
stearylamine, sodium lauryl sulfate, polyoxethyleneglycerol triiricinoleate, and any
combinations or mixtures thereof; ¢) anionic surfactants include, but are not limited to, calcium
carboxymethylcellulose, sodium carboxymethylcellulose, sodium sulfosuccinate, dioctyl,
sodium alginate, alkyl polyoxyethylene sulfates, sodium lauryl sulfate, triethanolamine stearate,
potassium laurate, bile salts, and any combinations or mixtures thereof; and d) cationic
surfactants such as cetyltrimethylammonium bromide, and lauryldimethylbenzyl-ammonium

chloride.
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[00144] In a further embodiment, when one or more co-surfactants are utilized in the
ophthalmically acceptable formulations of the present disclosure, they are combined, e.g., with a
pharmaceutically acceptable vehicle and is present in the final formulation, e.g., in an amount
ranging from about 0.1% to about 20%, from about 0.5% to about 10%.

[00145] In one embodiment, the surfactant has an HLB value of 0 to 20. In additional
embodiments, the surfactant has an HLB value of 0to 3, of 4t0 6, of 7t0 9, of 8 to 18, of 13 to
15, of 10 to 18.

pD

[00146] In some embodiments, the pD of a composition described herein is adjusted (e.g., by use
of a buffer and/or a pD adjusting agent) to an ophthalmically compatible pD range of from about
3 and about 9, about 4 to about 8, about 4.5 to about 7.5, or about 5 to about 7. In some
embodiments, the ophthalmic composition has a pD of from about 5.0 to about 7.0. In some
embodiments, the ophthalmic composition has a pD of from about 5.5 to about 7.0. In some
embodiments, the ophthalmic composition has a pD of from about 6.0 to about 7.0.

[00147] In some embodiments, useful formulations include one or more pD adjusting agents or
buffering agents. Suitable pD adjusting agents or buffers include, but are not limited to acetate,
bicarbonate, ammonium chloride, citrate, phosphate, deuterated forms of acetate, bicarbonate,
ammonium chloride, citrate, phosphate, pharmaceutically acceptable salts thereof and
combinations or mixtures thereof. In some embodiments, the pD adjusting agents or buffers
include deuterated hydrochloric acid (DCI), deuterated sodium hydroxide (NaOD), deuterated
acetic acid (CD3;COOD), or deuterated citric acid (CsDsO).

[00148] In one embodiment, when one or more buffers are utilized in the formulations of the
present disclosure, they are combined, e.g., with a pharmaceutically acceptable vehicle and are
present in the final formulation, e.g., in an amount ranging from about 0.1% to about 20%, from
about 0.5% to about 10%. In certain embodiments of the present disclosure, the amount of
buffer included in the gel formulations are an amount such that the pD of the gel formulation
does not interfere with the body's natural buffering system.

[00149] In one embodiment, diluents are also used to stabilize compounds because they provide
a more stable environment. Salts dissolved in buffered solutions (which also provide pD control
or maintenance) are utilized as diluents in the art, including, but not limited to a phosphate
buffered saline solution.

[00150] In some embodiments, the pD is calculated according to the formula disclosed in Glasoe
et al., “Use of glass electrodes to measure acidities in deuterium oxide,” J. Physical Chem.

64(1): 188-190 (1960). In some embodiment, the pD is calculated as pD = pH* + 0.4, in which
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pH* is the measured or observed pH of the ophthalmic composition formulated in a solution
comprising deuterated water (e.g., D,0).

[00151] In some embodiments, the ophthalmic aqueous, gel, or ointment composition described
herein has a pD of between about 3 and about 9, about 4 and about 8, between about 4.5 and
about 8, between about 4.9 and about 7.9, between about 5.4 and about 7.9, between about 5.9
and about 7.9, between about 6.4 and about 7.9, or between about 7.4 and about 7.9. In some
embodiments, the ophthalmic aqueous, gel, or ointment composition described herein has a pD
of between about 4.5-7.5, between about 5.0 and about 7.5, between about 5.5 and about 7.5,
between about 6.0 and about 7.5, or between about 7.0 and about 7.5. In some embodiments,
the ophthalmic aqueous, gel, or ointment composition described herein has a pD of between
about 4.5-7.0, between about 5.0 and about 7.0, between about 5.5 and about 7.0, between about
6.0 and about 7.0, or between about 6.5 and about 7.0. In some embodiments, the ophthalmic
aqueous, gel, or ointment composition described herein has a pD of between about 4.9-7 4,
between about 5.4 and about 7.4, between about 5.9 and about 7.4, between about 6.4 and about
7.4, or between about 6.9 and about 7.4. In some embodiments, the ophthalmic aqueous, gel, or
ointment composition described herein has a pD of between about 4.5-6.5, between about 5.0
and about 6.5, between about 5.5 and about 6.5, or between about 6.0 and about 6.5. In some
embodiments, the ophthalmic aqueous, gel, or ointment composition described herein has a pD
of between about 4.9-6.9, between about 5.4 and about 6.9, between about 5.9 and about 6.9, or
between about 6.4 and about 6.9. In some embodiments, the ophthalmic aqueous, gel, or
ointment composition described herein has a pD of between about 4.5-6.0, between about 5.0
and about 6.0, or between about 5.5 and about 6.0. In some embodiments, the ophthalmic
aqueous, gel, or ointment composition described herein has a pD of between about 4.9-6 .4,
between about 5.4 and about 6.4, or between about 5.9 and about 6.4. In some embodiments,
the ophthalmic aqueous, gel, or ointment composition described herein has a pD of between
about 4.5-5.5, or between about 5.0 and about 5.5. In some embodiments, the ophthalmic
aqueous, gel, or ointment composition described herein has a pD of between about 4.9-5.9, or
between about 5.4 and about 5.9. In some embodiments, the ophthalmic aqueous, gel, or
ointment composition described herein has a pD of between about 4.5-5.0. In some
embodiments, the ophthalmic aqueous, gel, or ointment composition described herein has a pD
of between about 4.9-5 4.

[00152] In some embodiments, the ophthalmic composition is an ophthalmic aqueous
composition. In some instances, the ophthalmic aqueous composition has a pD of between about
3 and about 9, about 4 and about 8, about 4.5 and about 7.8, about 5 and about 7.5, or about 5.5

and about 7. In some embodiments, the ophthalmic aqueous composition has a pD of about 8.
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In some embodiments, the ophthalmic aqueous composition has a pD of about 7.9. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.8. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.7. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.6. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.5. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.4. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.3. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.2. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7.1. In some
embodiments, the ophthalmic aqueous composition has a pD of about 7. In some embodiments,
the ophthalmic aqueous composition has a pD of about 6.9. In some embodiments, the
ophthalmic aqueous composition has a pD of about 6.8. In some embodiments, the ophthalmic
aqueous composition has a pD of about 6.7. In some embodiments, the ophthalmic aqueous
composition has a pD of about 6.6. In some embodiments, the ophthalmic aqueous composition
has a pD of about 6.5. In some embodiments, the ophthalmic aqueous composition has a pD of
about 6.4. In some embodiments, the ophthalmic aqueous composition has a pD of about 6.3.
In some embodiments, the ophthalmic aqueous composition has a pD of about 6.2. In some
embodiments, the ophthalmic aqueous composition has a pD of about 6.1. In some
embodiments, the ophthalmic aqueous composition has a pD of about 6. In some embodiments,
the ophthalmic aqueous composition has a pD of about 5.9. In some embodiments, the
ophthalmic aqueous composition has a pD of about 5.8. In some embodiments, the ophthalmic
aqueous composition has a pD of about 5.7. In some embodiments, the ophthalmic aqueous
composition has a pD of about 5.6. In some embodiments, the ophthalmic aqueous composition
has a pD of about 5.5. In some embodiments, the ophthalmic aqueous composition has a pD of
about 5.4. In some embodiments, the ophthalmic aqueous composition has a pD of about 5.3. In
some embodiments, the ophthalmic aqueous composition has a pD of about 5.2. In some
embodiments, the ophthalmic aqueous composition has a pD of about 5.1. In some
embodiments, the ophthalmic aqueous composition has a pD of about 5. In some embodiments,
the ophthalmic aqueous composition has a pD of about 4.9. In some embodiments, the
ophthalmic aqueous composition has a pD of about 4.8. In some embodiments, the ophthalmic
aqueous composition has a pD of about 4.7. In some embodiments, the ophthalmic aqueous
composition has a pD of about 4.6. In some embodiments, the ophthalmic aqueous composition
has a pD of about 4.5. In some embodiments, the ophthalmic aqueous composition has a pD of
about 4.4. In some embodiments, the ophthalmic aqueous composition has a pD of about 4.3. In

some embodiments, the ophthalmic aqueous composition has a pD of about 4.2. In some
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embodiments, the ophthalmic aqueous composition has a pD of about 4.1. In some
embodiments, the ophthalmic aqueous composition has a pD of about 4. In some embodiments,
the ophthalmic aqueous composition has a pD of about 3.9. In some embodiments, the
ophthalmic aqueous composition has a pD of about 3.8. In some embodiments, the ophthalmic
aqueous composition has a pD of about 3.7. In some embodiments, the ophthalmic aqueous
composition has a pD of about 3.6. In some embodiments, the ophthalmic aqueous composition
has a pD of about 3.5. In some embodiments, the pD is an initial pD of the ophthalmic aqueous
composition. In some embodiments, the pD is the pD of the ophthalmic aqueous composition
after extended period of time under storage condition.

[00153] In some instances, the ophthalmic aqueous composition has an initial pD of between
about 3 and about 9, about 4 and about 8, about 4.5 and about 7.8, about 5 and about 7.5, or
about 5.5 and about 7. In some embodiments, the ophthalmic aqueous composition has an initial
pD of about 8. In some embodiments, the ophthalmic aqueous composition has an initial pD of
about 7.9. In some embodiments, the ophthalmic aqueous composition has an initial pD of
about 7.8. In some embodiments, the ophthalmic aqueous composition has an initial pD of
about 7.7. In some embodiments, the ophthalmic aqueous composition has an initial pD of
about 7.6. In some embodiments, the ophthalmic aqueous composition has an initial pD of
about 7.5. In some embodiments, the ophthalmic aqueous composition has an initial pD of
about 7.4. In some embodiments, the ophthalmic aqueous composition has an initial pD of about
7.3. In some embodiments, the ophthalmic aqueous composition has an initial pD of about 7.2.
In some embodiments, the ophthalmic aqueous composition has an initial pD of about 7.1. In
some embodiments, the ophthalmic aqueous composition has an initial pD of about 7. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.9. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.8. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.7. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.6. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.5. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.4. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.3. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.2. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6.1. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 6. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.9. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.8. In some

embodiments, the ophthalmic aqueous composition has an initial pD of about 5.7. In some
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embodiments, the ophthalmic aqueous composition has an initial pD of about 5.6. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.5. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.4. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.3. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.2. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5.1. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 5. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.9. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.8. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.7. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.6. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.5. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.4. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.3. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.2. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4.1. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 4. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 3.9. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 3.8. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 3.7. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 3.6. In some
embodiments, the ophthalmic aqueous composition has an initial pD of about 3.5.

[00154] In some instances, the ophthalmic aqueous composition has a pD of between about 3
and about 9, about 4 and about 8, about 4.5 and about 7.8, about 5 and about 7.5, or about 5.5
and about 7. In some embodiments, the ophthalmic aqueous composition has a pD of less than
about 8. In some embodiments, the ophthalmic aqueous composition has a pD of less than about
7.9. In some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.8.
In some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.7. In
some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.6. In
some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.5. In
some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.4. In
some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.3. In
some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.2. In
some embodiments, the ophthalmic aqueous composition has a pD of less than about 7.1. In

some embodiments, the ophthalmic aqueous composition has a pD of less than about 7. In some
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embodiments, the ophthalmic aqueous composition has a pD of less than about 6.9. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.8. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.7. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.6. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.5. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.4. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.3. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.2. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6.1. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 6. In some

embodiments, the ophthalmic aqueous composition has a pD of less than about 5.9. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.8. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.7. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.6. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.5. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.4. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.3. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.2. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5.1. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 5. In some

embodiments, the ophthalmic aqueous composition has a pD of less than about 4.9. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.8. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.7. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.6. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.5. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.4. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.3. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.2. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4.1. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 4. In some

embodiments, the ophthalmic aqueous composition has a pD of less than about 3.9. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 3.8. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 3.7. In some
embodiments, the ophthalmic aqueous composition has a pD of less than about 3.6. In some

embodiments, the ophthalmic aqueous composition has a pD of less than about 3.5. In some
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embodiments, the pD is the pD of the ophthalmic aqueous composition after extended period of
time under storage condition.

[00155] In some embodiments, the pD of the ophthalmic aqueous composition described herein
is associated with the stability of the ophthalmic aqueous composition. In some embodiments, a
stable composition comprises a pD of between about 3 and about 9, about 4 and about 8, about
4.5 and about 7.8, about 5 and about 7.5, or about 5.5 and about 7. In some embodiments, a
stable composition comprises a pD of less than about 8. In some embodiments, a stable
composition comprises a pD of less than about 7.9. In some embodiments, a stable composition
comprises a pD of less than about 7.8. In some embodiments, a stable composition comprises a
pD of less than about 7.7. In some embodiments, a stable composition comprises a pD of less
than about 7.6. In some embodiments, a stable composition comprises a pD of less than about
7.5. In some embodiments, a stable composition comprises a pD of less than about 7.4. In some
embodiments, a stable composition comprises a pD of less than about 7.3. In some
embodiments, a stable composition comprises a pD of less than about 7.2. In some
embodiments, a stable composition comprises a pD of less than about 7.1. In some
embodiments, a stable composition comprises a pD of less than about 7. In some embodiments,
a stable composition comprises a pD of less than about 6.9. In some embodiments, a stable
composition comprises a pD of less than about 6.8. In some embodiments, a stable composition
comprises a pD of less than about 6.7. In some embodiments, a stable composition comprises a
pD of less than about 6.6. In some embodiments, a stable composition comprises a pD of less
than about 6.5. In some embodiments, a stable composition comprises a pD of less than about
6.4. In some embodiments, a stable composition comprises a pD of less than about 6.3. In some
embodiments, a stable composition comprises a pD of less than about 6.2. In some
embodiments, a stable composition comprises a pD of less than about 6.1. In some
embodiments, a stable composition comprises a pD of less than about 6. In some embodiments,
a stable composition comprises a pD of less than about 5.9. In some embodiments, a stable
composition comprises a pD of less than about 5.8. In some embodiments, a stable composition
comprises a pD of less than about 5.7. In some embodiments, a stable composition comprises a
pD of less than about 5.6. In some embodiments, a stable composition comprises a pD of less
than about 5.5. In some embodiments, a stable composition comprises a pD of less than about
5.4. In some embodiments, a stable composition comprises a pD of less than about 5.3. In some
embodiments, a stable composition comprises a pD of less than about 5.2. In some
embodiments, a stable composition comprises a pD of less than about 5.1. In some
embodiments, a stable composition comprises a pD of less than about 5. In some embodiments,

a stable composition comprises a pD of less than about 4.9. In some embodiments, a stable
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composition comprises a pD of less than about 4.8. In some embodiments, a stable composition
comprises a pD of less than about 4.7. In some embodiments, a stable composition comprises a
pD of less than about 4.6. In some embodiments, a stable composition comprises a pD of less
than about 4.5. In some embodiments, a stable composition comprises a pD of less than about
4.4. In some embodiments, a stable composition comprises a pD of less than about 4.3. In some
embodiments, a stable composition comprises a pD of less than about 4.2. In some
embodiments, a stable composition comprises a pD of less than about 4.1. In some
embodiments, a stable composition comprises a pD of less than about 4. In some embodiments,
a stable composition comprises a pD of less than about 3.9. In some embodiments, a stable
composition comprises a pD of less than about 3.8. In some embodiments, a stable composition
comprises a pD of less than about 3.7. In some embodiments, a stable composition comprises a
pD of less than about 3.6. In some embodiments, a stable composition comprises a pD of less
than about 3.5.

[00156] In some embodiments, the D,O aqueous system stabilizes an ophthalmic agent. In some
embodiments, this is due to a lower concentration of the reactive species (e.g., -OD) in the D,O
aqueous system compared to the concentration of the reactive species (e.g., -OH) in an
equivalent H,O aqueous system. In some instances, the concentration of the reactive species
(e.g., -OD) in the D,0 aqueous system is about one third less than the concentration of the
reactive species (e.g., -OH) in the equivalent H,O aqueous system. In some cases, this is due to a
lower or smaller dissociation constant of D,O than H,O. For example, the K,(H,0) is 1x10™*,
whereas the K,(D,0) is 1x10™°. As such, D,0 is a weaker acid than H,O. In some cases, base
catalysis leads to the presence of a degradant from the ophthalmic agent. In some cases, with a
lower concentration of the reactive species that causes degradant formation, the ophthalmic
solution is more stable in a D,O aqueous system than compared to an equivalent H,O aqueous
system. In some embodiments, the ophthalmic composition formulated with deuterated water
allows for a more stable ophthalmic composition relative to the ophthalmic composition
formulated with H,O.

[00157] In some embodiments, the presence of deuterated water shifts the pKa of the buffer. In
some embodiments, the presence of deuterated water allows for the ophthalmic composition to
simulate the stability of a lower pH system. In some instances, the buffer capacity of the
ophthalmic composition is lowered, thereby allowing a faster shift in pH. In some instances, the
lowered buffering capacity of the ophthalmic composition when administered into the eye
allows the ophthalmic composition to reach physiological pH at a faster rate than compared to

an ophthalmic composition formulated in H,O. In some instances, the ophthalmic composition
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formulated with deuterated water allows for a lower tear production, or less tear reflex in the
eye, in comparison with an ophthalmic composition formulated with H,O.

[00158] In some embodiment, the ophthalmic gel or ointment composition described herein has
a pD of about 3.5, about 3.6, about 3.7, about 3.8, about 3.9, about 4, about 4.1, about 4.2, about
4.3, about 4.4, about 4.5, about 4.6, about 4.7, about 4.8, about 4.9, about 5.0, about 5.1, about
5.2, about 5.3, about 5.4, about 5.5, about 5.6, about 5.7, about 5.8, about 5.9, about 6.0, about
6.1, about 6.2, about 6.3, about 6.4, about 6.5, about 6.6, about 6.7, about 6.8, about 6.9, about
7.0, about 7.1, about 7.2, about 7.3, about 7.4, about 7.5, about 7.6, about 7.7, about 7.8, or
about 7.9.

[00159] In some embodiment, the pD of the ophthalmic aqueous, gel, or ointment composition
described herein is suitable for sterilization (e.g., by filtration or aseptic mixing or heat treatment
and/or autoclaving (e.g., terminal sterilization)) of ophthalmic formulations described herein. As
used in in the present disclosure, the term “aqueous composition” includes compositions that are
based on D,0.

[00160] In some embodiments, the pharmaceutical formulations described herein are stable with
respect to pD over a period of any of at least about 1 day, at least about 2 days, at least about 3
days, at least about 4 days, at least about 5 days, at least about 6 days, at least about 1 week, at
least about 2 weeks, at least about 3 weeks, at least about 4 weeks, at least about 5 weeks, at
least about 6 weeks, at least about 7 weeks, at least about 8 weeks, at least about 1 month, at
least about 2 months, at least about 3 months, at least about 4 months, at least about 5 months, at
least about 6 months, at least about 7 months, at least about 8 months, at least about 9 months, at
least about 10 months, at least about 11 months, at least about 12 months, at least about 18
months, at least about 24 months, at least about 3 years, at least about 4 years, at least about 5
years, at least about 6 years, at least about 7 years, at least about 8 years, at least about 9 years,
at least about 10 years, at least about 15 years, at least about 20 years, at least about 30 years, or
more. In other embodiments, the formulations described herein are stable with respect to pD
over a period of at least about 1 week. In other embodiments, the formulations described herein
are stable with respect to pD over a period of at least about 2 weeks. In other embodiments, the
formulations described herein are stable with respect to pD over a period of at least about 3
weeks. In other embodiments, the formulations described herein are stable with respect to pD
over a period of at least about 1 month. Also described herein are formulations that are stable
with respect to pD over a period of at least about 2 months, at least about 3 months, at least
about 4 months, at least about 5 months, at least about 6 months, at least about 12 months, at

least about 18 months, at least about 2 years, or more.
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Aqueous Solution Dose-To-Dose Uniformity

[00161] Typical ophthalmic aqueous solutions are packaged in eye drop bottles and
administered as drops. For example, a single administration (i.e. a single dose) of an ophthalmic
aqueous solution includes a single drop, two drops, three drops or more into the eyes of the
patient. In some embodiments, one dose of the ophthalmic aqueous solution described herein is
one drop of the aqueous solution composition from the eye drop bottle.

[00162] In some cases, described herein include ophthalmic aqueous compositions which
provide a dose-to-dose uniform concentrations. In some instances, the dose-to-dose uniform
concentration does not present significant variations of drug content from one dose to another. In
some instances, the dose-to-dose uniform concentration does provide consistent drug content
from one dose to another.

[00163] In some embodiments, the composition has a dose-to-dose ophthalmic agent
concentration variation of less than 50%. In some embodiments, the composition has a dose-to-
dose ophthalmic agent concentration variation of less than 40%. In some embodiments, the
composition has a dose-to-dose ophthalmic agent concentration variation of less than 30%. In
some embodiments, the composition has a dose-to-dose ophthalmic agent concentration
variation of less than 20%. In some embodiments, the composition has a dose-to-dose
ophthalmic agent concentration variation of less than 10%. In some embodiments, the
composition has a dose-to-dose ophthalmic agent concentration variation of less than 5%.
[00164] In some embodiments, the dose-to-dose ophthalmic agent concentration variation is
based on 10 consecutive doses. In some embodiments, the dose-to-dose ophthalmic agent
concentration variation is based on 8 consecutive doses. In some embodiments, the dose-to-dose
ophthalmic agent concentration variation is based on 5 consecutive doses. In some
embodiments, the dose-to-dose ophthalmic agent concentration variation is based on 3
consecutive doses. In some embodiments, the dose-to-dose ophthalmic agent concentration
variation is based on 2 consecutive doses.

[00165] A nonsettling formulation should not require shaking to disperse drug uniformly. A “no-
shake” formulation is potentially advantageous over formulations that require shaking for the
simple reason that patients’ shaking behavior is a major source of variability in the amount of
drug dosed. It has been reported that patients often times do not or forget to shake their
ophthalmic compositions that requires shaking before administering a dose, despite the
instructions to shake that were clearly marked on the label. On the other hand, even for those
patients who do shake the product, it is normally not possible to determine whether the shaking

is adequate in intensity and/or duration to render the product uniform. In some embodiments,
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the ophthalmic gel compositions and ophthalmic ointment compositions described herein are
“no-shake” formulations that maintained the dose-to-dose uniformity described herein.
[00166] To evaluate the dose-to-dose uniformity, drop bottles or tubes containing the ophthalmic
aqueous compositions, the ophthalmic gel compositions, or ophthalmic ointment compositions
are stored upright for a minimum of 12 hours prior to the start of the test. To simulate the
recommended dosing of these products, predetermined number of drops or strips are dispensed
from each commercial bottles or tubes at predetermined time intervals for an extended period of
time or until no product was left in the bottle or tube. All drops and strips are dispensed into
tared glass vials, capped, and stored at room temperature until analysis. Concentrations of an
ophthalmic agent in the expressed drops are determined using a reverse-phase HPLC method.

Aqueous Solution Viscosity

[00167] In some embodiments, the composition has a Brookfield RVDYV viscosity of from about
10 to about 50,000 cps at about 20°C and sheer rate of 1s™. In some embodiments, the
composition has a Brookfield RVDYV viscosity of from about 100 to about 40,000 cps at about
20°C and sheer rate of 1s™. In some embodiments, the composition has a Brookfield RVDV
viscosity of from about 500 to about 30,000 cps at about 20°C and sheer rate of 1s™. In some
embodiments, the composition has a Brookfield RVDYV viscosity of from about 1000 to about
20,000 cps at about 20°C and sheer rate of 1s. In some embodiments, the composition has a
Brookfield RVDYV viscosity of from about 2000 to about 10,000 cps at about 20°C and sheer
rate of 1s™. In some embodiments, the composition has a Brookfield RVDV viscosity of from
about 4000 to about 8000 cps at about 20°C and sheer rate of 1s™.

[00168] In some embodiments, the ophthalmic aqueous formulation contains a viscosity
enhancing agent sufficient to provide a viscosity of between about 500 and 50,000 centipoise,
between about 750 and 50,000 centipoise; between about 1000 and 50,000 centipoise; between
about 1000 and 40,000 centipoise; between about 2000 and 30,000 centipoise; between about
3000 and 20,000 centipoise; between about 4000 and 10,000 centipoise, or between about 5000
and 8000 centipoise.

[00169] In some embodiments, the compositions described herein are low viscosity
compositions at body temperature. In some embodiments, low viscosity compositions contain
from about 1% to about 10% of a viscosity enhancing agent (e.g., gelling components such as
polyoxyethylene-polyoxypropylene copolymers). In some embodiments, low viscosity
compositions contain from about 2% to about 10% of a viscosity enhancing agent (e.g., gelling
components such as polyoxyethylene-polyoxypropylene copolymers). In some embodiments,
low viscosity compositions contain from about 5% to about 10% of a viscosity enhancing agent

(e.g., gelling components such as polyoxyethylene-polyoxypropylene copolymers). In some
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embodiments, low viscosity compositions are substantially free of a viscosity enhancing agent
(e.g., gelling components such as polyoxyethylene-polyoxypropylene copolymers). In some
embodiments, a low viscosity ophthalmic agent composition described herein provides an
apparent viscosity of from about 100 cP to about 10,000 cP. In some embodiments, a low
viscosity ophthalmic agent composition described herein provides an apparent viscosity of from
about 500 cP to about 10,000 cP. In some embodiments, a low viscosity ophthalmic agent
composition described herein provides an apparent viscosity of from about 1000 cP to about
10,000 cP.

Osmolarity

[00170] In some embodiments, a composition disclosed herein is formulated in order to not
disrupt the ionic balance of the eye. In some embodiments, a composition disclosed herein has
an ionic balance that is the same as or substantially the same as the eye. In some embodiments, a
composition disclosed herein does not does not disrupt the ionic balance of the eye.

[00171] As used herein, “practical osmolarity/osmolality” or “deliverable
osmolarity/osmolality” means the osmolarity/osmolality of a composition as determined by
measuring the osmolarity/osmolality of the ophthalmic agent and all excipients except the
gelling and/or the thickening agent (e.g., polyoxyethylene-polyoxypropylene copolymers,
carboxymethylcellulose or the like). The practical osmolarity of a composition disclosed herein
is measured by a suitable method, e.g., a freezing point depression method as described in
Viegas et. al, Int. J. Pharm., 1998, 160, 157-162. In some instances, the practical osmolarity of a
composition disclosed herein is measured by vapor pressure osmometry (e.g., vapor pressure
depression method) that allows for determination of the osmolarity of a composition at higher
temperatures. In some instances, vapor pressure depression method allows for determination of
the osmolarity of a composition comprising a gelling agent (e.g., a thermoreversible polymer) at
a higher temperature wherein the gelling agent is in the form of a gel.

[00172] In some embodiments, the osmolarity at a target site of action (e.g., the eye) is about
the same as the delivered osmolarity of a composition described herein. In some embodiments, a
composition described herein has a deliverable osmolarity of about 150 mOsm/L to about 500
mOsm/L, about 250 mOsm/L to about 500 mOsm/L, about 250 mOsm/L to about 350 mOsm/L,
about 280 mOsm/L to about 370 mOsm/L or about 250 mOsm/L to about 320 mOsm/L.

[00173] The practical osmolality of an ophthalmic composition disclosed herein is from about
100 mOsm/kg to about 1000 mOsm/kg, from about 200 mOsm/kg to about 800 mOsm/kg, from
about 250 mOsm/kg to about 500 mOsm/kg, or from about 250 mOsm/kg to about 320
mOsm/kg, or from about 250 mOsm/kg to about 350 mOsm/kg or from about 280 mOsm/kg to

about 320 mOsm/kg. In some embodiments, a composition described herein has a practical
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osmolarity of about 100 mOsm/L to about 1000 mOsm/L, about 200 mOsm/L to about 800

mOsm/L, about 250 mOsm/L to about 500 mOsm/L, about 250 mOsm/L to about 350 mOsm/L,
about 250 mOsm/L to about 320 mOsm/L, or about 280 mOsm/L to about 320 mOsm/L.
[00174] In some embodiments, suitable tonicity adjusting agents include, but are not limited to
any pharmaceutically acceptable sugar, salt or any combinations or mixtures thereof, such as,
but not limited to dextrose, glycerin, mannitol, sorbitol, sodium chloride, and other electrolytes.
In some instances, the tonicity adjusting agent is selected from sodium chloride, sodium nitrate,
sodium sulfate, sodium bisulfate, potassium chloride, calcium chloride, magnesium chloride,
zinc chloride, potassium acetate, sodium acetate, sodium bicarbonate, sodium carbonate, sodium
thiosulfate, magnesium sulfate, disodium hydrogen phosphate, sodium dihydrogen phosphate,
potassium dihydrogen phosphate, dextrose, mannitol, sorbitol, dextrose, sucrose, urea, propylene
glycol, glycerin, or a combination thereof.

[00175] In some embodiment, the ophthalmic compositions described herein include one or
more salts in an amount required to bring osmolality of the composition into an acceptable
range. Such salts include those having sodium, potassium or ammonium cations and chloride,
citrate, ascorbate, borate, phosphate, bicarbonate, sulfate, thiosulfate or bisulfite anions; suitable
salts include sodium chloride, potassium chloride, sodium thiosulfate, sodium bisulfite and
ammonium sulfate.

Sterility

[00176] In some embodiments, the compositions are sterilized. Included within the embodiments
disclosed herein are means and processes for sterilization of a pharmaceutical composition
disclosed herein for use in humans. The goal is to provide a safe pharmaceutical product,
relatively free of infection causing micro-organisms. The U. S. Food and Drug Administration
has provided regulatory guidance in the publication “Guidance for Industry: Sterile Drug
Products Produced by Aseptic Processing” available at:

http://www .fda.gov/cder/guidance/5882fnl.htm, which is incorporated herein by reference in its
entirety.

[00177] As used herein, sterilization means a process used to destroy or remove microorganisms
that are present in a product or packaging. Any suitable method available for sterilization of
objects and compositions is used. Available methods for the inactivation of microorganisms
include, but are not limited to, the application of extreme heat, lethal chemicals, or gamma
radiation. In some embodiments, a process for the preparation of an ophthalmic formulation
comprises subjecting the formulation to a sterilization method selected from heat sterilization,
chemical sterilization, radiation sterilization or filtration sterilization. The method used depends

largely upon the nature of the device or composition to be sterilized. Detailed descriptions of
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many methods of sterilization are given in Chapter 40 of Remington: The Science and Practice
of Pharmacy published by Lippincott, Williams & Wilkins, and is incorporated by reference
with respect to this subject matter.

Filtration
[00178] Filtration sterilization is a method used to remove but not destroy microorganisms from
solutions. Membrane filters are used to filter heat-sensitive solutions. Such filters are thin,
strong, homogenous polymers of mixed cellulosic esters (MCE), polyvinylidene fluoride (PVF;
also known as PVDF), or polytetrafluoroethylene (PTFE) and have pore sizes ranging from 0.1
to 0.22 um. Solutions of various characteristics are optionally filtered using different filter
membranes. For example, PVF and PTFE membranes are well suited to filtering organic
solvents while aqueous solutions are filtered through PVF or MCE membranes. Filter apparatus
are available for use on many scales ranging from the single point-of-use disposable filter
attached to a syringe up to commercial scale filters for use in manufacturing plants. The
membrane filters are sterilized by autoclave or chemical sterilization. Validation of membrane
filtration systems is performed following standardized protocols (Microbiological Evaluation of
Filters for Sterilizing Liquids, Vol 4, No. 3. Washington, D.C: Health Industry Manufacturers
Association, 1981) and involve challenging the membrane filter with a known quantity (ca.
10”em?) of unusually small microorganisms, such as Brevundimonas diminuta (ATCC 19146).
[00179] Pharmaceutical compositions are optionally sterilized by passing through membrane
filters. Formulations comprising nanoparticles (U.S. Pat No. 6,139,870) or multilamellar
vesicles (Richard et al., International Journal of Pharmaceutics (2006), 312(1-2):144-50) are
amenable to sterilization by filtration through 0.22 um filters without destroying their organized
structure.
[00180] In some embodiments, the methods disclosed herein comprise sterilizing the
formulation (or components thereof) by means of filtration sterilization. In ophthalmic gel
compositions that includes thermosetting polymers, filtration is carried out below (e.g. about
5°C) the gel temperature (Tgel) of a formulation described herein and with viscosity that allows
for filtration in a reasonable time using a peristaltic pump (e.g. below a theoretical value of
100cP ).
[00181] Accordingly, provided herein are methods for sterilization of ophthalmic formulations
that prevent degradation of polymeric components (e.g., thermosetting and/or other viscosity
enhancing agents) and/or the ophthalmic agent during the process of sterilization. In some
embodiments, degradation of the ophthalmic agent is reduced or eliminated through the use of
specific pD ranges for buffer components and specific proportions of viscosity enhancing agents

in the formulations. In some embodiments, the choice of an appropriate viscosity enhancing

- 58 -



WO 2016/196367 PCT/US2016/034823
agents or thermosetting polymer allows for sterilization of formulations described herein by
filtration. In some embodiments, the use of an appropriate thermosetting polymer or other
viscosity enhancing agents in combination with a specific pD range for the formulation allows
for high temperature sterilization of formulations described with substantially no degradation of
the therapeutic agent or the polymeric excipients. An advantage of the methods of sterilization
provided herein is that, in certain instances, the formulations are subjected to terminal
sterilization via autoclaving without any loss of the ophthalmic agent and/or excipients and/or
viscosity enhancing agents during the sterilization step and are rendered substantially free of
microbes and/or pyrogens.

Radiation Sterilization
[00182] One advantage of radiation sterilization is the ability to sterilize many types of products
without heat degradation or other damage. The radiation commonly employed is beta radiation
or alternatively, gamma radiation from a ®’Co source. The penetrating ability of gamma
radiation allows its use in the sterilization of many product types, including solutions,
compositions and heterogeneous mixtures. The germicidal effects of irradiation arise from the
interaction of gamma radiation with biological macromolecules. This interaction generates
charged species and free-radicals. Subsequent chemical reactions, such as rearrangements and
cross-linking processes, result in the loss of normal function for these biological
macromolecules. The formulations described herein are also optionally sterilized using beta
irradiation.

Sterilization by Heat
[00183] Many methods are available for sterilization by the application of high heat. One
method is through the use of a saturated steam autoclave. In this method, saturated steam at a
temperature of at least 121 °C is allowed to contact the object to be sterilized. The transfer of
heat is either directly to the microorganism, in the case of an object to be sterilized, or indirectly
to the microorganism by heating the bulk of an aqueous solution to be sterilized. This method is
widely practiced as it allows flexibility, safety and economy in the sterilization process.

Microorganisms
[00184] In some embodiments, the compositions are substantially free of microorganisms.
Acceptable bioburden or sterility levels are based on applicable standards that define
therapeutically acceptable compositions, including but not limited to United States
Pharmacopeia Chapters <1111> et seq. For example, acceptable sterility (e.g., bioburden) levels
include about 10 colony forming units (cfu) per gram of formulation, about 50 cfu per gram of
formulation, about 100 cfu per gram of formulation, about 500 cfu per gram of formulation or

about 1000 cfu per gram of formulation. In some embodiments, acceptable bioburden levels or
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sterility for formulations include less than 10 cfu/mL, less than 50 cfu/mL, less than 500 cfu/mL
or less than 1000 cfu/mL microbial agents. In addition, acceptable bioburden levels or sterility
include the exclusion of specified objectionable microbiological agents. By way of example,
specified objectionable microbiological agents include but are not limited to Escherichia coli (E.
coli), Salmonella sp., Pseudomonas aeruginosa (P. aeruginosa) and/or other specific microbial
agents.

[00185] An important component of the sterility assurance quality control, quality assurance and
validation process is the method of sterility testing. Sterility testing, by way of example only, is
performed by two methods. The first is direct inoculation wherein a sample of the composition
to be tested is added to growth medium and incubated for a period of time up to 21 days.
Turbidity of the growth medium indicates contamination. Drawbacks to this method include the
small sampling size of bulk materials which reduces sensitivity, and detection of microorganism
growth based on a visual observation. An alternative method is membrane filtration sterility
testing. In this method, a volume of product is passed through a small membrane filter paper.
The filter paper is then placed into media to promote the growth of microorganisms. This
method has the advantage of greater sensitivity as the entire bulk product is sampled. The
commercially available Millipore Steritest sterility testing system is optionally used for
determinations by membrane filtration sterility testing. For the filtration testing of creams or
ointments Steritest filter system No. TLHVSL210 are used. For the filtration testing of
emulsions or viscous products Steritest filter system No. TLAREM210 or TDAREM210 are
used. For the filtration testing of pre-filled syringes Steritest filter system No. TTHASY210 are
used. For the filtration testing of material dispensed as an aerosol or foam Steritest filter system
No. TTHVAZ210 are used. For the filtration testing of soluble powders in ampoules or vials
Steritest filter system No. TTHADA210 or TTHADV210 are used.

[00186] Testing for £. coli and Salmonella includes the use of lactose broths incubated at 30 —
35 °C for 24-72 hours, incubation in MacConkey and/or EMB agars for 18-24 hours, and/or the
use of Rappaport medium. Testing for the detection of P. aeruginosa includes the use of NAC
agar. United States Pharmacopeia Chapter <62> further enumerates testing procedures for
specified objectionable microorganisms.

[00187] In certain embodiments, the ophthalmic formulation described herein has less than
about 60 colony forming units (CFU), less than about 50 colony forming units, less than about
40 colony forming units, or less than about 30 colony forming units of microbial agents per
gram of formulation. In certain embodiments, the ophthalmic formulations described herein are

formulated to be isotonic with the eye.
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Endotoxins
[00188] An additional aspect of the sterilization process is the removal of by-products from the
killing of microorganisms (hereinafter, “Product”). The process of depyrogenation removes
pyrogens from the sample. Pyrogens are endotoxins or exotoxins which induce an immune
response. An example of an endotoxin is the lipopolysaccharide (LPS) molecule found in the
cell wall of gram-negative bacteria. While sterilization procedures such as autoclaving or
treatment with ethylene oxide kill the bacteria, the LPS residue induces a proinflammatory
immune response, such as septic shock. Because the molecular size of endotoxins vary widely,
the presence of endotoxins is expressed in “endotoxin units” (EU). One EU is equivalent to 100
picograms of F. coli LPS. In some cases, humans develop a response to as little as 5 EU/kg of
body weight. The bioburden (e.g., microbial limit) and/or sterility (e.g., endotoxin level) is
expressed in any units as recognized in the art. In certain embodiments, ophthalmic
compositions described herein contain lower endotoxin levels (e.g. <4 EU/kg of body weight of
a subject) when compared to conventionally acceptable endotoxin levels (e.g., 5 EU/kg of body
weight of a subject). In some embodiments, the ophthalmic formulation has less than about 5
EU/kg of body weight of a subject. In other embodiments, the ophthalmic formulation has less
than about 4 EU/kg of body weight of a subject. In additional embodiments, the ophthalmic
formulation has less than about 3 EU/kg of body weight of a subject. In additional embodiments,
the ophthalmic formulation has less than about 2 EU/kg of body weight of a subject.
[00189] In some embodiments, the ophthalmic formulation has less than about 5 EU/kg of
formulation. In other embodiments, the ophthalmic formulation has less than about 4 EU/kg of
formulation. In additional embodiments, the ophthalmic formulation has less than about 3 EU/kg
of formulation. In some embodiments, the ophthalmic formulation has less than about 5 EU/kg
Product. In other embodiments, the ophthalmic formulation has less than about 1 EU/kg
Product. In additional embodiments, the ophthalmic formulation has less than about 0.2 EU/kg
Product. In some embodiments, the ophthalmic formulation has less than about 5 EU/g of unit or
Product. In other embodiments, the ophthalmic formulation has less than about 4 EU/ g of unit
or Product. In additional embodiments, the ophthalmic formulation has less than about 3 EU/g
of unit or Product. In some embodiments, the ophthalmic formulation has less than about 5
EU/mg of unit or Product. In other embodiments, the ophthalmic formulation has less than about
4 EU/ mg of unit or Product. In additional embodiments, the ophthalmic formulation has less
than about 3 EU/mg of unit or Product. In certain embodiments, ophthalmic formulations
described herein contain from about 1 to about 5 EU/mL of formulation. In certain

embodiments, ophthalmic formulations described herein contain from about 2 to about 5 EU/mL
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of formulation, from about 3 to about 5 EU/mL of formulation, or from about 4 to about 5
EU/mL of formulation.
[00190] In certain embodiments, ophthalmic compositions described herein contain lower
endotoxin levels (e.g. < 0.5 EU/mL of formulation) when compared to conventionally
acceptable endotoxin levels (e.g., 0.5 EU/mL of formulation). In some embodiments, the
ophthalmic formulation has less than about 0.5 EU/mL of formulation. In other embodiments,
the ophthalmic formulation has less than about 0.4 EU/mL of formulation. In additional
embodiments, the ophthalmic formulation has less than about 0.2 EU/mL of formulation.
[00191] Pyrogen detection, by way of example only, is performed by several methods. Suitable
tests for sterility include tests described in United States Pharmacopoeia (USP) <71> Sterility
Tests (23rd edition, 1995). The rabbit pyrogen test and the Limulus amebocyte lysate test are
both specified in the United States Pharmacopeia Chapters <85> and <151> (USP23/NF 18,
Biological Tests, The United States Pharmacopeial Convention, Rockville, MD, 1995).
Alternative pyrogen assays have been developed based upon the monocyte activation-cytokine
assay. Uniform cell lines suitable for quality control applications have been developed and have
demonstrated the ability to detect pyrogenicity in samples that have passed the rabbit pyrogen
test and the Limulus amebocyte lysate test (Taktak et al, J. Pharm. Pharmacol. (1990), 43:578-
82). In an additional embodiment, the ophthalmic formulation is subject to depyrogenation. In a
further embodiment, the process for the manufacture of the ophthalmic formulation comprises
testing the formulation for pyrogenicity. In certain embodiments, the formulations described
herein are substantially free of pyrogens.

Ophthalmic Agent-Mucus Penetrating Particle (MPP) Composition

[00192] Mucus-penetrating particles (MPPs) are particles that rapidly traverse mucus (e.g.
human mucus). In some cases, MPPs comprise of a nanoparticle with a particle size of between
about 200nm and 500nm. In some instances, the nanoparticle is further coated with a mucus
penetrating agent. In some instances, a composition described herein is formulated with MPPs
for mucus penetration. In some instances, an ophthalmic composition described herein is
formulated with MPPs for mucus penetration. In some embodiments, an ophthalmic agent
includes aflibercept (also known as VEGF Trap), ranibizumab, pegaptanib, cyclopentolate,
phenylephrine, homatropine, scopolamine, cyclopentolate/phenylephrine,
phenylephrine/scopolamine, tropicamide, ketorolac/phenylephrine,
hydroxyamphetamine/tropicamide, cysteamine, ocriplasmin, mitomycin, dapiprazole, lidocaine,
proparacaine, tetracaine, benoxinate, azithromycin, bacitracin, besifloxacin, boric acid,
chloramphenicol, ciprofloxacin, erythromycin, ganciclovir, gatifloxacin, gentamicin,

idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin, ofloxacin,
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bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine, trifluridine,
gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, bromfenac, nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen,
diclofenac, alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen,
levocabastine, lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine,
naphazoline/zinc sulfate, olopatadine, oxymetazoline, pemirolast, phenylephrine,
phenylephrine/zinc sulfate, tetrahydrozoline, tetrahydrozoline/zinc sulfate, fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, trypan blue, acetylcholine,
apraclonidine, betaxolol, bimatoprost, brimonidine, brinzolamide, brimonidine/brinzolamide,
carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost,
unoprostone, artificial tear, dexamethasone, difluprednate, fluocinolone, fluorometholone,
loteprednol, medrysone, prednisolone, rimexolone, triamcinolone,
fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, ketorolac/phenylephrine, diphenhydramine, dimenhydrinate,
dicyclomine, flavoxate, oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine),
hydroxyzine, ipratropium, pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine,
procyclidine, aclidinium bromide, trihexyphenidyl/benzhexol, tolterodine, or any combinations
thereof. In a non-limiting example, the MMPs for use in the disclosed composition is obtained
from Kala Pharmaceuticals, Inc. (100 Beaver Street #201, Waltham, MA 02453).

[00193] In some embodiments, the nanoparticle comprises of any suitable material, such as an
organic material, an inorganic material, a polymer, or combinations thereof. In some instances,
the nanoparticle comprises of inorganic material, such as for example, a metal (e.g., Ag, Au, Pt,
Fe, Cr, Co, Ni, Cu, Zn, and other transition metals), a semiconductor (e.g., silicon, silicon
compounds and alloys, cadmium selenide, cadmium sulfide, indium arsenide, and indium
phosphide), or an insulator (e.g. , ceramics such as silicon oxide). In some instances, the
nanoparticle comprises organic materials such as a synthetic polymer and/or a natural polymer.
Examples of synthetic polymers include non-degradable polymers such as polymethacrylate and
degradable polymers such as polylactic acid, polyglycolic acid and copolymers thereof.

Examples of natural polymers include hyaluronic acid, chitosan, and collagen.
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[00194] In some embodiments, the nanoparticle is coated with a mucus penetrating agent. In
some instances, the mucus penetrating agent comprises any suitable material, such as a
hydrophobic material, a hydrophilic material, and/or an amphiphilic material. In some instances,
the mucus penetrating agent is a polymer. In some instances, the polymer a synthetic polymer
(i.e., a polymer not produced in nature). In other embodiments, the polymer is a natural polymer
(e.g., a protein, polysaccharide, rubber). In certain embodiments, the polymer is a surface active
polymer. In certain embodiments, the polymer is a non-ionic polymer. In certain embodiments,
the polymer is a non-ionic block copolymer. In some embodiments, the polymer is a diblock
copolymer, a triblock copolymer, e.g., e.g., where one block is a hydrophobic polymer and
another block is a hydrophilic polymer. In some instances, the polymer is charged or uncharged.
[00195] Additional examples of suitable polymers include, but are not limited to, polyamines,
polyethers, polyamides, polyesters, polycarbamates, polyureas, polycarbonates, polystyrenes,
polyimides, polysulfones, polyurethanes, polyacetylenes, polyethylenes, polyethyeneimines,
polyisocyanates, polyacrylates, polymethacrylates, polyacrylonitriles, and polyarylates. Non-
limiting examples of specific polymers include poly(caprolactone) (PCL), ethylene vinyl acetate
polymer (EVA), poly(lactic acid) (PLA), poly(L-lactic acid) (PLLA), poly(glycolic acid) (PGA),
poly(lactic acid-co-glycolic acid) (PLGA), poly(L-lactic acid-co-glycolic acid) (PLLGA),
poly(D,L-lactide) (PDLA), poly(L- lactide) (PLLA), poly(D,L-lactide-co-caprolactone),
poly(D,L-lactide-co-caprolactone-co-glycolide), poly(D,L-lactide-co-PEO-co-D,L-lactide),
poly(D,L-lactide-co-PPO-co-D,L-lactide), polyalkyl cyanoacrylate, polyurethane, poly-L-lysine
(PLL), hydroxypropyl methacrylate (HPMA), poly(ethylene glycol), poly-L-glutamic acid,
poly(hydroxy acids), polyanhydrides, polyorthoesters, poly(ester amides), polyamides,
poly(ester ethers), polycarbonates, polyalkylenes such as polyethylene and polypropylene,
polyalkylene glycols such as poly(ethylene glycol) (PEG), polyalkylene oxides (PEO),
polyalkylene terephthalates such as poly(ethylene terephthalate), polyvinyl alcohols (PVA),
polyvinyl ethers, polyvinyl esters such as poly(vinyl acetate), polyvinyl halides such as
poly(vinyl chloride) (PVC), polyvinylpyrrolidone, polysiloxanes, polystyrene (PS),
polyurethanes, derivatized celluloses such as alkyl celluloses, hydroxyalkyl celluloses, cellulose
ethers, cellulose esters, nitro celluloses, hydroxypropylcellulose, carboxymethylcellulose,
polymers of acrylic acids, such as poly(methyl(meth)acrylate) (PMMA),
poly(ethyl(meth)acrylate), poly(butyl(meth)acrylate), poly(isobutyl(meth)acrylate),
poly(hexyl(meth)acrylate), poly(isodecyl(meth)acrylate), poly(lauryl(meth)acrylate),
poly(phenyl(meth)acrylate), poly(methyl acrylate), poly(isopropyl acrylate), poly(isobutyl
acrylate), poly(octadecyl acrylate) (jointly referred to herein as "polyacrylic acids"), and

copolymers and mixtures thereof, polydioxanone and its copolymers, polyhydroxyalkanoates,
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polypropylene fumarate), polyoxymethylene, poloxamers, poly(ortho)esters, poly(butyric acid),
poly(valeric acid), poly(lactide-co-caprolactone), and trimethylene carbonate,
polyvinylpyrrolidone.

[00196] In some cases, an ophthalmic agent is present in the MPP formulation at a concentration
of between about 0.001 wt% and about 20 wt%, between about 0.01% to about 15%, between
about 0.05% to about %10, between about 0.1% to about 5%, or between about 0.5% to about
1% of the ophthalmic agent, or pharmaceutically acceptable prodrug or salt thereof, by weight of
the composition. In some instances, additional agents such as buffers, pD adjusting agents,
and/or preservatives are formulated in the MPP formulation.

[00197] In some instances, ophthalmic agent-MPP composition is formulated using any suitable
method. In some embodiments, a milling process is used to reduce the size of a solid material to
form particles in the micrometer to nanometer size range. Dry and wet milling processes such as
jet milling, cryo-milling, ball milling, media milling, and homogenization are known and are
used in methods described herein. Generally, in a wet milling process, a suspension of the
material to be used as the nanoparticle is mixed with milling media with or without excipients to
reduce particle size. Dry milling is a process wherein the material to be used as the nanoparticle
is mixed with milling media with or without excipients to reduce particle size. In a cryo-milling
process, a suspension of the material to be used as the nanoparticle is mixed with milling media
with or without excipients under cooled temperatures.

[00198] In some embodiments, any suitable grinding medium is used for milling. In some
embodiments, a ceramic and/or polymeric material and/or a metal is used. Examples of suitable
materials include zirconium oxide, silicon carbide, silicon oxide, silicon nitride, zirconium
silicate, yttrium oxide, glass, alumina, alpha- alumina, aluminum oxide, polystyrene,
poly(methyl methacrylate), titanium, steel. In some embodiments, a grinding medium has any
suitable size. For example, the grinding medium has an average diameter of at least about 0.1
mm, at least about 0.2 mm, at least about 0.5 mm, at least about 0.8 mm, at least about 1 mm, at
least about 2 mm, or at least about 5 mm. In some cases, the grinding medium has an average
diameter of less than or equal to about 5 mm, less than or equal to about 2 mm, less than or
equal to about 1 mm, less than or equal to about 0.8, less than or equal to about 0.5 mm, or less
than or equal to about 0.2 mm. Combinations of the above-referenced ranges are also possible
(e.g. , an average diameter of at least about 0.5 millimeters and less than or equal to about 1
mm). Other ranges are also possible.

[00199] In some embodiments, any suitable solvent is used for milling. In some instances, the
choice of solvent depends on factors such as the solid material being milled, the particular type

of stabilizer/mucus penetrating agent being used (e.g., one that renders the particle mucus
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penetrating), the grinding material be used, among other factors. Suitable solvents include ones
that do not substantially dissolve the solid material or the grinding material, but dissolve the
stabilizer/mucus penetrating agent to a suitable degree. Non-limiting examples of solvents
include water, buffered solutions, other aqueous solutions, alcohols (e.g. , ethanol, methanol,
butanol), and mixtures thereof that optionally include other components such as pharmaceutical
excipients, polymers, pharmaceutical agents, salts, preservative agents, viscosity modifiers,
tonicity modifier, taste masking agents, antioxidants, pD modifier, and other pharmaceutical
excipients. In other embodiments, an organic solvent is used. In some embodiments, a
pharmaceutical agent has any suitable solubility in these or other solvents, such as a solubility in
one or more of the ranges described above for aqueous solubility or for solubility in a coating
solution.

[00200] In some instances, a MPP is a MPP as described in W0O2013/166385. In some instances,
a MPP is a MPP as described in Lai ef al., “Rapid transport of large polymeric nanoparticles in
fresh undiluted human mucus,” PNAS 104(5):1482-1487 (2007). In some instances, an
ophthalmic agent-MPP composition is formulated using a method as described in
WO02013/166385. In some instances, an ophthalmic agent-MPP composition is formulated using
a method as described in Lai et a/., “Rapid transport of large polymeric nanoparticles in fresh

undiluted human mucus,” PNAS 104(5):1482-1487 (2007).

Ophthalmic Gel Composition

[00201] Gels have been defined in various ways. For example, the United States Pharmacopoeia
defines gels as semisolid systems consisting of either suspensions made up of small inorganic
particles or large organic molecules interpenetrated by a liquid. Gels include a single-phase or a
two-phase system. A single-phase gel consists of organic macromolecules distributed uniformly
throughout a liquid in such a manner that no apparent boundaries exist between the dispersed
macromolecules and the liquid. Some single-phase gels are prepared from synthetic
macromolecules (e.g., carbomer) or from natural gums, (e.g., tragacanth). In some embodiments,
single-phase gels are generally aqueous, but will also be made using alcohols and oils. Two-
phase gels consist of a network of small discrete particles.

[00202] In some embodiments, gels are also classified as being hydrophobic or hydrophilic. In
certain embodiments, the base of a non-limiting example of a hydrophobic gel includes a liquid
paraffin with polyethylene or fatty oils gelled with colloidal silica, or aluminum or zinc soaps. In
contrast, the base of a non-limiting example of a hydrophilic gel includes water, glycerol, or
propylene glycol gelled with a suitable gelling agent (e.g., tragacanth, starch, cellulose

derivatives, carboxyvinylpolymers, and magnesium-aluminum silicates). In certain
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embodiments, the rheology of the compositions disclosed herein is pseudo plastic, plastic,
thixotropic, or dilatant.

[00203] In some embodiments, the ophthalmic composition is an ophthalmic gel, and wherein
the ophthalmically acceptable carrier comprises deuterated water and at least one viscosity-
enhancing agent. In some embodiments, the viscosity-enhancing agent is selected from
cellulose-based polymers, polyoxyethylene-polyoxypropylene triblock copolymers, dextran-
based polymers, polyvinyl alcohol, dextrin, polyvinylpyrrolidone, polyalkylene glycols,
chitosan, collagen, gelatin, hyaluronic acid, or combinations thereof.

[00204] In some embodiment, the ophthalmic gel composition described herein is a semi-solid
or id in a gelled state before it is topically administered (e.g. at room temperature). For example,
suitable viscosity-enhancing agents for such gels include by way of example only, gelling agents
and suspending agents. In one embodiment, the enhanced viscosity formulation does not include
a buffer. In other embodiments, the enhanced viscosity formulation includes a pharmaceutically
acceptable buffer. Sodium chloride or other tonicity agents are optionally used to adjust tonicity,
if necessary.

[00205] By way of example only, the ophthalmically acceptable viscosity agent includes
hydroxypropyl methylcellulose, hydroxyethyl cellulose, polyvinylpyrrolidone, carboxymethyl
cellulose, polyvinyl alcohol, sodium chondroitin sulfate, sodium hyaluronate. Other viscosity
enhancing agents compatible with the targeted ocular site include, but are not limited to, acacia
(gum arabic), agar, aluminum magnesium silicate, sodium alginate, sodium stearate,
bladderwrack, bentonite, carbomer, carrageenan, Carbopol, xanthan, cellulose, microcrystalline
cellulose (MCC), ceratonia, chitin, carboxymethylated chitosan, chondrus, dextrose, furcellaran,
gelatin, Ghatti gum, guar gum, hectorite, lactose, sucrose, maltodextrin, mannitol, sorbitol,
honey, maize starch, wheat starch, rice starch, potato starch, gelatin, sterculia gum, xanthum
gum, gum tragacanth, ethyl cellulose, ethylhydroxyethyl cellulose, ethylmethyl cellulose, methyl
cellulose, hydroxyethyl cellulose, hydroxyethylmethyl cellulose, hydroxypropyl cellulose,
poly(hydroxyethyl methacrylate), oxypolygelatin, pectin, polygeline, povidone, propylene
carbonate, methyl vinyl ether/maleic anhydride copolymer (PVM/MA), poly(methoxyethyl
methacrylate), poly(methoxyethoxyethyl methacrylate), hydroxypropyl cellulose,
hydroxypropylmethyl-cellulose (HPMC), sodium carboxymethyl-cellulose (CMC), silicon
dioxide, polyvinylpyrrolidone (PVP: povidone), Splenda® (dextrose, maltodextrin and
sucralose) or combinations thereof. In specific embodiments, the viscosity-enhancing excipient
is a combination of MCC and CMC. In another embodiment, the viscosity-enhancing agent is a
combination of carboxymethylated chitosan, or chitin, and alginate. The combination of chitin

and alginate with the ophthalmic agents disclosed herein acts as a controlled release formulation,
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restricting the diffusion of the ophthalmic agents from the formulation. Moreover, the
combination of carboxymethylated chitosan and alginate is optionally used to assist in
increasing the permeability of the ophthalmic agents in the eye.

[00206] In some embodiments is an enhanced viscosity formulation, comprising from about 0.1
mM and about 100 mM of an ophthalmic agent, a pharmaceutically acceptable viscosity agent,
and water for injection, the concentration of the viscosity agent in the water being sufficient to
provide an enhanced viscosity formulation with a final viscosity from about 100 to about
100,000 cP. In certain embodiments, the viscosity of the gel is in the range from about 100 to
about 50,000 cP, about 100 cP to about 1,000 cP, about 500 cP to about 1500 cP, about 1000 cP
to about 3000 cP, about 2000 cP to about 8,000 cP, about 4,000 cP to about 50,000 cP, about
10,000 cP to about 500,000 cP, about 15,000 cP to about 1,000,000 cP. In other embodiments,
when an even more viscous medium is desired, the biocompatible gel comprises at least about
35%, at least about 45%, at least about 55%, at least about 65%, at least about 70%, at least
about 75%, or even at least about 80% or so by weight of the ophthalmic agent. In highly
concentrated samples, the biocompatible enhanced viscosity formulation comprises at least
about 25%, at least about 35%, at least about 45%, at least about 55%, at least about 65%, at
least about 75%, at least about 85%, at least about 90% or at least about 95% or more by weight
of the ophthalmic agent.

[00207] In one embodiment, the pharmaceutically acceptable enhanced viscosity ophthalmically
acceptable formulation comprises at least one ophthalmic agent and at least one gelling agent.
Suitable gelling agents for use in preparation of the gel formulation include, but are not limited
to, celluloses, cellulose derivatives, cellulose ethers (e.g., carboxymethylcellulose,
ethylcellulose, hydroxyethylcellulose, hydroxymethylcellulose, hydroxypropylmethylcellulose,
hydroxypropylcellulose, methylcellulose), guar gum, xanthan gum, locust bean gum, alginates
(e.g., alginic acid), silicates, starch, tragacanth, carboxyvinyl polymers, carrageenan, paraffin,
petrolatum and any combinations or mixtures thereof. In some other embodiments,
hydroxypropylmethylcellulose (Methocel®) is utilized as the gelling agent. In certain
embodiments, the viscosity enhancing agents described herein are also utilized as the gelling
agent for the gel formulations presented herein.

[00208] In some embodiments, the ophthalmic gel composition described herein is an in situ gel
formulation. In some instances, the in situ gel formation is based on increased pre-corneal
residence time of the ophthalmic composition which improves ocular bioavailability, corneal
mucoadhesion, lysosomal interaction and ionic gelation, improved corneal absorption, thermal
gelation, or a combination thereof. In some instances, the in situ gel formulation is activated by

pH, temperature, ion, UV, or solvent exchange.
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[00209] In some instances, the ophthalmic gel composition comprises an ophthalmic agent and
one or more gelling agents. In some instances, the gelling agent includes, but is not limited to,
poloxamer (e.g. Poloxamer 407), tetronics, ethyl (hydroxyethyl) cellulose, cellulose acetate
phthalate (CAP), carbopol (e.g. Carbopol 1342P NF, Carbopol 980 NF), alginates (e.g. low
acetyl gellan gum (Gelrite®)), gellan, hyaluronic acid, pluronics (e.g. Pluronic F-127), chitosan,
polyvinyl alcohol (PVA), polyvinylpyrrolidone (PVP), dextran, hydroxy propyl methyl cellulose
(HPMC), hydroxyethylcellulose (HEC), methylcellulose (MC), thiolated xyloglucan,
polymethacrilic acid (PMMA), polyethylene glycol (PEG), pseudolatexes, xyloglucans, or
combinations thereof.

[00210] In some instances, the in situ gel formation further comprises a permeation enhancer. In
some instances, the permeation enhancer includes surfactants (e.g. non-ionic surfactants),
benzalkonium chloride, EDTA, surface-active heteroglycosides, calcium chelators, hydroxyl
propyl beta cyclodextrin (HP beta CD), bile salts, and the like.

[00211] In some embodiments, other gel formulations are useful depending upon the particular
ophthalmic agent, other pharmaceutical agent or excipients/additives used, and as such are
considered to fall within the scope of the present disclosure. For example, other commercially-
available glycerin-based gels, glycerin-derived compounds, conjugated, or crosslinked gels,
matrices, hydrogels, and polymers, as well as gelatins and their derivatives, alginates, and
alginate-based gels, and even various native and synthetic hydrogel and hydrogel-derived
compounds are all expected to be useful in the ophthalmic agent formulations described herein.
In some embodiments, ophthalmically acceptable gels include, but are not limited to, alginate
hydrogels SAF®-Gel (ConvaTec, Princeton, N.J.), Duoderm® Hydroactive Gel (ConvaTec),
Nu-gel ®(Johnson & Johnson Medical, Arlington, Tex.); Carrasyn®(V) Acemannan Hydrogel
(Carrington Laboratories, Inc., Irving, Tex.); glycerin gels Elta® Hydrogel (Swiss-American
Products, Inc., Dallas, Tex.) and K-Y® Sterile (Johnson & Johnson). In further embodiments,
biodegradable biocompatible gels also represent compounds present in ophthalmically
acceptable formulations disclosed and described herein.

[00212] In some embodiments, the viscosity-enhancing agent is a cellulose-based polymer
selected from cellulose gum, alkylcellulose, hydroxyl-alkyl cellulose, hydroxyl-alkyl
alkylcellulose, carboxy-alkyl cellulose, or combinations thereof. In some embodiments, the
viscosity-enhancing agent is hydroxyl-alkyl alkylcellulose. In some embodiment, the viscosity-
enhancing agent is hydroxypropyl methylcellulose.

[00213] In certain embodiments, the enhanced viscosity formulation is characterized by a phase
transition between room temperature and body temperature (including an individual with a

serious fever, e.g., up to about 42 °C). In some embodiments, the phase transition occurs at 1 °C

- 69 -



WO 2016/196367 PCT/US2016/034823
below body temperature, at 2 °C below body temperature, at 3 °C below body temperature, at 4
°C below body temperature, at 6 °C below body temperature, at 8 °C below body temperature,
or at 10 °C below body temperature. In some embodiments, the phase transition occurs at about
15 °C below body temperature, at about 20 °C below body temperature or at about 25 °C below
body temperature. In specific embodiments, the gelation temperature (Tgel) of a formulation
described herein is about 20 °C, about 25 °C, or about 30 °C. In certain embodiments, the
gelation temperature (Tgel) of a formulation described herein is about 35 °C, or about 40 °C.
Included within the definition of body temperature is the body temperature of a healthy
individual, or an unhealthy individual, including an individual with a fever (up to ~42 °C). In
some embodiments, the pharmaceutical compositions described herein are liquids at about room
temperature and are administered at or about room temperature.

[00214] Copolymers polyoxypropylene and polyoxyethylene (e.g. polyoxyethylene-
polyoxypropylene triblock copolymers) form thermosetting gels when incorporated into aqueous
solutions. These polymers have the ability to change from the liquid state to the gel state at
temperatures close to body temperature, therefore allowing useful formulations that are applied
to the targeted ocular site. The liquid state-to-gel state phase transition is dependent on the
polymer concentration and the ingredients in the solution.

[00215] In some embodiments, the amount of thermosetting polymer in any formulation
described herein is about 10%, about 15%, about 20%, about 25%, about 30%, about 35% or
about 40% of the total weight of the formulation. In some embodiments, the amount of
thermosetting polymer in any formulation described herein is about 10%, about 11%, about
12%, about 13%, about 14%, about 15%, about 16%, about 17%, about 18%, about 19%, about
20%, about 21%, about 22%, about 23%, about 24% or about 25% of the total weight of the
formulation. In some embodiments, the amount of thermosetting polymer (e.g., Poloxamer 407)
in any formulation described herein is about 7.5% of the total weight of the formulation. In some
embodiments, the amount of thermosetting polymer (e.g., Poloxamer 407) in any formulation
described herein is about 10% of the total weight of the formulation. In some embodiments, the
amount of thermosetting polymer (e.g., Poloxamer 407) in any formulation described herein is
about 11% of the total weight of the formulation. In some embodiments, the amount of
thermosetting polymer (e.g., Poloxamer 407) in any formulation described herein is about 12%
of the total weight of the formulation. In some embodiments, the amount of thermosetting
polymer (e.g., Poloxamer 407) in any formulation described herein is about 13% of the total
weight of the formulation. In some embodiments, the amount of thermosetting polymer (e.g.,
Poloxamer 407) in any formulation described herein is about 14% of the total weight of the

formulation. In some embodiments, the amount of thermosetting polymer (e.g., Poloxamer 407)
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in any formulation described herein is about 15% of the total weight of the formulation. In some
embodiments, the amount of thermosetting polymer (e.g., Poloxamer 407) in any formulation
described herein is about 16% of the total weight of the formulation. In some embodiments, the
amount of thermosetting polymer (e.g., Poloxamer 407) in any formulation described herein is
about 17% of the total weight of the formulation. In some embodiments, the amount of
thermosetting polymer (e.g., Poloxamer 407) in any formulation described herein is about 18%
of the total weight of the formulation. In some embodiments, the amount of thermosetting
polymer (e.g., Poloxamer 407) in any formulation described herein is about 19% of the total
weight of the formulation. In some embodiments, the amount of thermosetting polymer (e.g.,
Poloxamer 407) in any formulation described herein is about 20% of the total weight of the
formulation. In some embodiments, the amount of thermosetting polymer (e.g., Poloxamer 407)
in any formulation described herein is about 21% of the total weight of the formulation. In some
embodiments, the amount of thermosetting polymer (e.g., Poloxamer 407) in any formulation
described herein is about 23% of the total weight of the formulation. In some embodiments, the
amount of thermosetting polymer (e.g., Poloxamer 407) in any formulation described herein is
about 25% of the total weight of the formulation. In some embodiments, the amount of
thickening agent (e.g., a gelling agent) in any formulation described herein is about 1%, about
5%, about 10%, or about 15% of the total weight of the formulation. In some embodiments, the
amount of thickening agent (e.g., a gelling agent) in any formulation described herein is about
0.5%, about 1%, about 1.5%, about 2%, about 2.5%, about 3%, about 3.5%, about 4%, about
4.5%, or about 5% of the total weight of the formulation.
[00216] In an alternative embodiment, the thermogel is a PEG-PLGA-PEG triblock copolymer
(Jeong etal, Nature (1997), 388:860-2; Jeong etal, J. Control. Release (2000), 63:155-63; Jeong
etal, Adv. Drug Delivery Rev. (2002), 54:37-51). The polymer exhibits sol-gel behavior over a
concentration of about 5% w/w to about 40% w/w. Depending on the properties desired, the
lactide/glycolide molar ratio in the PLGA copolymer ranges from about 1:1 to about 20:1. The
resulting coploymers are soluble in water and form a free-flowing liquid at room temperature,
but form a hydrogel at body temperature. A commercially available PEG-PLGA-PEG triblock
copolymer is RESOMER RGP t50106 manufactured by Boehringer Ingelheim. This material is
composed of a PLGA copolymer of 50:50 poly(DL-lactide-co-glycolide) and is 10% w/w of
PEG and has a molecular weight of about 6000.
[00217] Additional biodegradable thermoplastic polyesters include AtriGel® (provided by Atrix
Laboratories, Inc.) and/or those disclosed, e.g., in U.S. Patent Nos. 5,324,519; 4,938,763;
5,702,716; 5,744,153; and 5,990,194, wherein the suitable biodegradable thermoplastic

polyester is disclosed as a thermoplastic polymer. Examples of suitable biodegradable
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thermoplastic polyesters include polylactides, polyglycolides, polycaprolactones, copolymers
thereof, terpolymers thereof, and any combinations thereof. In some such embodiments, the
suitable biodegradable thermoplastic polyester is a polylactide, a polyglycolide, a copolymer
thereof, a terpolymer thereof, or a combination thereof. In one embodiment, the biodegradable
thermoplastic polyester is 50/50 poly(DL-lactide-co-glycolide) having a carboxy terminal group;
is present in about 30 wt. % to about 40 wt. % of the composition; and has an average molecular
weight of about 23,000 to about 45,000. Alternatively, in another embodiment, the
biodegradable thermoplastic polyester is 75/25 poly (DL-lactide-co-glycolide) without a carboxy
terminal group; is present in about 40 wt. % to about 50 wt. % of the composition; and has an
average molecular weight of about 15,000 to about 24,000. In further or alternative
embodiments, the terminal groups of the poly(DL-lactide-co-glycolide) are either hydroxyl,
carboxyl, or ester depending upon the method of polymerization. Polycondensation of lactic or
glycolic acid provides a polymer with terminal hydroxyl and carboxyl groups. Ring-opening
polymerization of the cyclic lactide or glycolide monomers with water, lactic acid, or glycolic
acid provides polymers with the same terminal groups. However, ring-opening of the cyclic
monomers with a monofunctional alcohol such as methanol, ethanol, or 1-dodecanol provides a
polymer with one hydroxyl group and one ester terminal groups. Ring-opening polymerization
of the cyclic monomers with a diol such as 1,6-hexanediol or polyethylene glycol provides a
polymer with only hydroxyl terminal groups.

[00218] Since the polymer systems of thermosetting gels dissolve more completely at reduced
temperatures, methods of solubilization include adding the required amount of polymer to the
amount of water to be used at reduced temperatures. Generally after wetting the polymer by
shaking, the mixture is capped and placed in a cold chamber or in a thermostatic container at
about 0-10 °C in order to dissolve the polymer. The mixture is stirred or shaken to bring about a
more rapid dissolution of the thermosetting gel polymer. The ophthalmic agent and various
additives such as buffers, salts, and preservatives are subsequently added and dissolved. In some
instances the pharmaceutically agent is suspended if it is insoluble in water. The pD is
modulated by the addition of appropriate buffering agents.

Ophthalmic Ointment Composition

[00219] An ointment is a homogeneous, viscous, semi-solid preparation, most commonly a
greasy, thick oil (e.g. oil 80% - water 20%) with a high viscosity, intended for external
application to the skin or mucous membranes. Ointments have a water number that defines the
maximum amount of water that it contains. They are used as emollients or for the application of
active ingredients to the skin for protective, therapeutic, or prophylactic purposes and where a

degree of occlusion is desired. Ointments are used topically on a variety of body surfaces.
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These include the skin and the mucous membranes of the eye (an eye ointment), vulva, anus,
and nose
[00220] The vehicle of an ointment is known as the ointment base. The choice of a base depends
upon the clinical indication for the ointment. The different types of ointment bases are:
hydrocarbon bases, e.g. hard paraffin, soft paraffin, microcrystalline wax and ceresine;
absorption bases, e.g. wool fat, beeswax; water soluble bases, e.g. macrogols 200, 300, 400;
emulsifying bases, e.g. emulsifying wax, cetrimide; vegetable oils, e.g. olive oil, coconut oil,
sesame oil, almond oil and peanut oil.

[00221] Ointments are formulated using hydrophobic, hydrophilic, or water-emulsifying bases
to provide preparations that are immiscible, miscible, or emulsifiable with skin secretions. In
some instances, they are also derived from hydrocarbon (fatty), absorption, water-removable, or
water-soluble bases. The active agents are dispersed in the base, and later they get divided after
the drug penetration into the target sites (e.g. membranes, skins, etc.).

[00222] In some embodiments, poly(ethylene-glycols), polyethoxylated castor oils
(Cremophor®EL), alcohols having 12 to 20 carbon atoms or a mixture of two or more of said
components are effective excipients for dispersing and/or dissolving effective amounts of
ophthalmic drugs, in particular of ascomycins and staurosporine derivatives, in an ointment
base, in particular in an ointment base substantially comprising oleaginous and hydrocarbon
components, and that the resulting ointments are excellently tolerated by the skin and by ocular
tissue.

[00223] The present disclosure further recognizes that ophthalmic drugs incorporated in the
ointment compositions describes herein target the choroid and/or retina in a patient when the
compositions are topically administered to the ocular surface, in particular to the sclera of said
patient. In some embodiments, an ophthalmic ointment composition includes an ophthalmic
drug, an ointment base and an agent for dispersing and/or dissolving said drug in the ointment
base, selected from a poly(ethylene-glycol), a polyethoxylated castor oil, an alcohol having 12 to
20 carbon atoms and a mixture of two or more of said components.

[00224] In some embodiments, the ointment bases include ophthalmically acceptable oil and fat
bases, such as natural wax e.g. white and yellow bees wax, carnauba wax, wool wax (wool fat),
purified lanolin, anhydrous lanolin; petroleum wax e.g. hard paraftin, microcrystalline wax;
hydrocarbons e.g. liquid paraffin, white and yellow soft paraffin, white petrolatum, yellow
petrolatum; or combinations thereof.

[00225] The above mentioned oil and fat bases are described in more detail, for instance, in the

British Pharmacopoeia, Edition 2001, or the European Pharmacopoeia, 3rd Edition.
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[00226] The ointment base is present in amounts of about 50 to about 95, preferably of 70 to
90% by weight based on the total weight of the composition.

[00227] A preferred ointment base comprises a combination of one or more of one or more
natural waxes like those indicated above, preferably wool wax (wool fat), and one or more
hydrocarbons like those indicated above, preferably a soft paraffin or a petrolatum, more
preferably in combination with liquid paraffin.

[00228] A special embodiment of the aforementioned ointment base comprises e.g. 5 to 17 parts
by weight of wool fat, and 50 to 65 parts by weight of white petrolatum as well as 20 to 30 parts
by weight of liquid paraffin.

[00229] The agent for dispersing and/or dissolving the ophthalmic drug in the ointment base is
selected from a poly(ethylene-glycol), a polyethoxylated castor oil, an alcohol having 12 to 20
carbon atoms and a mixture of two or more of said components. The agent is preferably used in
amounts of 1 to 20 percent, more preferably 1 to 10 percent by weight of the entire semisolid
ophthalmic composition.

[00230] Alcohols having 12 to 20 carbon atoms include particularly stearyl alcohol
(C18H370H), cetyl alcohol (C16H330H) and mixtures thereof. Preferred are so-called
cetostearyl alcohols, mixtures of solid alcohols substantially consisting of stearyl and cetyl
alcohol and preferably comprising not less than 40 percent by weight of stearyl alcohol and a
sum of stearyl alcohol and cetyl alcohol amounting to at least 90 percent by weight, and
compositions comprising not less than 80 percent by weight of cetylstearyl alcohol and an
emulsifier, in particular sodium cetostearyl sulfate and/or sodium lauryl sulfate, preferably in
amounts not less than 7 percent by weight of emulsifier.

[00231] Polyethoxylated castor oils are reaction products of natural or hydrogenated castor oils
and ethylene glycol. Such products are obtained in known manner, e.g. by reaction of a natural
or hydrogenated castor oil or fractions thereof with ethylene oxide, e.g. in a molar ratio of from
about 1:30 to about 1:60, with optional removal of free polyethylene glycol components from
the product, e.g. in accordance with the methods disclosed in German Auslegeschriften
1,182,388 and 1,518,819. Especially suitable and preferred is a product commercially available
under the trade name Cremophor®EL having a molecular weight (by steam osmometry)=ca.
1630, a saponification no.=ca. 65-70, an acid no.=ca. 2, an iodine no.=ca. 28-32 and an nD
25=ca.1.471. Also suitable for use in this category is, for instance, Nikkol ®@HCO-60, a reaction
product of hydrogenated castor oil and ethylene oxide exhibiting the following characteristics:
acid no.=ca. 0.3; saponification no.=ca. 47.4; hydroxy value=ca. 42.5. pH (5%)=ca. 4.6; Color
APHA=ca. 40; m.p.=ca. 36.0° C_; Freezing point=ca. 32.4° C.; H20 content (%, KF)=ca. 0.03.
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[00232] Poly(ethylene-glycols) are used in some embodiments as the agent for dispersing and/or
dissolving the ophthalmic drug in the ointment base according to the present disclosure. Suitable
poly(ethylene-glycol)s are typically mixtures of polymeric compounds of the general formula
H—(OCH2—CH2)nOH, wherein the index n typically ranges from 4 to 230 and the mean
molecular weight from about 200 to about 10000. Preferably n is a number from about 6 to
about 22 and the mean molecular weight between about 300 and about 1000, more preferably n
ranges from about 6 to about 13 and the mean molecular weight from about 300 to about 600,
most preferably n has a value of about 8.5 to about 9 and the relative molecular weight is about
400. Suitable poly(ethylene-glycols) are readily available commercially, for example
poly(ethylene-glycols) having a mean molecular weight of about 200, 300, 400, 600, 1000,
1500, 2000, 3000, 4000, 6000, 8000 and 10000.

[00233] The poly(ethylene-glycols), in particular the preferred types described in the foregoing
paragraph, are preferably used in amounts of 1 to 10, more preferably 1 to 5 percent by weight
of the entire semisolid ophthalmic composition.

[00234] An especially preferred embodiment of the compositions according to the instant
disclosure comprises an agent for dispersing and/or dissolving of the drug in the ointment base
which is selected from a poly(ethylene-glycol), a polyethoxylated castor oil and preferably a
mixture of said components.

Gel/Ointment Viscosity

[00235] In some embodiments, the composition has a Brookfield RVDYV viscosity of from about
10,000 to about 300,000 cps at about 20°C and sheer rate of 1s™. In some embodiments, the
composition has a Brookfield RVDYV viscosity of from about 15,000 to about 200,000 cps at
about 20°C and sheer rate of 1s™. In some embodiments, the composition has a Brookfield
RVDV viscosity of from about 50,000 to about 150,000 cps at about 20°C and sheer rate of 1st
In some embodiments, the composition has a Brookfield RVDYV viscosity of from about 70,000
to about 130,000 cps at about 20°C and sheer rate of 1s™. In some embodiments, the
composition has a Brookfield RVDYV viscosity of from about 90,000 to about 110,000 cps at
about 20°C and sheer rate of 1s™.

[00236] In some embodiments, the ophthalmic gel formulation contains a viscosity enhancing
agent sufficient to provide a viscosity of between about 500 and 1,000,000 centipoise, between
about 750 and 1,000,000 centipoise; between about 1000 and 1,000,000 centipoise; between
about 1000 and 400,000 centipoise; between about 2000 and 100,000 centipoise; between about
3000 and 50,000 centipoise; between about 4000 and 25,000 centipoise; between about 5000

and 20,000 centipoise; or between about 6000 and 15,000 centipoise. In some embodiments, the
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ophthalmic gel formulation contains a viscosity enhancing agent sufficient to provide a viscosity
of between about 50,0000 and 1,000,000 centipoise.

[00237] In some embodiments, the compositions described herein are low viscosity
compositions at body temperature. In some embodiments, low viscosity compositions contain
from about 1% to about 10% of a viscosity enhancing agent (e.g., gelling components such as
polyoxyethylene-polyoxypropylene copolymers). In some embodiments, low viscosity
compositions contain from about 2% to about 10% of a viscosity enhancing agent (e.g., gelling
components such as polyoxyethylene-polyoxypropylene copolymers). In some embodiments,
low viscosity compositions contain from about 5% to about 10% of a viscosity enhancing agent
(e.g., gelling components such as polyoxyethylene-polyoxypropylene copolymers). In some
embodiments, low viscosity compositions are substantially free of a viscosity enhancing agent
(e.g., gelling components such as polyoxyethylene-polyoxypropylene copolymers). In some
embodiments, a low viscosity ophthalmic agent composition described herein provides an
apparent viscosity of from about 100 cP to about 10,000 cP. In some embodiments, a low
viscosity ophthalmic agent composition described herein provides an apparent viscosity of from
about 500 cP to about 10,000 cP. In some embodiments, a low viscosity ophthalmic agent
composition described herein provides an apparent viscosity of from about 1000 cP to about
10,000 cP.

[00238] In some embodiments, the compositions described herein are viscous compositions at
body temperature. In some embodiments, viscous compositions contain from about 10% to
about 25% of a viscosity enhancing agent (e.g., gelling components such as polyoxyethylene-
polyoxypropylene copolymers). In some embodiments, the viscous compositions contain from
about 14% to about 22% of a viscosity enhancing agent (e.g., gelling components such as
polyoxyethylene-polyoxypropylene copolymers). In some embodiments, the viscous
compositions contain from about 15% to about 21% of a viscosity enhancing agent (e.g., gelling
components such as polyoxyethylene-polyoxypropylene copolymers). In some embodiments, a
viscous ophthalmic composition described herein provides an apparent viscosity of from about
100,000 cP to about 1,000,000 cP. In some embodiments, a viscous ophthalmic composition
described herein provides an apparent viscosity of from about 150,000 cP to about 500,000 cP.
In some embodiments, a viscous ophthalmic composition described herein provides an apparent
viscosity of from about 250,000 cP to about 500,000 cP. In some of such embodiments, a
viscous ophthalmic composition is a liquid at room temperature and gels at about between room
temperature and body temperature (including an individual with a serious fever, e.g., up to about
42 °C). In some embodiments, a viscous ophthalmic composition is administered as

monotherapy for treatment of an ophthalmic disease or condition described herein.
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[00239] In some embodiments, the viscosity of the gel formulations presented herein is
measured by any means described. For example, in some embodiments, an LVDV-II+CP Cone
Plate Viscometer and a Cone Spindle CPE-40 is used to calculate the viscosity of the gel
formulation described herein. In other embodiments, a Brookfield (spindle and cup) viscometer
is used to calculate the viscosity of the gel formulation described herein. In some embodiments,
the viscosity ranges referred to herein are measured at room temperature. In other embodiments,
the viscosity ranges referred to herein are measured at body temperature (e.g., at the average
body temperature of a healthy human).

Gel/Ointment Dose-To-Dose Uniformity

[00240] Typical ophthalmic gels are packaged in eye drop bottles and administered as drops.
For example, a single administration (i.e. a single dose) of an ophthalmic gel includes a single
drop, two drops, three drops or more into the eyes of the patient. Furthermore, typical
ophthalmic ointments are packaged in tubes or other squeezable containers with a dispensing
nozzle through which strips of the ointment are delivered. For example, a single administration
(i.e. a single dose) of an ophthalmic ointment includes a single strip, or multiple strips into the
eyes of the patient. In some embodiments, one dose of the ophthalmic gel described herein is
one drop of the gel composition from the eye drop bottle. In some embodiments, one dose of
the ophthalmic ointment is one strip of the ointment composition dispensed through the nozzle
of a dispersing tube.

[00241] In some cases, described herein include ophthalmic gel compositions which provide a
dose-to-dose uniform concentrations. In some instances, the dose-to-dose uniform concentration
does not present significant variations of drug content from one dose to another. In some
instances, the dose-to-dose uniform concentration does provide consistent drug content from one
dose to another.

[00242] In some cases, described herein include ophthalmic ointment compositions which
provide a dose-to-dose uniform concentrations. In some instances, the dose-to-dose uniform
concentration does not present significant variations of drug content from one dose to another. In
some instances, the dose-to-dose uniform concentration does provide consistent drug content
from one dose to another.

[00243] In some embodiments, the composition has a dose-to-dose ophthalmic agent
concentration variation of less than 50%. In some embodiments, the composition has a dose-to-
dose ophthalmic agent concentration variation of less than 40%. In some embodiments, the
composition has a dose-to-dose ophthalmic agent concentration variation of less than 30%. In
some embodiments, the composition has a dose-to-dose ophthalmic agent concentration

variation of less than 20%. In some embodiments, the composition has a dose-to-dose
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ophthalmic agent concentration variation of less than 10%. In some embodiments, the
composition has a dose-to-dose ophthalmic agent concentration variation of less than 5%.
[00244] In some embodiments, the dose-to-dose ophthalmic agent concentration variation is
based on 10 consecutive doses. In some embodiments, the dose-to-dose ophthalmic agent
concentration variation is based on 8 consecutive doses. In some embodiments, the dose-to-dose
ophthalmic agent concentration variation is based on 5 consecutive doses. In some
embodiments, the dose-to-dose ophthalmic agent concentration variation is based on 3
consecutive doses. In some embodiments, the dose-to-dose ophthalmic agent concentration
variation is based on 2 consecutive doses.

[00245] A nonsettling formulation should not require shaking to disperse drug uniformly. A “no-
shake” formulation is potentially advantageous over formulations that require shaking for the
simple reason that patients’ shaking behavior is a major source of variability in the amount of
drug dosed. It has been reported that patients often times do not or forget to shake their
ophthalmic compositions that requires shaking before administering a dose, despite the
instructions to shake that were clearly marked on the label. On the other hand, even for those
patients who do shake the product, it is normally not possible to determine whether the shaking
is adequate in intensity and/or duration to render the product uniform. In some embodiments,
the ophthalmic gel compositions and ophthalmic ointment compositions described herein are
“no-shake” formulations that maintained the dose-to-dose uniformity described herein.

[00246] To evaluate the dose-to-dose uniformity, drop bottles or tubes containing the ophthalmic
aqueous compositions, the ophthalmic gel compositions, or ophthalmic ointment compositions
are stored upright for a minimum of 12 hours prior to the start of the test. To simulate the
recommended dosing of these products, predetermined number of drops or strips are dispensed
from each commercial bottles or tubes at predetermined time intervals for an extended period of
time or until no product is left in the bottle or tube. All drops and strips are dispensed into tared
glass vials, capped, and stored at room temperature until analysis. Concentrations of an
ophthalmic agent in the expressed drops are determined using a reverse-phase HPLC method.

Methods of Treatment

[00247] Disclosed herein are methods of treating one or more ophthalmic conditions or diseases
by administering to an eye of an individual in need thereof an effective amount of an ophthalmic
composition described supra. Also disclosed herein are methods of ameliorating or reducing
one or more ophthalmic conditions or diseases by administering to an eye of an individual in
need thereof an effective amount of an ophthalmic composition described supra.

[00248] In some embodiments, the ophthalmic condition or disease includes a condition or

disease associated with the eyelid, the lacrimal system, or the orbit (Fig. 1). In some
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embodiments, the lacrimal system encompasses the orbital structures for tear production and
drainage. In some embodiments, the lacrimal system comprises the lacrimal gland responsible
for tear production, excretory ducts which convey the fluid to the surface of the eye, lacrimal
canaliculi, lacrimal sac, and nasolacrimal duct. In some embodiments, the orbit encompasses the
eye and its associated appendages. In some embodiments, an ophthalmic composition described
herein is administered to an eye of an individual in need thereof for a condition or disease
associated with the eyelid, lacrimal system or the orbit.

[00249] In some embodiments, the ophthalmic condition or disease includes a condition or
disease associated with the conjunctiva, sclera, cornea, iris, or ciliary body (Fig. 1). Conjunctiva
lines the inside of the eyelids and covers the sclera. Sclera, or the white of the eye, is an opaque,
fibrous, protective outer layer of the eye. Cornea is the transparent front part of the eye that
covers the iris, pupil, and anterior chamber. Iris is a thin, circular structure in the eye responsible
for controlling the diameter and size of the pupil and therefore the amount of light reaching the
retina. Ciliary body includes the ciliary muscle, which controls the shape of the lens and the
ciliary epithelium, which produces the aqueous humor. In some embodiments, an ophthalmic
composition described herein is administered to an eye of an individual in need thereof for a
condition or disease associated with conjunctiva, sclera, cornea, iris, or ciliary body.

[00250] In some embodiments, the ophthalmic condition or disease includes a condition or
disease associated with the choroid or retina (Fig. 1). Choroid, also known as choroidea or
choroid coat, is the vascular layer of the eye containing connective tissue and is in between the
retina and the sclera. Retina is the third and inner coat of the eye and is a light-sensitive tissue
layer. In some embodiments, an ophthalmic composition described herein is administered to an
eye of an individual in need thereof for a condition or disease associated with choroid or retina.
[00251] In some embodiments, the ophthalmic condition or disease includes a condition or
disease associated with the lens (Fig. 1). The lens or crystalline lens is a transparent, biconvex
structure in the eye that in combination with the cornea helps to refract light to be focused on the
retina. In some embodiments, an ophthalmic composition described herein is administered to an
eye of an individual in need thereof for a condition or disease associated with the lens.

[00252] In some embodiments, the ophthalmic conditions or diseases include, but are not limited
to, Acanthamoeba keratitis, Bell’s palsy, blepharochalasis, blepharitis, chalazion, cataract,
cyclitis, cytomegalovirus (CMV) retinitis, chorioretinal inflammation, conjunctivitis (e.g.,
allergy related conjunctivitis or conjunctivitis due to infection), neonatol conjunctivitis, corneal
neovascularization, corneal ulcer, dermatitis, diabetic retinopathy, dry eye syndrome,
dacryoadenitis, dacryostenosis, endophthalmitis, epiphora, episcleritis, eye impetigo, eyelash

hypotrichosis, Fuchs’ dystrophy (also known as Fuchs’ corneal endothelial dystrophy or FCED),
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glaucoma, hypermetropia, iritis, keratoconjunctivitis, keratoconjunctivitis sicca, macular
degeneration (e.g., Stargardt’s disease), macular dystrophy, macular edema (e.g., diabetic
macular edema), myopia, ocular hypertension, loiasis, ocular rosacea, onchocerciasis (or known
as river blindness or Robles disease), optic neuritis and optic neuropathy, keratitis (e.g., bacterial
keratitis, fungal keratitis, parasitic keratitis, or viral keratitis), pinguecular and pterygium,
production of miosis, scleritis, steroid responsive inflammatory conditions, stye (or hordeolum),
temporal arteritis, Thygeson’s superficial punctate keratopathy (TSPK), trachoma,
organophosphate poisoning, basal cell carcinoma, squamous carcinoma, sebaceous carcinoma,
malignant melanoma, orbital lymphoma, uveitis, uveal melanoma, retinoblastoma,
medulloepithelioma, or primary intraocular lymphoma. In some embodiments, viral keratitis
includes ocular herpes or Herpetic keratitis, or Herpes Simplex dendritic keratitis.

[00253] In some embodiments, viruses that cause viral eye infections include Herpes simplex
virus, Epstein Barr virus, or influenza virus.

[00254] In some embodiments, fungi that cause fungal eye infections include Arthrobotrys
oligospora, Aspergillus versicolar, Candida, Cladosporium, Cephaliophora irregularis,
Exophiala, Fusarium (e.g., Fusarium solani), Phoma, or Scedosporium (e.g., Scedosporium
prolificans).

[00255] In some embodiments, bacteria that cause bacterial eye infections include Chlamydia
trachomatis, N. meningitidis, Staphylococcus aureus, S. epidermidis, S. pneumoniae,
Streptococcus spp., or Pseudomonas aeruginosa.

[00256] In some embodiments, parasites that cause eye infections include Demodex,
Leishmania, nematode such as Loa loa, Simulium, Toxoplasma gondii, or Toxocara.

[00257] In some embodiments, the ophthalmic condition or disease refers to a condition or
disease that requires surgery. In some embodiments, one or more of the ophthalmic
compositions is administered before, during, or after surgery, or for surgery-related
complications. Examplary surgeries include laser eye surgery, cataract surgery, glaucoma
surgery, canaloplasty, refractive surgery, corneal surgery, vitrectomy, eye muscle surgery, and
oculoplastic surgery. In some embodiments, surgery-related complications include postoperative
increased intraocular pressure and postoperative ocular inflammation.

[00258] In some embodiments, the ophthalmic condition or disease refers to a condition or
disease that requires aid of a diagnostic agent for visualization. In some embodiments, one or
more of the ophthalmic compositions is administered as a diagnostic agent for visualization.
[00259] In some embodiments, an ophthalmic composition is administered as part of a normal or

routine eye examination procedure. In some embodiments, the normal or routine eye
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examination procedure is an eye exam. In some embodiments, an ophthalmic composition
comprising a mydriatic agent is administered for dilation of the pupil during an eye exam.
[00260] In some embodiments, the ophthalmic aqueous formulations described herein are
packaged in eye drop bottles and administered as drops. For example, a single administration
(i.e. a single dose) of an ophthalmic aqueous formulation includes a single drop, two drops, three
drops or more into the eyes of the patient. In some embodiments, the ophthalmic gel
formulations described herein are packaged in eye drop bottles and administered as drops. For
example, a single administration (i.e. a single dose) of an ophthalmic gel includes a single drop,
two drops, three drops or more into the eyes of the patient. In some embodiments, the
ophthalmic ointment formulations described herein are packaged in tubes or other squeezable
containers with a dispensing nozzle through which strips of the ointment are delivered. For
example, a single administration (i.e. a single dose) of an ophthalmic ointment includes a single
strip, or multiple strips into the eyes of the patient. In some embodiments, one dose of the
ophthalmic aqueous formulation described herein is one drop of the aqueous composition from
the eye drop bottle. In some embodiments, one dose of the ophthalmic gel described herein is
one drop of the gel composition from the eye drop bottle. In some embodiments, one dose of
the ophthalmic ointment is one strip of the ointment composition dispensed through the nozzle
of a dispersing tube.

[00261] In some embodiments of the disclosed method, the ophthalmic composition is stored
below room temperature prior to first use. In some embodiments of the disclosed method, the
ophthalmic composition is stored at between about 2 °C to about 10 °C prior to first use. In
some embodiments of the disclosed method, the ophthalmic composition is stored at about 2 °C,
about 3 °C, about 4 °C, about 5 °C, about 6 °C, about 7 °C, about 8 °C, about 9 °C, or about 10 °C
prior to first use. In some embodiments of the disclosed method, the ophthalmic composition is
stored at between about 4 °C to about 8 °C prior to first use.

[00262] In some embodiments of the disclosed method, the ophthalmic composition is stored at
room temperature after first use. In some embodiments of the disclosed method, the ophthalmic
composition is stored at between about 16 °C to about 26 °C after to first use. In some
embodiments of the disclosed method, the ophthalmic composition is stored at about 16 °C,
about 17 °C, about 18 °C, about 19 °C, about 20 °C, about 21 °C, about 22 °C, about 23 °C,
about 24 °C, about 25 °C, or about 26 °C after to first use.

[00263] In some embodiments, the ophthalmic aqueous formulations are administered as
follows: the lower lid of the eye to be administered was pulled down and a predetermined

amount of the aqueous formulation (e.g. 1-3 drops) is applied to the inside of the eyelid. The

-81 -



WO 2016/196367 PCT/US2016/034823

ophthalmic tip of the dispensing mechanism does not touch any surface to avoid contamination
and/or injury.

[00264] In some embodiments, the ophthalmic gel formulations are administered as follows: the
lower lid of the eye to be administered was pulled down and a predetermined amount of gel (e.g.
1-3 drops) is applied to the inside of the eyelid. The ophthalmic tip of the dispensing mechanism
does not touch any surface to avoid contamination and/or injury.

[00265] In some embodiments, the ophthalmic ointment formulations are administered as
follows: the lower lid of the eye to be administered was pulled down and a small amount of
ointment (approximately 0.25 inches) was applied to the inside of the eyelid. The ophthalmic tip
of the dispensing mechanism does not touch any surface to avoid contamination and/or injury.
[00266] In some embodiments, the ophthalmic composition is administered at predetermined
time intervals over an extended period of time. In some embodiments, the ophthalmic
composition is administered once a day. In some embodiments, the ophthalmic composition is
administered once every day. In some embodiments, the ophthalmic composition is
administered every other day. In some embodiments, the ophthalmic composition is
administered over 1 week, 2 weeks, 1 month, 2 months, 3 months, 6 moths, 1 year, 2 years, 3
years, 4 years, 5 years, 6 years, 7 years, 8 years, 9 years, 10 years, 11 years, or 12-15 years. In
some embodiments, the ophthalmic composition is administered only once.

[00267] In some embodiments, the ophthalmic composition is administered in doses having a
dose-to-dose ophthalmic agent concentration variation of less than 50%, less than 40%, less than
30%, less than 20%, less than 10%, or less than 5%.

[00268] The number of times a composition is administered to an individual in need thereof
depends on the discretion of a medical professional, the disorder, the severity of the disorder,
and the individual’s response to the formulation. In some embodiments, a composition disclosed
herein is administered once to an individual in need thereof with a mild acute condition. In some
embodiments, a composition disclosed herein is administered more than once to an individual in
need thereof with a moderate or severe acute condition. In the case wherein the patient’s
condition does not improve, upon the doctor’s discretion the administration of an ophthalmic
agent is administered chronically, that is, for an extended period of time, including throughout
the duration of the patient’s life in order to ameliorate or otherwise control or limit the
symptoms of the patient’s disease or condition.

[00269] In the case wherein the patient’s condition does not improve, upon the doctor’s
discretion the administration of the ophthalmic agent is administered chronically, that is, for an
extended period of time, including throughout the duration of the patient’s life in order to

ameliorate or otherwise control or limit the symptoms of the patient’s disease or condition.
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[00270] In the case wherein the patient’s status does improve, upon the doctor’s discretion the
administration of the ophthalmic agent is given continuously; alternatively, the dose of drug
being administered is temporarily reduced or temporarily suspended for a certain length of time
(i.e., a“drug holiday”). The length of the drug holiday varies between 2 days and 1 year,
including by way of example only, 2 days, 3 days, 4 days, 5 days, 6 days, 7 days, 10 days, 12
days, 15 days, 20 days, 28 days, 35 days, 50 days, 70 days, 100 days, 120 days, 150 days, 180
days, 200 days, 250 days, 280 days, 300 days, 320 days, 350 days, and 365 days. The dose
reduction during a drug holiday is from 10%-100%, including by way of example only 10%,
15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%., 70%, 75%, 80%, 85%., 90%,
95%, and 100%.

[00271] Once improvement of the patient's ophthalmic conditions has occurred, a maintenance
ophthalmic agent dose is administered if necessary. Subsequently, the dosage or the frequency
of administration, or both, is optionally reduced, as a function of the symptoms, to a level at
which the improved disease, disorder or condition is retained. In certain embodiments, patients
require intermittent treatment on a long-term basis upon any recurrence of symptoms.

[00272] The amount of ophthalmic agent that will correspond to such an amount will vary
depending upon factors such as the particular compound, disease condition and its severity,
according to the particular circumstances surrounding the case, including, e.g., the specific
ophthalmic agent being administered, the route of administration, the condition being treated,
the target area being treated, and the subject or host being treated. The desired dose is presented
in a single dose or as divided doses administered simultaneously (or over a short period of time)
or at appropriate intervals.

[00273] In some embodiments, the initial administration is a particular ophthalmic agent and the
subsequent administration a different formulation or ophthalmic agent.

Kits/Articles of Manufacture

[00274] The disclosure also provides kits for treating one or more ophthalmic conditions or
diseases described herein. Such kits generally will comprise one or more of the ophthalmic
compositions disclosed herein, and instructions for using the kit. The disclosure also
contemplates the use of one or more of the ophthalmic compositions, in the manufacture of
medicaments for abating, reducing, or ameliorating the symptoms of one or more of the
ophthalmic conditions or diseases described herein.

[00275] In some embodiments, kits include a carrier, package, or container that is
compartmentalized to receive one or more containers such as vials, tubes, and the like, each of

the container(s) including one of the separate elements to be used in a method described herein.
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Suitable containers include, for example, bottles, vials, syringes, and test tubes. In other
embodiments, the containers are formed from a variety of materials such as glass or plastic.
[00276] The articles of manufacture provided herein contain packaging materials. Packaging
materials for use in packaging pharmaceutical products are also presented herein. See, e.g., U.S.
Patent Nos. 5,323,907, 5,052,558 and 5,033,252. Examples of pharmaceutical packaging
materials include, but are not limited to, drop bottles, tubes, pumps, bags, vials, containers,
syringes, bottles, and any packaging material suitable for a selected formulation and intended
mode of administration and treatment. A wide array of ophthalmic compositions provided herein
are contemplated as are a variety of treatments for any disease, disorder, or condition that
benefits by controlled release administration of an ophthalmic agent to the eye.

[00277] In some embodiments, a kit includes one or more additional containers, each with one
or more of various materials (such as rinses, wipes, and/or devices) desirable from a commercial
and user standpoint for use of a formulation described herein. Such materials also include labels
listing contents and/or instructions for use and package inserts with instructions for use. A set of
instructions is optionally included. In a further embodiment, a label is on or associated with the
container. In yet a further embodiment, a label is on a container when letters, numbers or other
characters forming the label are attached, molded or etched into the container itself; a label is
associated with a container when it is present within a receptacle or carrier that also holds the
container, e.g., as a package insert. In other embodiments a label is used to indicate that the
contents are to be used for a specific therapeutic application. In yet another embodiment, a label
also indicates directions for use of the contents, such as in the methods described herein.
[00278] In certain embodiments, the ophthalmic compositions are presented in a dispenser
device which contains one or more unit dosage forms containing a compound provided herein.
In a further embodiment, the dispenser device is accompanied by instructions for administration.
In yet a further embodiment, the dispenser is also accompanied with a notice associated with the
container in form prescribed by a governmental agency regulating the manufacture, use, or sale
of pharmaceuticals, which notice is reflective of approval by the agency of the form of the drug
for human or veterinary administration. In another embodiment, such notice, for example, is the
labeling approved by the U.S. Food and Drug Administration for prescription drugs, or the
approved product insert. In yet another embodiment, compositions containing a compound
provided herein formulated in a compatible pharmaceutical carrier are also prepared, placed in
an appropriate container, and labeled for treatment of an indicated condition.

Terminology

[00279] Unless defined otherwise, all technical and scientific terms used herein have the same

meaning as is commonly understood by one of skill in the art to which the claimed subject
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matter belongs. It is to be understood that the foregoing general description and the following
detailed description are exemplary and explanatory only and are not restrictive of any subject
matter claimed. In this application, the use of the singular includes the plural unless specifically
stated otherwise. It must be noted that, as used in the specification and the appended claims, the

singular forms "a," "an" and "the" include plural referents unless the context clearly dictates

otherwise. In this application, the use of "or" means "and/or" unless stated otherwise.
Furthermore, use of the term "including" as well as other forms, such as "include," "includes,"
and "included," is not limiting.

[00280] As used herein, ranges and amounts is expressed as “about” a particular value or range.
About also includes the exact amount. Hence “about 5 ug” means “about 5 pg” and also “5 pg.”
Generally, the term “about” includes an amount that is expected to be within experimental error.
[00281] The section headings used herein are for organizational purposes only and are not to be
construed as limiting the subject matter described. All documents, or portions of documents,
cited in the application including, but not limited to, patents, patent applications, articles, books,
manuals, and treatises are hereby expressly incorporated by reference in their entirety for any
purpose.

[00282] The terms “subject” and “individual”, as included herein, are used interchangeably.
None of the terms are to be interpreted as requiring the supervision of a medical professional
(e.g., a doctor, nurse, physician’s assistant, orderly, hospice worker).

EXAMPLES

Example 1 — Ophthalmic Formulations

[00283] Exemplary compositions for preparation of ophthalmic formulations are described in
Tables 1-5.

Table 1 —Agqueous Solution Formulation

Ophthalmic agent 0.01-200 0.001-20 (wt%)
Buffer agent and/or pD adjusting agent - q.s. for pD=4-8
(e.g. , borates and/or DCI)
Preservative (e.g. benzalkonium chloride, - q.s. to prevent the growth of
cetrimonium sodium perborate, etc.) or to destroy microorganism

introduced into the solution

Tonicity and/or Osmolarity adjustor (e.g. - q.s. t0 0.5-2.0 wt%

NaCl, mannitol, etc)

Deuterated Water - q.s. to 100 wt%

-85 -



WO 2016/196367

PCT/US2016/034823

Table 2 —Aqueous Solution Formulation

Ophthalmic agent

0.001-5 (Wt%)

Buffer agent and/or pD adjusting agent
(e.g. , borates and/or DCI)

q.s. for pD=4-8

Preservative (e.g. benzalkonium chloride,

cetrimonium sodium perborate, etc.)

q.s. to prevent the growth of
or to destroy microorganism

introduced into the solution

Tonicity and/or Osmolarity adjustor (e.g.

NaCl, mannitol, etc)

q.s. to 0.5-2.0 wt%

Deuterated Water

q.s. to 100 wt%

Table 3 —Cellulose Gel Formulation

(e.g. , sodium acetate and/or DCI)

Ophthalmic agent 0.01-200 0.001-20 (wt%)
Viscosity enhancing agent (e.g. 10-50 1-5 (wt%)
hydroxypropyl methylcellulose)
Buffer agent and/or pD adjusting agent - q.s. for pD=4-8

Stabilizer (e.g. EDTA, cyclodextrin, etc.)

q.s. for low degradation of

ophthalmic agent

Osmolarity modifier (e.g. NaCl)

q.s. 150-500 mOsm/L

Deuterated Water

q.s. to 100 wt%
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Table 4 —Thermosetting Gel Formulation

Ophthalmic agent 0.01-200 0.001-20 (wt%)
Viscosity enhancing agent (e.g. 100-250 10-25 (wt%)
poloxamer 407)
Buffer agent and/or pD adjusting agent - q.s. for pH=4.2-7.9
(e.g. , sodium acetate and/or DCI)
Stabilizer (e.g. EDTA, cyclodextrin, etc.) - q.s. for low degradation of
ophthalmic agent

Osmolarity modifier (e.g. NaCl) - q.s. 150-500 mOsm/L

Deuterated Water - q.s. to 100 wt%

Table 5 — Ointment Formulation

Ophthalmic agent 0.01-200 0.001-20 (wt%)

Dispersing agent (e.g. 10-200 1-20 (wt%)
polyethyleneglycol, and/or
polyethoxylated castor oil and/or C12-
C20 alcohol

Buffering agent pD adjusting agent (e.g. - q.s. for pD=4-8
DCI)
Stabilizer (e.g. EDTA, cyclodextrin, etc.) - q.s. for low degradation of

ophthalmic agent

Osmolarity modifier (e.g. NaCl) - q.s. 150-500 mOsm/L

Ointment base (e.g. wool wax and/or q.s. to 100 wt%

petrolatum and/or liquid paraftin)

Example 2 - Preparation of an Aqueous Solution Formulation Containing 0.01% an

ophthalmic agent in D,O
[00284] Stock 1% Solution

[00285] In a 100mL solution, 1 gram of an ophthalmic agent, and 0.77 g of NaCl (and other
ingredients/components preferably in their dry state) are added along with a quantity sufficient
to equal 100mL sterile deuterated water for injection. The solution is mixed in an appropriately

sized beaker with a stir bar on a hot plate until all of the solid powders have dissolved and the
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solution has become clear with no visible particles. Next, the stir bar is removed, and the
solution is poured into a filter bottle and vacuum filtered through a 0.22 micron
pothyethersulfone membrane filter into a sterile bottle. The filter top is removed from the
sterile stock bottle and the stock bottle is capped for storage with a sterile bottle cap.

[00286] Diluted 0.01% Solution

[00287] 0.3mL of the 1% solution is combined with a quantity sufficient to achieve 30mL total
of sterile 0.9% Sodium Chloride For Injection USP. The solution is thoroughly mixed. The pD
of the solution is recorded. A 0.22 micron filter is placed on the tip of the syringe and the
solution is aliquotted into separate sterile containers.

Example 3 — Stability Analysis

[00288] Five 0.01% ophthalmic solutions are prepared from the 1% ophthalmic stock solution
(preparation as described in Example 2). The pD of the five solutions are 4.5, 5, 5.5, 6, and 6.5
for solutions 1-5, respectively. Each solution is thoroughly mixed. A 0.22 micron filter is placed
on the tip of the syringe and the solution is aliquotted into separate sterile containers according
to Table 6.

Table 6. Container Filling Outline

Volume of 0.01% Total
Type of Container Ophthalmic Drug Containers
Product in Container Filled
Sterile Eyedroppers 5-mL 12
Sterile Glass Vials 5-mL 12

[00289] The samples are then stored at different conditions for stability analysis. The samples
are analyzed at different time points up to 2 months. The storage conditions include: 40°C with
75% relative humidity (RH) (samples were transferred from 2-8°C condition after 3 days), 25°C
with 60% RH, and 60°C. The time points are 1 week, 2 weeks, 1 month, and 2 months. At each
of the time point, one plastic eyedropper (LDPE plastic) and one glass vial from each of the
stored condition are removed and allowed to equilibrate to ambient conditions. Once
equilibrated, both the plastic eyedropper and the glass vials are inverted 3 times. The solution in
the eyedroppers is transferred to an HPLC vial in a drop wise fashion through the dropper. The
solution in the glass vial is aliquotted into an HPLC vial using a glass Pasteur pipette. The

samples are then tested for purity and potency using the UPLC method listed in Table 7.
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Table 7. UPLC Method Parameters

Parameter Condition

Column EMD, Hiber HR PurospherSTAR C-18, 100 x 2.1 mm, 2
um

Mobile Phase/Diluent 87:13, 50 mM Potassium Phosphate: Acetonitrile, pH 3.5

Flow Isocratic

Flow Rate 0.5 mL/min

Detection Wavelength 210 nm

Column Temperature 30+3°C

Autosampler Temperature 5£3°C

Run Time 6.0 minutes

Injection Volume 10 uLL

Needle Wash Solution

90/10 Water: Acetonitrile

[00290] Arrhenius based shelf life predictions are calculated. These predictions are based on an

assumption that the degradation is first order (linear).

Example 4 — Dose Uniformity (10-Dose)

[00291] To evaluate the dose-to-dose uniformity, drop bottles containing the ophthalmic

aqueous composition are stored upright for a predetermined period of time (e.g. 12 hours) prior

to the start of the test. To simulate the recommended dosing of the product, 10 drops of the

aqueous composition are dispensed from each bottle at predetermined time intervals (e.g.

consecutively, every 1 minute, every 10 minutes, every hour or every 24 hours). All drops are

dispensed into tared glass vials, capped, and stored at room temperature until analysis.

Concentrations of an ophthalmic agent in the expressed drops are determined using a reverse-

phase HPLC method.

Example 5 — Dose Uniformity (5-Dose)

[00292] To evaluate the dose-to-dose uniformity, drop bottles containing the ophthalmic

aqueous composition are stored upright for a predetermined period of time (e.g. 12 hours) prior

to the start of the test. To simulate the recommended dosing of the product, 5 drops of the

aqueous composition are dispensed from each bottle at predetermined time intervals (e.g.

consecutively, every 1 minute, every 10 minutes, every hour or every 24 hours). All drops are

dispensed into tared glass vials, capped, and stored at room temperature until analysis.

Concentrations of an ophthalmic agent in the expressed drops are determined using a reverse-

phase HPLC method.
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Example 6 — Dose Uniformity (2-Dose)

[00293] To evaluate the dose-to-dose uniformity, drop bottles containing the ophthalmic
aqueous composition are stored upright for a predetermined period of time (e.g. 12 hours) prior
to the start of the test. To simulate the recommended dosing of the product, 2 drops of the
aqueous composition are dispensed from each bottle at predetermined time intervals (e.g.
consecutively, every 1 minute, every 10 minutes, every hour or every 24 hours). All drops are
dispensed into tared glass vials, capped, and stored at room temperature until analysis.
Concentrations of an ophthalmic agent in the expressed drops are determined using a reverse-
phase HPLC method.

Example 7 - Effect of pD on Ophthalmic Acceptance in Guinea Pigs

[00294] A cohort of guinea pigs is administered 50 pL of ophthalmic formulations having
different pD values described herein. For example, ophthalmic formulations comprising H,O or
deuterated water (e.g., D,O) are administered to the animals. Animal behavior is recorded at
predetermined time intervals to evaluate the acceptance of the ophthalmic formulations

Example 8 — In vivo Rabbit Eve Irritation Test

[00295] The exemplary compositions disclosed herein are subjected to rabbit eye irritation test
to evalaute their safety profile. The test composition are tested for eye irritation test in New
Zealand Rabbits (see for example Abraham M H, et al., Draize rabbit eye test compatibility with
eye irritation thresholds in humans: a quantitative structure-activity relationship analysis.
Toxicol Sci. 2003 December; 76(2):384-91. Epub 2003 Sep. 26; see also Gettings S D et al., A
comparison of low volume, Draize and in vitro eye irritation test data. 111. Surfactant-based
Jormulations. Food Chem Toxicol. 1998 March; 36(3):209-31). The study involves single ocular
administration into the right eye and the same volume of its placebo in the left eye of each of the
three rabbits. Rabbits are examined immediately and after instillation of the compositions for 4,
24, 48 and 72 hours post instillation to note the signs/symptoms of eye irritation, if any. The test
compositions show no sign of irritancy in cornea, iris and conjunctivae of the rabbit eyes.

Example 9 — Safety and Efficacy Studies of Ophthalmic Aqueous Formulation

[00296] A clinical trial is performed to investigate the efficacy and safety of ophthalmic aqueous
formulations described herein in patents. In some cases, the study is open-label, single blind, or
double blind study. Patient selection criteria includes an ophthalmic condition of interest, and
additional factors such as age, sex, and/or health conditions.

[00297] The patients are randomized to receive 5%, 1%, or 0.1% of an ophthalmic aqueous
formulation formulated in deuterated water (e.g., D,O) once nightly in one or both eyes.

Allocation ratio is defined based on the patient population.
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[00298] The patients are evaluated on day O (baseline), day 14, day 30, and then at 2, 3, 4, 5, 6,
8, 10, 12, 18, 20, 24, and 36 months.

[00299] The primary cutcome is condition or disease progression over the time periad of the
study. Safety is assessed by adverse events including allergic reactions, irntation, or
development of blurring of vision in one or both eves,

Example 10 — Preparation of an Ointment Formulation

[00300] An ophthalmic agent is mixed with the dispersing agent {e.g. polyethyleneglveol) under
heating and sonication and this mixture s further thoroughly mixed with a molten ointment base
{e.g a mixture of wool wax, white petrolatum, and liquid paraffin). The mixture is placed in a
pressure vessel, and sterilized at 125 °C for 30-45 minutes and cooled to room temperature. In
another embodiment, autoclaving is conducted under nitrogen. The resulting ophthalmic
ointment is aseptically filled into pre-sterilized containers (e.g. tubes).

[00301] While preferred embodiments of the present disclosure have been shown and described
herein, such embodiments are provided by way of example only. Various alternatives to the
embodiments described herein are optionally employed in practicing the disclosure. It is
intended that the following claims define the scope of the disclosure and that methods and

structures within the scope of these claims and their equivalents be covered thereby.
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CLAIMS

WHAT IS CLAIMED IS:
1. An ophthalmic composition comprising an ophthalmic agent and deuterated water, at a
pD of from about 4 to about 8, wherein the ophthalmic agent is not a muscarinic antagonist, and
wherein the ophthalmic agent does not extend singlet oxygen lifetime.
2. The ophthalmic composition of claim 1, wherein the ophthalmic agent comprises
aflibercept, ranibizumab, pegaptanib, cyclopentolate, phenylephrine, homatropine, scopolamine,
cyclopentolate/phenylephrine, phenylephrine/scopolamine, tropicamide,
ketorolac/phenylephrine, hydroxyamphetamine/tropicamide, cysteamine, ocriplasmin,
mitomycin, dapiprazole, lidocaine, proparacaine, tetracaine, benoxinate, azithromycin,
bacitracin, besifloxacin, boric acid, chloramphenicol, ciprofloxacin, erythromycin, ganciclovir,
gatifloxacin, gentamicin, idoxuridine, levofloxacin, moxifloxacin, natamycin, norfloxacin,
ofloxacin, bacitracin/polymyxin b, tobramycin, polymyxin b/trimethoprim, povidone iodine,
trifluridine, gramicidin/neomycin/polymyxin b, sulfacetamide sodium, sulfisoxazole,
bacitracin/neomycin/polymyxin b, oxytetracycline/polymyxin b, phenylephrine/sulfacetamide
sodium, vidarabine, bromfenac, nepafenac, ketorolac, cyclosporine, flurbiprofen, suprofen,
diclofenac, alcaftadine, azelastine, bepotastine, cromolyn, emedastine, epinastine, ketotifen,
levocabastine, lodoxamide, nedocromil, naphazoline, naphazoline/pheniramine,
naphazoline/zinc sulfate, olopatadine, oxymetazoline, pemirolast, phenylephrine,
phenylephrine/zinc sulfate, tetrahydrozoline, tetrahydrozoline/zinc sulfate, fluorescein,
fluorescein/proparacaine, benoxinate/fluorescein, indocyanine green, trypan blue, acetylcholine,
apraclonidine, betaxolol, bimatoprost,brimonidine, brinzolamide, brimonidine/brinzolamide,
carbachol, carteolol, demecarium bromide, dipivefrin, dorzolamide, dorzolamide/timolol,
echothiophate iodide, epinephrine, epinephrine/pilocarpine, latanoprost, levobunolol,
levobetaxolol, metipranolol, physostigmine, pilocarpine, tafluprost, timolol, travoprost,
unoprostone, artifical tear, dexamethasone, difluprednate, fluocinolone, fluorometholone,
loteprednol, medrysone, prednisolone, rimexolone, triamcinolone,
fluorometholone/sulfacetamide sodium, dexamethasone/neomycin, dexamethasone/tobramycin,
dexamethasone/neomycin/polymyxin b, loteprednol/tobramycin, prednisolone/sulfacetamide
sodium, bacitracin/hydrocortisone/neomycin/polymyxin b, hydrocortisone/neomycin/polymyxin
b, chloramphenicol/hydrocortisone/polymyxin b, neomycin/polymyxin b/prednisolone,
gentamicin/prednisolone, ketorolac/phenylephrine, diphenhydramine, dimenhydrinate,
dicyclomine, flavoxate, oxybutynin, tiotropium, hyoscine, scopolomine (L-hyoscine),

hydroxyzine, ipratropium, pirenzapine, solifenacin, darifenacin, benzatropine, mebeverine,
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procyclidine, aclidinium bromide, trihexyphenidyl/benzhexol, tolterodine, or any combinations
thereof.

3. The ophthalmic composition of claim 1 or 2, wherein the ophthalmic composition
comprises at least one of: about 80%, about 85%, about 90%, about 95%, about 97%, about
98%, or about 99% of the ophthalmic agent based on initial concentration after extended period
of time under storage condition.

4. The ophthalmic composition of any one of the claims 1-3, wherein the ophthalmic
composition has a pD of one of’ less than about 8, less than about 7.5, less than about 7, less
than about 6.5, less than about 6, less than about 5.5, less than about 5, less than about 4.5, or
less than about 4 after extended period of time under storage condition.

5. The ophthalmic composition of any one of the claims 1-4, wherein the ophthalmic
composition further has a potency of one of’ at least 80%, at least 85%, at least 90%, at least
93%, at least 95%, at least 97%, at least 98%, at least 99% after extended period of time under
storage condition.

6. The ophthalmic composition of any one of the claims 1-5, wherein the extended period
of time is one of: about 1 week, about 2 weeks, about 3 weeks, about 1 month, about 2 months,
about 3 months, about 4 months, about 5 months, about 6 months, about 8 months, about 10
months, about 12 months, about 18 months, about 24 months, about 36 months, about 4 years, or
about 5 years.

7. The ophthalmic composition of any one of the claims 1-6, wherein the storage condition
has a storage temperature of from about 16°C to about 30°C or from about 20°C to about 25°C.
8. The ophthalmic composition of any one of the claims 1-7, wherein the ophthalmic agent
is present in the formulation at a concentration of from about 0.001 wt% to about 20 wt%.

0. The ophthalmic composition of claim 1, wherein the ophthalmic composition further
comprises an osmolarity adjusting agent, a preservative, a buffer agent, a tonicity adjusting
agent, a pD adjusting agent, or a combination thereof.

10. The ophthalmic composition of claim 9, wherein the osmolarity adjusting agent is
sodium chloride.

11. The ophthalmic composition of claim 9, wherein the preservative is selected from
benzalkonium chloride, cetrimonium, sodium perborate, stabilized oxychloro complex, SofZia,
polyquaternium-1, chlorobutanol, edetate disodium, polyhexamethylene biguanide, or
combinations thereof.

12. The ophthalmic composition of claim 9, wherein the buffer agent is selected from

borates, borate-polyol complexes, phosphate buffering agents, citrate buffering agents, acetate
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buffering agents, carbonate buffering agents, organic buffering agents, amino acid buffering
agents, or combinations thereof.

13. The ophthalmic composition of claim 9, wherein the tonicity adjusting agent is selected
from sodium chloride, sodium nitrate, sodium sulfate, sodium bisulfate, potassium chloride,
calcium chloride, magnesium chloride, zinc chloride, potassium acetate, sodium acetate, sodium
bicarbonate, sodium carbonate, sodium thiosulfate, magnesium sulfate, disodium hydrogen
phosphate, sodium dihydrogen phosphate, potassium dihydrogen phosphate, dextrose, mannitol,
sorbitol, dextrose, sucrose, urea, propylene glycol, glycerin, or a combination thereof.

14. The ophthalmic composition of any one of the claims 1-13, wherein the ophthalmic
composition has a dose-to-dose ophthalmic agent concentration variation of one of’ less than
50%, less than 40%, less than 30%, less than 20%, less than 10%, or less than 5%.

15. The ophthalmic composition of any one of the claims 1-14, wherein the ophthalmic
composition has a pD of one of from about 4 to about 8, from about 4.5 to about 7.5, from
about 5 to about 7.0, or from about 6 to about 7.0.

16. The ophthalmic composition of any one of the claims 1-15, further comprising a
pharmaceutically acceptable carrier.

17. The ophthalmic composition of claim 16, wherein the pharmaceutically acceptable
carrier further comprises at least one viscosity-enhancing agent.

18. The ophthalmic composition of claim 17, wherein the viscosity-enhancing agent is
selected from cellulose-based polymers, polyoxyethylene-polyoxypropylene triblock
copolymers, dextran-based polymers, polyvinyl alcohol, dextrin, polyvinylpyrrolidone,
polyalkylene glycols, chitosan, collagen, gelatin, hyaluronic acid, or combinations thereof.

19. The ophthalmic composition of any one of the claims 1-18, wherein the ophthalmic
composition comprises one of’ less than 10% of H,O, less than 8% of H,0, less than 6% of H,0,
less than 5% of H,O, less than 4% of H;O, less than 3% of H;O, less than 2% of H;O, less than
1% of H,0, less than 0.5% of H,O, less than 0.1% of H,O, or 0% of H;O.

20. The ophthalmic composition of any one of the claims 1-19, wherein the ophthalmic
agent is not atropine or atropine sulfate.

21. The ophthalmic composition of any one of the claims 1-20, wherein the ophthalmic
agent is not an alpha-amino-carboxylic acid or an alpha-hydroxy-carboxylic acid.

22. The ophthalmic composition of any one of the claims 1-21, wherein the ophthalmic
agent is not benactyzine hydrochloride.

23. The ophthalmic composition of any one of the claims 1-22, wherein the ophthalmic

agent quenches photogenerated singlet oxygen species in the composition.
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24. The ophthalmic composition of any one of the claims 1-23, wherein the ophthalmic
composition is not saturated with oxygen.
25. The ophthalmic composition of any one of the claims 1-24, wherein the ophthalmic
composition does not comprise a photosensitizer.
26. The ophthalmic composition of any one of the claims 1-25, wherein the ophthalmic
agent is dissolved in the ophthalmic composition or is suspended in the ophthalmic composition.
27. A method of treating an ophthalmic condition or disease comprising administering to an
eye of an individual in need thereof an effective amount of an ophthalmic composition of claims
1-26.
28. A method of ameliorating or reducing an ophthalmic condition or disease comprising
administering to an eye of an individual in need thereof an effective amount of an ophthalmic
composition of claims 1-26.
29. The method of claim 27 or 28, wherein the ophthalmic composition is stored below
room temperature prior to first use or is stored at between about 2 °C to about 10 °C prior to first
use.
30. The method of claim 27 or 28, wherein the ophthalmic composition is stored below
room temperature after first use, is stored at between about 2 °C to about 10 °C after first use, or

is stored at between about 16 °C to about 26 °C after first use.
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K/ BTk i E R/ Z M Eb ST/ BB R/ 2R EE R/ En i/
ZHRIERD I ER/ ZHE R/ IR JE T R RKEZR /IR JE T BN 1R/ KA AR 2Rz B
TR R I OB ZE AR L B ERUR BE S BBE AT TV ALIR A I E i scopolomine (L-E &) ¥4
W5 | ST L RS 6P BRI IS AR TSH AL AT L 35 DL4EAR TR 52 LB i . =
Zril/ 2R R R P E B AT A

[0007]  fE—LLSjfa )y P, FERBAF AR T AERE R I () B , 2 T W UG B2, Bk iR A4
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G2 D 2980 % HIHR A o 7E— LS 7 R, ARG AT 25 R AERE K () B i, 2 T
WU L, BTk FR FHAH A WA 5 22 /0 2085 %6 IR o 72— S8 STt R b, R 47261 R 7
FERK B B BLS , SE TR IRIE , BT IR F2H A & 22 /0 2990 % I HR A7 . 75— L 52 /g
R TERBAT AR AT N AERE KB ) B 5 28 T WIU6 I S, BT A &85 22 /024995 % 11
HE ) o AE— LSl 77 S, AEAE AT 25 T FEAE A I F) B, T W0 4R IR B, Bk HIR FHZH
EE G E D97 % IR I o 7E— LS T7 S, ARG A7 2RI R AERE K I [A) B i, T
WU B 5 BT IR F A0 A W0 5 32 /0 2998 %6 (IR FH 1 o 72— S8 SE it 7 R b, 7R A7 261 R 7
FEK I ] B, T HIUE W , Bkl A&, & 28 /2999 % FHE F7.

[0008]  7E—RLsjifi )y b, FEAE AT A5 MR T AERE KB R B, Frdk R A S R A /N T
2181 pD o AE— L STl 77 R, FEAE AT 26 N AERE KW R B S , FTiR IR A A B A /N T
297 .51 pD o E— LS 7 P, FEAE AT 25 A I A RE K R 1) B i, BT B A2 A 0 2 /1
T 70 pD o fE—LE S 7 &P, TEAE AT 251 S AERE K R 1) B i, BT B A2 A 0 A/
T416 .5/ pD o AE—LESL i J7 S, FEAE AT 251 T AEAE K I H) B, BTk iR A A B A
/NT-2I6)pDo FE— LS 7 S8, FEAE AT S5 1F T 7R BRI H) B, BTk iR A & B A
/NT-295 .5/ pD o fE—LESLHE T & FEREAE AR N AEIE K I ) B S, Bk iR F 454 A
H/NT L5/ pD o £E—BL ST 7 R, fEAEAF 25 A T AE B K I A) B S, B iR FH4HL A4 A
H/NT 434 580pD o AE— LS J7 S, EAE AT S5 AF T AERE R B [H) B i, PR IR A & 4)
HA/NFZ141pD.

[0009]  7E—uLsjEjy S, BTk iR A2 A0 pDEL BT & 18 pHs 290 . A 547

[0010]  7E—LLsLjE )y 2, FEMEAF 6 DA KB [ BLS , Frid i A G ic A =
/80 % [ AL I3 o AE— LS J7 B2 , FEAE A7 S5 AF T AEIE K I (R B, Bk iR A A 90 B
H A8 WA T AL 8L T B, FEAE AT S5 AF T AEE K I 8] B S, Bk iR 4 & 4)
WHA B A90% BT T o AE—BESLH T R, FEME A7 S5 T AE BRI ) B » BT IR B FHZH
HE B 293 % AL T AL LS T R, FE AR T AEZE K B I TF) B 5 BT iR
MH AW EA 2095 % A T A — 25K 7 R, FEAE A7 561 N AE BRI ) Be s, B
R AR B A 2097 % IR 7 o 45— B85 HE 7 P, AERE A7 251 T 78 ZE K Fr s 1) B
Jii » FITIR R 2L A Wi B 5 /98 % [ R 77 o 76— Be S J7 S, FERB AT 461 A1 ZE KA et
) B, Bk iR 2 A ik B /099 % R 77

[0011]  #E—8Lsfi )7 & rp , Fridk AL (1 B[R] B O 291 J] o A0 — B8 ST 77 8P, R K IR e (1)
BEONZI2 ] AE— B SEt T S, BT A 2K A I [R) BOA 3 8] fE—BeSE R = v, b i K
(IR H) B R 291N A o AE— S5 77 2, BT RE K1) B (1) BE A 2024 H o fE— L sl 77 &
BT SE K I ) B A 2034 H o AE— S0 7 S, BT AE AR ][] B N 2944 H AE—
B szt 5 g2, TR I K I TR BOA L5 H o AE— BESEit 7 = o, I S K 1) B 1) B 296
A H o AE— 25 Ty 2, BT ad e KR I [R] B N 2984 H o AE—SE 5Lt 7 S, PIrad S f i)
(W BRI 10 H o AE— s 7 2, I SE KR B ) BN 20124 H o AE— S 77
BT i SE IR I [R) B 29184 H o 7 — B85 7 S, Frik K ) |) BOA 292440 H o fE— 1
SEHfE 7 =, Bk AT K R BN 29364 H o AE— B S 7 b, FITiA KA R BOA Z14
M AE— BB ST 77 P, BT IR AR ) 7] B N 254F

[0012]  fE—Resififi 7 2 rp , AR SR 1-44 P AT — I BTk R FHZH 64 , 36 Bk fig 42
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FAFE A Z116°C E 2930 CELZI20°C £ 2925 C I g AT  7E— Be 52l Jy b, BTk ik 47 5%
P EA 2160 %6 (R FHOIEFE o /F — BE St 7 22, AR 2SR 1 - 45 AT — TUAT AR (1) IR 20 &
Yy, For B fi 47 25 At B A 2075 % B AN .

[0013]  fE—8sLjfiJy S, Bk iR 2L & e Kis i JE .

[0014]  FE—ULsjfaJy 2, Bk FHFIBL290. 001wt % 32 2920wt % 1R EAFAE T il 57
[0015]  7E—2eskyfiJy &, ik iR A &9t — 0 A5 BE IR E W B2 YR 9 57 o 7 — 18
S 7 R R SRS IE R R R e S A

[0016]  FE—LLsijfa 7 &, BT IR FHAL &9 33— DA 5B TR R o 78— Se STl 75 S8, ik
B FE3 7R 2R S v il i AR FR L E R E A Sof Zia R EE -1 &
TEE KR A TS R AR UIE A A

[0017]  FE—Leszjf 7 &, BTiRHR AL AW — DA S g2 phifl o AE— Be ST 5 2, Firidk
22 P E RIR £ B ES Eh -2 ST AW IR L 2% vh ) T IR R S R L 2R R G
F TR SR iR A AL PR R R ER R PRI B

[0018]  fE-—LLsijfa /7 S, BTk FHAH &4t — DA 5k I 1 1) o £E—Re sl 77 R
PR ak 7785 7700 B AP T R A AR R L R R U L AL A &S L BB L Ak
CTRAR RN R ER VN DR B BN TR A IR R B DR R B L R IR AL 0 T IR LN Tl 1R —
S ERE H B L ALEE R AT R R = TN L H e A A

[0019]  FE—Uusijfi s b, FTiRiR A At ARk 2R 48 .

[0020]  fE—2esiyiJy EHp, kiR A AW B A /N T50 % B 7= (IR AR AR AL . 7
— ST R, BT R 4L A B /N T 40 % 1) 70) 8 TR IR 7003 AR 4K, o £E — LeSE e
Z, FTAIE A AW B A /INT 30 % 1 77 & 0] R A A0 AR AL o A — SE st 7y 22, Fnid iR
FHEH AW R A /INT20 %6 (1) 77 & (R IR IR FE AR AN o 72— e S 7 22 vh , BTk i FHAH A ) 2
AT 10 % [ 7S IR A 7R ARk o 70— 285 )7 b, BT id iR A S B A /N T 5% 11
SIS IR A7 B AR 1L

[0021]  7E— st 77 2, i ) & (DR FH 7R B2 AR A 2 T 104N S (1 7f1) & o AE— L st
Ji 5 G b, BT 706 1) HEL R 793R AR A i T 8N YR 482 1) 7 o A — BB S i Rb BT iR 7 &
[i) BRI 5109 i A A 3 5N SR 1 7 & o A5 — BB S 7 S 7P, FITadh 571 = ) R D 7509k P A A i
T3 & AR — ST Ty S, BTl R S R R SR B AR A T2/ M R R =
[0022]  fE—2Lsja Jy R h, Bk AL &R A L4 2 2981 pD o £ — L5277 2 h , ik
IRAHA G HAL4. 5847 5 pDfE— L5 77 K, ik iR HA AR BFL5847.0
[FIpD o 7E—LL5jifs 75 b, ik iR A A B A 216 2297 0fF)pD.

[0023]  7F—sbszjtiy b, Bkl 4 &k — B a5 pD I 37,

[0024] £ —desLyE )y K, FrRIR A &Y — D RS # 5 Ll 8ds . £ — sk
T %22 PR A i DA B B D Bkl B IERR AE RS T R, 1%
R IER A AR T A RN E AN RALH-FEARK BB LT H R %
EW TR IR IR R LIRS T 3R B R RN IR W R 3 W R R B L
HAE

[0025]  7E— e st Jy S, Ak iR AL &) 5 2 160 % B H20 o £ — 8 5L Jy S, i
RHR A A6 75 /0T 55 % [ H20 . 7E— 2252 7 R, ik iR A &8> T50% 1
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HoO o £ — 2858t 77 S0, T A G905 2D T-45 % [ H20 . 75— BESETit 77 S+, Prak iR H
HAWEE DT 40% I H0 0 £E—RE 52 7 S, kiR FZH A5 20 T35 % B H0. £E—
B S 7 R, TR IR P2 A A5 /0 T30 % I H20 .0 £E— BeSE i 7 b, FTiR IR A 4044
£35 /b TF25 % HH20 . 75— B8 S 7 R, AT iR A A4 2 /0 F20 % HIH20 . 75— LS 52
J7 &, Bt FHH A WA 5 DT 15% [1H0,

[0026]  7E—Hesiyfi Jy &, ik it RS040 5 2 T 10 % I H20 o £ — LE SE i 7 S, Jir
IR A A6 5 /> T8 % [¥H20 0 75— BB SE it 77 G vh , Tk MR FHAH & 9048 55 /0 T-6 % ¥ H20
7E— e Szt &b, R IR A A8 2 T5 % 1120, 78— S8 S2 ity = b, ik iR F4L &
WA DT 4% I Ha0 0 7E—LL ST 7 20, Frik i A & 08 2 /0 T3 % B H20 . £ — L4 5L i
T, kiR A S5 0T 2% IH0 . £E— S5 i 5 2 b, Bkl F4 e & /0T
1% (R H200 7E— 2L SETt 7 229, Bk i A S5 20 T°0. 5% [ H00 £ —EE 5Kt 77 229, B
R A S D T0.1 % H0. 7E— L850 77 R, AR LA 906570 % 1 H20
[0027]  {E—LLsijfa 7y b, BT iR AL AW aE C il > FH T35 7 IR RHRE 150 B s i IR A VA
o

[0028]  {E—ULsijifi 7y & rp , BT IRHR AN A& T HE i o 70— LE S 7 S8, BT MR A RAS 2
T B A+t o £E—LE S 75 S, BT MR AN A2 53 AR S50

[0029]  {E—8Lsifif /7 &, TR R A A R a—Z L R IR B a2 - R R o AL — LB ST
e, BT HR F A 2 SRR DU &0

[0030]  7E—UEsLyifiy &, Bk R A AR K 2 A4 b 6 A BRI B 2R A S PP 2 A — e st
JiE 77 R, BIR IR 4L &9 A MR o 75— S s v , Brid iR AL A A8 6 8GR0
[0031] LS Ty S, BT iR FHRIVA A6 Pk IR FHZEL A b o A — S8 S i o, ik
IR R T BTk A A .

[0032]  ARYE 5 —ANT5 I, VRS HRRHE GBSO i 1) 77 2 B4 ) A7 75 0 AR D R e A A
IR TR S R4 53— J7 [, 20 B IR B9 100 B s 1) 7 12,
FE 1A 75 B AR BRI i A A 2R AR I A IR A AP

[0033]  7E—RLsjii )y Erh , Bk MR FH 2E A W70 S8 K 1R e 1) B P DA s (340 s i) ) s e FH
TE— L STt 7 R, Bk IR A A9 — Kt FH — K o AE— 2850 5 S, Birid i AL & 4 B
T — K o E—BE 52 5 b, BRI AL & W0 BERE — K — WK . AE— S8 5L 7 =
FriRiR FHAHAAELE L 2J8 1 H 24 H O34 V64 H LA 248 348 J44F \54F (64 T4, 8
SEL9LE VIOAE L L LR 1 2- 1 55 Jite FH o 78— 285l =, BT iR FHAR A4 30 FH — K o
[0034]  {E—RLsijiJy Erp , iR IR A A 70 E Ik TS AR T Z R E T AL
— LS Ty R, Bk IR A4 A A IR AT AT EAFAE 2 C R Z410°C o fE— 2L S 7 %
H, BT IR R AL A0 IR AT AT EAEE L4 C R A8 C .

[0035]  fE—LLsijifi/y Erp , BTk IR FZH A W70 B ik FRTAE AR IR S o AR — L2 ST
Zh, B A e E IR AT AL 16 CH2)26°C.

[0036]  fE—LLsijiify Erp , Ik HR A A W70 E ik R AR T Z R E T AL
— LS Ty R, Bk IR A A WA IR AT G E AR AE L2 C R A 10°C o fE— 2L 8L 7 %
H, BT R AL A WAE T IR AT G EAEELI4C R A8C .

[0037]  fE—LLsLjii )y & rp , Bk IR FHZH AW E R G A e IR N o AR — L8 ST
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ZEh, BrifiR A & k8 H R FE4116°C 2 Z4526°C,

[0038] i DA T VEANHEIAR , A SCHT IR 5 v RN -4 W i) EL Ath 4 E R0 A 2 SR AR 45 S i 5
Do SR 5 N 24 FR AR , 12 P I 34 R 2 S 191 B AR 6 78 i 52 1 S T 8, (B DA B I Y
NG

B [=135¢ BA

(00391 A B A9 I 0V R AE P B A9 SO 5K 5 vp B A4S B 3 o B 2525 LR R A O B
JECER R i B P ST 0 A R ) 4 S A B B T S o BRAT R A S B R RS HE A 5 B
U R FER i, 23X LGB I o

[0040] 17~ 7 IR A9 2 O A R

B
[0041] AT BN TR 2Rz 52 TR ATHR I firf 52 M e i MR AL & I 255 SR I S 80 AE - L8 15
OUN N T SEA IR FHAL & PR TR U BOR B 1 5 Bl Ja B A2 4L S W0 pHo £ SR 15 B0, B
A A pHEEE A BB L A A PR 7K A T S35 R SRR RE o R 1T £ — 2L D0 5 pHFE AR 1771
T EUR M i 32 PERLZE » DA 9 B 1 550 R BIR , 2 SBOHB™ A o AR AR IR D0 R S U
MR TR A ST B/ s R AL St tHIR AT, b R AR FHZL S A 2k
[0042] 534, AR WA IR B, ST K AE IR - S 088 58 o AE— 45 00T, SH04HEL , itk
TN IR, T2 A KA AR BE I SR PE AR 2 (1 1-0D) , 76 — L5 It T 12 S B PR b 26
R AL A 3l V7R R B A K g o BRLE , AE— S8 B0 T, 50 S H0M A S A EE , 15
BT AR AL 5 5 BB AL I AR AR D o A — AR 0T ST K — AP AR T IR AL &
VORI B2t BE 77 5 M 3 SR 8 2 (R T S A8
[0043]  ARSCATFF 7 ALE IR AR RAG K RO IR FHAH &4, HopD N A4 B A8 A SLIEATF T
A5 IR FH AT A K B R FA R, FepD A Y48 298 o AR SCiE— 30 N FF 7R y7 IR BHs L Bz
TR T, FALE 1A A /5 B A4 A IR I 5 AT R0 TR SO R IR AL & P BR ATVA
o TG0 ARSI T O B MR 9 DU BRI ) 5 2 » S5 1147 75 2L A (0 R 5 e
PRSI T SCREAR IR A2 & P B FVA R

HIE 1551
[0044] AL FF T AEITRAL K B A7 AE S BE 1 29 DAL 5 W0 o A0S SO ARG S A 7K A2 1
D20 DHO « FL KA/ BRI o AL LEAG LT, ik 254 4L 5 10 & A — Pl 22 iR ALK IR
MG AL LG I T, Ik iR 2L S5 BC 1 9 7K P8 B B
[0045]  7E— ML Ty S, £E P IR IR F AL W0 v (8 SRR 570 55 T 308 3k 70 A g B A« £
—EBSt Jy S b, A2 PRI AL S A AR AR B T e Bt A PR 70 A it B A
[0046] 7 LESE Ty S, ik R FH 0049 55 B 0 78 A RSEHR 51 e 24 - 70 HiheE 26 R
JRRIE 245 MR P70/ 28 VMR 970 98 24 MR 4L e 265 AN 7 1 2 MR BHZ I 77 MR B 75 DG HR
24y MR P 7 RTRE S 70 MR P IS 1 s MR A [ e 45 5 P S 2 B BT A7)
[0047] £ —SLSL 5 S, FETTUHK B A7 A8 T 1 X9 AR P 4145 405 i 7 26 R HR
771 FEACREE 243 DU FSC e 24 L MR BRI 2 L MR DU/ e 2 IR I 2 285 S IR A B4 R 2 AR e L 24
HR A2 W77 MR AT MR 24 IR 7R RT e ) R SIS T 8 MR P SIS ] 8 45 45 R AL 24
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IR A, B A & .

[0048] 5 i 8 A S HIR A 711) ot PEL L 30 e 48 oK D 38 L0887 TR Rl e 5 A RSl ML/ ) L8 O 2
A KR 5 (VEGF) F5 3071 o £E— 245 B0 T, U0 AE AR R HR FH 7R FH R 100 114 16 AH 5% 4 3 B A
HH RLET LB TR o 76— B85 0T, U A8 A MR FH 700 FH R Ve 7 0 R o 2 B 7K S S 95k 9 A0 194
I 97 AR BB B A M 7 — LS Sl 7 B8 P, R K i AR R 2 B MR B £ 5% Hh SR B ) (X
() b B B J5E o A — S St 7 ST, R FA T R 1) B A28 s i xof R PR J b 16 L85 ) 453 55 o 7 B8
PEBU L A A RHE FH 70060 H5AH AN PR TR A VG 3% (HFRAVEGE Trap) (B WIEy Lea) | F Bk HL 40
(Bt Lucentis) BUEG INJEAm (B @Macugen) .

[0049]  7E—BE 5L J7 S, £E A K A7 £ T e il 0 IR A 206 P69 2 B o 8 A iR
F A B RAT AR PG S (B FROVEGE Trap) 85 BRFRFUECRT N JE A o £E — LL 52 Ty S, 221Uk K
[RIAFAE N RC IR HR A& YA & BT AT IS (HERAVEGE Trap) B ERSBU B Je s 4

I
= o

[0050]  #i{ihi 2] & 47 7K HR 5 Rt FL I 245579 o A — LAB 0 T, R 245 FH RV Y TR I 088 R 408K
TP MBI, A LB 22, SR PRI 95 100 , S B 8 AN IRAA 58 o 7 451 PE 1S Rk 28 E0 5 4B
AR T IR FEEE (341, Cyclogyl ,Ak—Pentolate,Cylate,Ocu—Pentolateb{Pentolair) 7k
FERK (521, AK-Dilate,AK-Nefrin,Altafrin, Isopto Frin,Mydfrin.Neo—synephrine
Ophthalmic,Neofrin,0cu-Phrin,PrefrinBiRefresh Redness Relief) &S +EMM (foldm,
Homatropaire,sopto Homatropine) . %k &= (B Isopto Hyoscine) EFABEFLES /IR AR
B fICy clomydril) SFRARM/ AR B 0 (] fiMurocoll 2) FLHEL R & (BllMydral , Ocu-
TropicE(Tropicacyl) W& B /A A MK (4] 10midria) BOFE 28 %/ FEAL R g (41 4
Paremyd) o

[0051]  7E— BB SEifi Jy S, AE T K A A7 A2 T T il 1Y) IR FH 4L & 40, 25 flc e 245 , 489) 2 3R
FEER ORAEAR L 5 BT AR B S B PR AR R / R AR AR IR AR AR/ AR B B TR R i | R
R/ R AR IR T i/ FEIE R I o £E — B8 7 S AR TG K I A7 AE B BC A0 IR P &
VA& IR FE R R AEAR S5 G AR B B PR R/ R AR AR ORAE AR/ R I T
R BV TR/ R AR IR TG /AT R i, B S o AR — B SETE T F AR K IR AR AE
G IR 2 S )AL B RATHE o R ERRA FE 5 L 25 B RATHE o B R NS A FE T
vitt PR R A AT s i o £E— BE SR T S, AE ST K I A7 A8 T i IR 205 A B Rl
it o AE— BESLE 7 S, £E ST K A AE T EL AR IR A S ) A& BRERET T 4

[0052] i iU haE 24 7 9 DR FL K /DN B 245 701 o g 40 PR R 70 13 28 B0 5 AN R T e i (47 2
Cystaran) B ya 475 BE (B @ Jetrea) « 228 & 2 (B 2IMi tosol) BUIANKME (i fIRev—Eyes) o
[0053]  7E—LLsEifi Jy =, AE U K I A7 A2 T T il ) IR FH 415 040, 25 e R 24, 461~
e By AF VA R | 22 B R BUANRME o 7F — B8 SK i 7 R, A A K IR 7 76 T i i 9 IR
HAEMAE WL 5 2R BE R AR5

[0054] [ R - 245 e B O M iy v o 20 AR ) PR 9 155 5 1) e 8 JRR I 791 o g 451 P T TR ) JR I
ZIA A EAR TR Z R (B nAkten) - E R (BlfnAlcaine,Ocu—Caine,Ophthetici
Parcaine) . T KX (WAl tacaine,OpticaineBiTetraVisc) By | A &KX @84
&) (B aiNovesine,Novesin) »

[0055]  7E— L sLifi Jy S, AR ZK I A7 72 TC il O R 45 1060 25 TR BRI 247 , 437 2
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FZREHAERREST REBT A TS R A LS 5E T R 9, 75 ALK 4778 T BL il
MR A EMESHZ RE AR RHE T RELT AT S REEHAE.

[0056]  HIE FHAHLIE G 24 2 A0 5 0 A 2 R/ B0 5 70 0 IR FH A1) 700 o A8 — 28 sty 22 vh L IR FH
UGB HIRIGI TG 28 MG % 245 62 78 OMVARL I IS 288 &5 168 9%« # JBiot 92 IR TR B0 20 L IR
AR PE AR B TR A 98 FERL I A 28 RS I A8 BT A LA IR A B IR, B
B AETF ARG AT o ) 1 ) IR SR L 2 R AR AN IR TR 7 85 3 (Bl WAzasite) AFIA
Ik (B AK-Tracin,Ocu-Tracin) . DL PEyb 2 (B WiBesivance) HER (1| iCollyrium
Fresh) & & 2 (@1, AK-Chlor, IR & % Z ,Chloroptic,0cu—Chlor) \FAR ¥ E (Bl
Ciloxan) < ZL.%&E Z (B Ciloxan,lotycin,Roymicin) « B & F (HVitrasert,
Zirgan) NV E (B Zymar, Zymaxid) R KB 2 (B UW,Garamycin ophthalmic,
Genoptic,Gentacidin,Gentak,Gentasol,Ocu-Mycin) «BiEF (5] fiHerplex) « ARV E
(Bl Tquix,Quixin) UYL E (HIHIVigamox, Moxeza) AR EEER (i fiNatacyn) iR ID
E (fltur, Chibroxin) AR E (BlH0cuflox) FFE K/ Z KB &b (il Polysporin
ophthalmic,AK-Poly-Bac,Polycin-B,Polytracin ophthalmic) . ZAGF&E % (| Tobrex,
AK-Tob, Tomycine) - Z R &b/ F A K0E BlPolytrim) R 4EFIML (Bl iBetadinel FH
B0 HI R Flanviroptic) EATEK/ B8 &=/ 2 R E &b (4, AK-Spore , AK-Spore X
H,NeocidinlR VB - i fi B B AW (B WAK-Sulf,Bleph-10,Cetamide, Isopto
Cetamide) i il MM (| WiGantrisin ophthalmic) HFFE MK/ BER/ 2R E Zb (Bl
Neocidin,Neocin,Ocu—Spore—B,0cutricin) . & LXK/ ZHEZED (W, Terak, WERXR 5%
R TR =B £h) AR AR /T [l BR8P (191 nVassosu L £) BB BE B (Bl ivira—A) -

[0057]  7E—L8sCja )y S, FE AL K A7 AE T BL B IR FHZE &0 & IR ST gL 24, 4
Wk A FER SFEK DAY E R SER ARV E AER EEEFH BT E KK
FBRMT EEFVE EHAYE M ER AR E AR E MEIK/ ZHHEEDb. %
B R ZRE 2= b/ H AR IE RAEERML, th R G K/ B85 2=/ 2 A5 B 2= b T e
R 1 i S AR/ T R/ 2R E R b L E R/ 2R R b AR /T I B RN B
B R B8 o AE — BB Sl 7 b A AL K I A /E PRI IR A S M a S A SR T E
BRI B VIR EER AV E  AERX  E S NEYE R KRER L 2
P E EAVE M ER ERY E VARDE MEIK/ ZHERD. ZMER. ZHER
b/ ARIE IR ERRML . th 3R 1 R K/ B 8 2/ 2 00 B 25 b T JRe G TR N i e S gl
WK/ FiEw/ 2R =D L HE R/ 2R b R AR/ T B B s Bl b i e B A 5
[0058]  H AT 48 24 2 Rk A M i 1) 2 SR A/ B AORE 1) 29 7 o A6 — BE S i 7 B, IR B 2 24
FISRIGTT G5 MR 9% RIS A2 A8 I 1tk A T 45 28 AR JE R A s T v AR T R 8 ¢
i B T MR PR 25 JE A o AE —SE SR Ty S, AT FHHR R 28 24 R IR B L 4 /S o 76—
BERE O, 78 A B DG T A R A FHHER P04 25 o o 491 P IR FH 30 2% 25 5 H AN PR TR 55
1% (5 TBromday , Xibrom)  Z3MAHZF % (| fiNevanac) « FiM& B2 (B iAcular,Acular LS,
Acular PF,Acuvail) B & (B WRestasis) F L3S (B @0cufen) &7 135 (a0
Profenal) BN SR (|#Vol taren ophthalmic) .

[0059]  7E—LLsLja )y S, 7E AL K I A7 AE T BL i R IR FHZE & P08 & IR 3 28 245, 5
TRSFIR A3 IH 55 i BRnS B2 S PR A B 2R S PR U 55 P I8 S BION ST IR o 72— BESK il 77 R h , 7E
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ALK BIAZAE T BCHIRT IR A S50 5 IR 5 R A5 MR 55 i S BRnS 12 IR B 2R L R b & 55 &7
B ST REH A S .

[0060] MR FHHU2H i 24 72 FE. W 5 506 a0 R B dm T R 21 93 R S I 2L S AR I S 4H e 2 o TR
FHIR 78 1. 24 2 22 fiff IR iy i £ FONAZ SRR 22 245 771 o 7 491 PR IR FH 470 281 e 243 AR il 7 L 225 A0, i AHLAN
BR TR At 7 (il tLastacaft) &3 87T (B a0ptivar)  WUARET (B fBepreve) i H
% (B tnopticrom,Crolom) AR ZE /YT (Bl WEmadine) AT BT (B4, Elestat) il & 45
(FltmAlaway,Zaditor,Claritin Eye,Zyrtec TtchyEHEF) £ -RE YT (I w
Livostin) & JZI I (B anAlomide) A5 2 BK (Bl nAlocril) 25 FRIEMEK (%] 411 AK—Con ,
Albalon,All Clear,AllerestiElR7),Allersol,Clear Eyes,Ocu-Zoline,VasoClear,
Vasocon) - 2% B bR /SF JE 78 (1 21, Visine—A,Opcon—A,Eye Allergy Relief) .25 FHg
Wk /IR R EE (Bl Clear Eyes ACR,VasoClear A) . Hy&4thsE (B WPatanol,Pataday,
Pazeo) ¥ HEMRR (5 410cuClear) ML #E w]4s (B WiAlamast) R AEM (] WAK-Dilate , AK-
Nefrin,Altafrin,lsopto Frin,Mydfrin,Neofrin,Ocu—Phrin,Prefrin,Refresh redness
Relief) . RAEM/BREREE (B W Zincfrin) VYA MMk (il fiVisine original,Altazine,
Geneyes,Opti—Clear,Optigene 3) BYUUSMEMK/BRERE: (W Visine totality ZEIREEME
A o

[0061]  7F-—LLSLfif 7 S H , 72TV K I A7 A8 T T i B IR FHZEL S 060 75 IR FH 70 28 e 245 R ik
PRI 245 , AR A 5 BT DU AT € H R AR SR R TT AR T BT B 4 R E
VT IS REVD T 4% 22 K 2R TR IR L 2% PR bk / S e B 25 R bk /R R B L B At e LR
PR PR IR | FEE 35 ) 45 A AR AR R AR AR/ B R B VY S bk B Y S kb /T PR 5 o 7 — S St 7 2
t E ST K (AR S TE A IR 2L & A0 S B At 2 RS YT DU 79T L H R A 2
VT ARUT T BB 55 2R YT &RV G 4% 22 B OK L 25 R Rk | 2% FR ek /9 Jé oz il
5% FR AR bR /T PR B DLV Al o 8 R IR b L e ) 45 L DR MR L R AR /TR R DY S kb L DU A
Wbk /T B EE B LA 5 o

[0062]  HR B W 7 A& 12 W 4k 98 't 21 I 3 52 AR BOAR IR I AT R Jk 5 % 4 ML /65 A e 2
R % 5653 o 7 1 T D HIR B2 W ) AL R AH AR T 28 2 (Bl a1AK-F Luor , BioGlo,Ful-
Glo) viRIGER /M ERK (Bl @Flucaine,Fluoracaine) . T % & KK/ Rz (Bl
Flurox) W34 (21 1C-Green) B G W Wi (4 iMembraneBlue, VisinBlue) »

[0063]  7E-—LLSLjia 77 S, 7E AL K I A7 AE T BC i IR A2 & 080 & I B2 570 5 41 2
RNERHINER/ERETEHEES RHA/ BRI ESLE G S A S £,
FETAK A E T ECHI IR HA S A S TR VRIGE /R R T HE S R/ 200
R EIbEsR G A S .

[0064]  HRBIFH GHR 25 2 FE N TH LR IR R 1 285 55 o £ — 245 00 T, IR RS GIR 2538 A1k
WBITIR A & e ARG IR A T B AR R AL 4 /D o s B PR T IR B OGIR 25 FE H AR T 4
BEARBR (B fMiochol-E) <42 Ik (Bl W Topidine) 54t /R (| fWiBetoptic,Betoptic
S) L HRTFE (B Wlumigan) IR JE € (@Al phagan, Alphagan P) (AT kA fig (451
Azopt) IRELJE B /A MG (B tSimbrinza) < EJER, (1 fiCarbastat, Carboptic,
Isopto Carbachol,Miostat) . F& /R B @W0cupress)  Hi 3 IR 4% (] WHumorsol
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Ocumeter) HEUCAE MK (481, Propine) 245 ik (Bl Trusopt) « 2 e fig /e i /R (5] 4
Cosopt,Cosopt PF,Combigan) K AI Mg (4 it — Z AR BE AR ARG ' ERE (19
Epifrin,Epinal,Eppy/N,Glaucon) . B /B RZEW (BIf1,E-Pilo-1,Epilo-2,
PL1EL,P2E1,P3E1,P4EL,P6EL) A HATHI K (BlfiXalatan) 22 A7 Ui /R (B WIAK-Beta,
Betagan) \ /o A& /R (#l71, Betaxon) £ & & /R (I @0ptiPranolol) & S5 (171 Wik
R E RS  EREFW (B W lsopto Carpine,Ocu-Carpine,Pilopine HS,
Pilostat) RS AT 2 (Bl W Zioptan) (MEME /R (B @IBetimol, Timoptic Ocudose,
Istalol,Timoptic,Timoptic—XE) < BHAR BT %2 (Wi Travatan, Travatan Z,1zba) B 2%
HIZIER (] WiRescula) o

[0065]  7E-—LLsjia 77 S, 7E AL K I A7 AE T BC B IR FHZE &8 S IR BH S CHR 25, 41
W NETR L 228 55 58 At R BE B AT D1 2 VIR 8 58 AT MR i IR Je 58 /AT AR g
RENRTE R S R SR R L VT AR AR 2 e i A0 i /RN e R R PTER E RER
B ERR/BREEW AR LA RS R g R GRS R B RE. B RS
B A IRET 1 2= RS R | H AR AT B R B v RT S BR  7E - ST T R AR AR A
FE NI IR A S5 CBUIRBL. 228 55 58 SRS /R B BRI PR VIR e 58 A AR
i GRELJE 5 /AT MAE R R EE AR RS R U SE VR A BB AR L 22 Ve 2 A e / B N %
IRGKATHILES VB RHR R VS DR R/ B R ZE0 ARG P E AT IS R IS R 3R
B IR B S B R B AR AT B R RS R R ET SR S i P BB L A
[0066]  7F—uL syt 7 2, HEL PNV 7R R0 ot 75 RV 97 HHR A/ BUR 26 O R S < 7~ 191 P
P HRE P ) 790 R 5 77) B B AN R T2k B Hypotears System Balance.FreshKote.
GenTeal .TheraTears.Lacrisert.Tears Again.Lacri-Lube S.0.P.Systane.Oasis

Tears.Artificial Tears.Celluvisc.Clear Eyes CLR.Comfort Tears.Dry Eye Relief.
Isopto Tears.Liquitears.Lubricant Eye drops.Lubrifresh PM.Moisture Drops-
Murocel .Opti—-Free Rewitting Drops.Optive.Puralube Tears.Refresh.Soothe.
Sterilube.Tears Naturale.Tears Renew.Ultra Fresh@{Visine TearsHJ ANi&E .7E—
SO SRt Ty R, NI TEVR AR R B A 4 R IR SRl R B R AR g 3 R A
Y 2 FEH IR -

[0067]  £E— LS Jy ZE b, AE ST K R A7 AE T T A1 O AR 285 0, 25 M PRSI 7 R
#8038 VEVR o 72— BESE T g Fe b, AR ST K A7 72 TS S i IR AL & B3 At
o

[0068]  7E— LSy Ze b, ML A SIS [ B FRVG 7 48 I8 28 BRI A 28 A PR 9 s BRE /K I L HR
i 8/ AL/ I BE B /DRE LA AL B DK M R S IR 8 28 0 L LB e =
P AR N P 5 JI5E 9% 288 [ I S L 1P 8 P9 00 S JOk 4% e 8 i 7% BB IR A DT A o 7 481 PR IR
FH 2 5] 5 40, F5{H A PR T3k 28 K0 (B 2n0zurdex , AK-Dex,Decadron Ocumeter,Dexasol,
Maxidex,Ocu-Dex) . ~FIkJEHE (B WiDurezol) \HFENA (FlHRetisert, [luvien) (KT
(4. FML Forte Liquifilm,Flarex,Fluor—Op,FML,FMLS.0.P.) (& Z k1A (BltiAl rex,
Lotemax) « FH 44 (HMS) ik JE#A & (B WIAK—Pred ,Econopred,Econopred Plus, Inflamase
Forte, Inflamase Mild,Omnipred,Pred Forte,Prednisol) .F|ZE &R (HlaVexol) B il 22
PE % (BltnTriesence, Trivaris) o
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[0069]  7E-—LLsSLja Ty S, 7E TR K I A7 AE T BC il (1) IR P25 0 A0 25 IR FH 288 [ 7, 437 2
i ZEKAS . IR B R A mOK T B R W RS VIR e fa e RIS R e Bl 22 v
T o AE— B ST S, AE ST K B A7 7E T B il RO HR FH 40 4040 5 b ZE K A - — 380Kk JE B
EERZY VNN = N AN ), 87 SN LR AL VNN =L 7o) A 8| S~ AN 7 i) L A R AR e

[0070] 75 VR R FH S ] B &5 5 P Jd o 245 A0 5 AEUAS R T 9 oK e / i e T I8 4 (491 I FML—S
Liquifilm)  HsZEXKFN/F1 8 & (B fiNeo—Decadron , AK-Neo—Dex ,Neo—Decadron Ocumeter,
Neo-Dex,Neo—Dexair) B ZEKNS /A FE ZE (B fNTobraDex, Tobradex ST) M ZE KK/ HT 5
2=/ Z R E = b (B iNeo—Poly-Dex,Maxitrol ,AK-Trol ,Dexacidin,Dexacine,Dexasporin,
Methadex,Ocu-Trol) R EIR W/ ZAM B R (BlaZylet) IR JE A Te /Tt fri T 5t 40 (191 4
Blephamide,Blephamide S.0.P.,AK-Cide,Cetapred,lsopto Cetapred,Metimyd,Ocu—
Lone C,Vasocidin) FFE K/ SALTI IR/ FiEE R/ Z R E &b (B, Cortisporinfi A1
B ,Cortomycinfi # & ,Neo—Poly-Bac,Neotricin HC,Triple Antibiotic HCHRE FHHE) .
ST RS /BT 2/ 2 M R b (B W1, Cortisporinfi & , Cortomycini FFi) - A5
=/EAMTT IR/ Z 8 &b (B fnOphthocort) B R/ 2 KB 2 b/ Ik e ka8 (B WiPoly
Pred) UK KFE R /ik Jefade (BltPred—G,Pred-G S.0.P.) .

[0071]  FE-—LLSThf 7 S, 75U K I 47 A8 T i i O IR A2 S P00 IR S I8 B 45 5 3t
Y2y, A oK T /T TS B AN b ZEOK AL /B R L2 KA/ AT T R L2 KA B B
R/ ZHERD AR/ AR IR e/ BB SN AT B AR/ ST R =/
ZHE R EATTII/ B R/ ZHERD . AER/ AW TR/ ZHEZD B R/ 2
H 2D/ IR M RBUR RER /IR G T  AE— LS 7 SR, 7E AL K B 47 A8 T Be il R A
HEAE T/ TR e 1 ZEKAL /B Fs 2 U ZE KR/ 2 A & 2 (L 28K/ &
R/ ZHE R AR/ Z AR IR e/ BB SN AT K/ S rT R i =/
ZHRERD AT/ HE R/ 2R E R A ER /ST ZHE R ER/ ZH
H b/ IR e e IRREE 2= /IR Je i B A A

[0072] 78] A ) BREABH T2 AR TR AL FE AR AN PR T B B2/ R A Ak (il 7i0midria) o

[0073]  7E—LLsjia 7y S, 7E AL K I A7 A5 T TE il (1) IR A2 5 0680 5 MR BHTRASR) , 43 2
BRI R / A AR o 7E— LSl 7 SR, AE STV K IR A7 A5 T T 1 1 R A 28 A 4005 B 1R /
FEAR

[0074]  FE—LLsLjiEJ7 R, 7E AL KO AEAE T BCHI IR A &8 & 2R R B L R ORI
A PR E AR B BRR 5 B AR T EFE IR B 5 Bl scopolomine (LB H) F40E W 7 H
FEHE IR B 001 AHSHT ISR I AR FLAE o 35 DIZEAR TR IR e S BT R 4 . — 55/ 2R
R Y e A S

[0075]  7E-—LLSLjE Ty 29, AE AL K O A2 AE T BO R IR FHZE G480 25 BT A v 8 (HRR N
VEGF Trap) & Bk B30 BN e A BT ER RARAR G 3600 AR B S PR B S/ A
RRARAR/ AR B 5 B TR i RS PR/ R A AR R OR T i/ FEIE R i~ i B8 v 41
B 22 WER GARME P ZRAAEREVT RHAVTAES RH A ERFFEK. VLA
DENR . SER ARV E AFERX EHES BV E RRER T LARDE.
LV E B R GHERIE VARYDE M EIK/ ZHERD . ZMER . ZHERD/F A
RE IR YE BB | SRR R AT I K/ B B R/ 2R T AR b T T T TR N Tt g e e M TR
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K/ BB/ ZHERD LHE R/ ZRIE R R /T e AN BT R L BR55 12 43 A 55
R RV B PRI 26 L SREL V8 45 AP IR 35 U A5 IR BT o At 52 SRS 079 T DA 79 T L
R KSR T AR U BT ERES 25 L 2 R B HIT U VD G 48 22 DK 2 FR bk L 2% R Ak b /=
JeHr 5 T R /B R B At i A R K L AL RS R AR AR L RREAR /TR R B DY
Wk DY SRR/ BRBR B RO VPR /TR R T HE S R/ 26K Ik H 4t 51
Wi« CBEHBTR 228 R E RIS IR B BT B3R VIR BEJE 8 AR I IR JE SE /AR R
RENERE AR RS R S SE IR T AR AR 20 i 22 e e /B e R AR RT TLE VE E IR
B FIRER/ BREEPOIERT PR AT R RIS R RIS R VB R P B RS
B0 M FATF R S E D SR S AR AT B 2 S i R S G TEVR L H 2K L IR JEBR
SRR VR BIRE VR R R B RA TR RIS R T L il 22 U R L BRI /T G A b
TR/ BB R KRS/ 2B R IR/ E R/ ZME RSB RIE/ Z MG .
TR JERA T /T R e B AT T IR/ S AP AR B B 2/ Z KT &b AT IR /B B 2R/ 2 H
HRb HER/AWANR/ ZHMERDFIER/ZHERD/IR BN RRER /IR ER
e RS TR/ R AR AR ORI RE B S R B SRR AR L S AR B L B A T R IR A VR S
T~ scopolomine (L-EE W)  Fale . R AFEE IR G G B FIHCH ASE A R FLIE M 32
DGR TR IR 2 BT H R = O 55/ R R B 2 e BT AT A .

IRAHAEY
[0076]  ASCHRAL 7 T IRITHR BHRAE BUR O IR F 54, Ho iz iR 269 Ak K
BC il o £ — L T7 10, ZHE A S MAEA R R RS T AEAS R A XS FE T A e 1, 7 HAH
XTI R A 222080 % (4% 77 78 53 A J7 T 1% IR FHA S B A BRI 22 M EE 77 . AEIX
FERIIE O 5 MR A A P76 Tt 2R S i P AR R 2 b e T4 %R A & 1)is8 B A 28
pHI) I 28 b 71 HoO Hh P ] (%) S5 R0 HR FH ] 751 B v o e o
[0077]  FE-—2LT5 10, ASCREAR T A BA IR IR FHH G £ — S8 T7 10, AR SCHEE
T MR HAAY), HAEA R T AEAS B B AR FE T 2 1, 35 HARX TR A7)
HA 5 /D80% 3K 7.
[0078] A& A T T , A SC T 8 45 K IR 2H A e il Rl B FH B A B FH 308 o 9 2, AR ST
T ik i) — SS R P S8 A BRI FH R S0 vV S5 1) 500 & 1R) 320 S0 1k i v 0 AR 1A B (IR B S PR 1)
EHRERHAS.

R H i & ) Bt 5
[0079]  FERELESEI Ty SR, AR SC AT T — B fil K S IR A5 o A — LS
Zh IR A AP A IR R A K o A SC R Y S Ak 7K 22 $8 D20 DHO | B 7K A1/ BY
AT,
[0080]  7E—ULsjiiJy v, FEAE AT SR P AERE KN R BN, rd A S5 204
80 %6 HIIR FH 37 o £E— BB SEE g Ze b, AE M A7 25 A N AERE I TR) BN, im0 & W49 5 22 /b
2981 % IR 50 o AE— BE STt g Ze vy, EME A7 25 A T AR KR TR BN, Tk A S &
D282 % KR 5 o AE— BE STt g Z2 b, FEf A7 25 1 S AE S KR TR B ik 50 &
2 /2183 % [P HR A o AE—EE S 7 S8, FEAE AT 2R 1 T AERE K BB A B N, B 2 & 8
/2184 % IR ) 7 —BESETl T 2, FE M A7 S5 T AERE R I TR B, TR 254
A5 2 /D285 % HUHR FH A o AE— 28 7 S8, ARG A7 2 A S ARSI IS R BN, ik H &
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WAL 2 /2186 %6 IR AR o 72— e STl 77 R P, FE A7 25 10 T AR RE K BB TH) B PN, BT 2
G Z D YI8T % HIHR A7 o AE— L8 S 7 S, AEAE AT 251 N AERE R I ) Be Y, ik
HEWAS Z/DL188% MIHR I 75— LS 77 R, 7E A7 25 M T AR ZE K I B H) B P 5 Pl
R G 2 /0 2989 % MR A o 75— S8 5L 7 P, FEAE AT S5 AF T AEIE R I R BL A
FIriR el AW 8 2 /0 2990 % (I HR A 75— S8 St )7 2 b, TRl A7 25 11 T 78 2B K IR (7] B
W, TR H A WA & 2 /02991 % IR R o 75— L8277 R, 7Efl 7 25 1F T 75 28 K [ B[]
e, TR A A 04 5 22 /0 2992 % IR FH 3 o 76— B8 S 7 S, 708 A7 261 T AR ZE K )
[ B, BT A A 2 22 /0 2993 %6 (R FH 7)o 76— S8 S 5 S, 7B A7 261 R AE B K11
I () B P, BT 4 A 42 /0 2994 % IR IR 75— S8 sty Brp , fEAE 7561 R AEE K
(IR 8] B PN, IR 4L A 5 28 /0 24095 % I HR F 77 o £ — B8 SKiti y &P, fERE A7 26 1F R AEIE
KA R B, BT 4 A4 5 2270296 %6 OB FIF7 o 76— S8 S2 it 7y R b, FE B A7 261 R 1
KB TR BE N, Bk 20 A, & 28 /02997 % RO R A7) AE— B8 i 7 R ohy , FERE IR R
FEE K- R ] B P, BT iR 46 048, 2 3 7 2198 %6 TR HE FH 71 o 75— e s 5 &P, 7E B A7 4 Ak
NAERE K FI R BN, BB 4 A0 2 /0 2999 %6 HR FI 7)o 76— SRSy b, 7R A7 4%
PERAERE RIS (8] B, BT IR 21 A0 2 22 /0 2999 .5 % (R 77 o 75— B8 ST 7 R , 75 1k
A P ERE K AR BN, Frid &0 & 2 /0 £999.9 % RO R F 7.

[0081]  fF—LL S 77 & Hp , 71l A7 25 11 T 7E RE R BB R) B o, Frid A B A 2 04
80 %6 AR IT AL — RS J7 R, FEABAF S 1 T AEE KN (R B, PR H S B 2 /04
81% AR IT AE— RS T7 R, FEABAT S5 1 T AEE KN (R B, PR H S B 2 /04
82 % AR IT AE— LS T7 R, FEABAT S5 A T AEE K IN [R] B, IR H S R 2 /04
83 % AR F7 AE— RS J7 SR, FEABAT SR A T AEE KN (R B, IR H S B 2 /04
84% AR IT AE— LS T7 SR , FEABAT SR A T AEE KN (R B , I H S R 2 /04
85 % AR I7 AE—RESL i J7 SR, FEABAT SR A T AERE KN (R B, I H S R A 2 /04
86 %6 AR F7 o AE—RESL i J7 S, FEABAT SR A T AEE KN (R B , I H S R A 2 /04
87 % HIBL T AE—LESLHfa 7 R , FEMEAF 25 T AERE R B F) B, Frid A A BA 2 /02
88 % AR F7 AL — RS /7 B, FEABAT S5 1 P AELRE KIS (M) B, Frid S B A 2 /04
89 % [ &L 77 o AE— LL STt 77 B, FEAEAT 2 FAERE K M B, Frid L S H A 2
90 % 1 &L 77 o £ —LL STt 77 B, FEAEAT 2 A FAERE K M B, Frid S H A 2 /b
91 % I RL T7 o AE—BLSLHlE 7 B, FEABAF 26 T AERE K M B S, Frid & H A 2 /b
92% I RL I7 o AE—BLSLHlE 7 B, FEABAF 2 T AEE K M B, Frid G H A = /b
93 % I RL I7 o AE—LLSLHlE 7 B, FEABAF 2 TAEE KN M B, Frid G H A 2 /b
94% I RL T  AE—BLSLHl 7 B, fEABAF 2 T AEE K M B, Frid G H A = /b
95 % I RL J7 o AE—BLSLHl 7 R, FEABAF 2 TAEE KN M B, Frid S E A = /b
96 % [ RL 77 o AE— LLSLHl 7 B, fEABAF S T AEE KN M B, Frid S E A 2 /b
97 % IR TT o AE—BL STl 7 B, fEABAF 5 TAE S KN M B, Frid G H A 2 /b
98% I RL J7 o AE—LL STl 7 R, FEABAF 5 TAEE KN M B, Frid L S H A 2 /b
9% ML 77

[0082]  fF—LLsiyii /7 & rp , Bk SE K I F) Bt O 28 A0 1R o AE — BE sl 77 b, Pk 1 K
() 1) Bt R 22 202 Ja] o A — BE S 77 G, BTl RE 1) B 7] B A 2 /D3 i o A — LE Sl 7 46
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H, BT RE K B (R B 2 /D LA H A — S8 sTi 7y v, Frid R KW R B o 22 b2 A H o
1E— Y852 7y b, Bk i K I 8] BN 2 /034 H o AE— S8 52 75 2 b, Fridk SE K [ e (1]
BORZ DA H AR — RS2 5 rp, BT SE K (R R) B o B /6 H o AR — BB st B
BT i S IR B 8] B R 22 264 H o #E— B85 7 2, BTl S ) I [R) B &2/ 7 AN H o AE—
BE SR Ty R, BTl WK R I [R) B R 22 /D8N H o AR — St g S TR, BITad S R I (7] B Ny
F /DI H A BESLE T B, FTiA K IR TR BOA 2D 104 H AE— 52 7 Zrp, Tk
FER PSR B N 2 /D 11 H o fE— S 7 v, B s I IR) Be o 22 2124 H (HP L
M) AE—LE ST 7 R rp, TR AE IR I () B o B /b 184 A (BP L. 54F) AR — L85l )7 =,
FTid 28K (I R BEOA 2 /0244 H (RI24E) oSS 7 P, Frid i K (0 I 1) B A %2 /0 36
A H WI34E) o A SE K (R ) B 3 /D 34F 78— BB 5 2P, i 2 K s i) B A 25 /D
BAE L 64F | T4 \84F L 94F | 104F | 154F . 304F Bl T K-,

[0083]  fE—ULsfif )y P, BTk A7 2 IR JE RL12 C R LYT0°C o AR — L STl T B,
FIT 3R A 47 5 A B TR FE N 292 °C BB 2965°C L 498 C B 4165°C L4110 C B L165°C 4125 °C B 4165
"CLZ130°C EZ160°C 4135 °C E L4155 CELAI40°C B AI50°C AL — S 7 22, BTk g 47 5%
PRI S N L2 C R A10°C o AR BESE T T 20, Frid A7 56 HF IR RS N 2920 C £ 2926 °C
15— LS 7 R h , TR B A7 5 A IR N 2925 °C o AE — B8 S 7 S b, FTid il 47 261 3R
FERZIA0°C AE—LESLHfE T S, BT il A7 5 A L 9 2960°C .

[0084]  7E-—LLSLiEJ7 W, BT A7 5 I A AT B2 N 2950 %6 22980 % , BLZ160 % 22
75% o fE— YL SLJiE 7 P, FTiR A7 2 AF AR R 2960 % o 76— B8 S 5 v, BT i
AF AT IR IR R LI T5%

[0085]  fE—LLsijii 7, BTk A5 D T-60% MIH20 . 78— LSl 7 & Hp, Frid 4
EWAAE > T55% 0. 7E— LS 77 2, Irid H A W42 20 T-50 %6 (I H20 o £F — LE L i
T, R AW > T45% iHe0. £ — B8 S2 i 7 R vh, Frid A AW & b T40% 1)
Ho0 o 7E— B8 5L 7 = b, R 4 S04 & /b T35 % [ H20 . 7E — B8 SE it & b, ik 4 A,
B F 30 % HIH0. £ — L85 7 o, IR &0 5 /0 T25 % HIH20, 78— BB S &= v
Frid H &M E 0T 20% [H20. 7E— 2852 7 R, Frid 4l A8 5 /> T 15 % 1 H20 7 —
B S 5 R, TR A A /D T 10 % [ He0 0 78— e STt 7 b, TR A &8 & /0 T
9% [fTH20 0 7E— L5 7 P, TR A M)A 5 /0 T8 % [TH20 o 7 — L2 S 5 2 vp, Pk 4 &
M AT 7% HH0. 7E— 2SR 77 S Hp , Frid ] A5 /0 T6 % [1IH:0.

[0086]  fE—uLsijfi Jy e, BT A5 D T5% H02 /> T0. 1% 1 H0 . 7E—LE 5L jife
&, TR A & D T5% 0. 78— S S 7 &b, Frid &5 a5 /0 F4.5% 1
HeOo fE—BE 5L R, FTR L A5 0T 4% [ H20. 76— Be 2 5 =y, ik 5919
/T 3.5 % K200 7E— BB SE il &b, rid AW & b T 3% (0. 7E— BB SE i =
Frik A A5 0 T2. 5% HH0. £E-— 2850l 7 2, rid A &5 & DT 2% B H0. £
Be Sz g R, TR A AW & T 1L 5% [ H0. 78— EeSE 5 Ry, Ik &8, &/ T
1% [P H200 75— SE 5L 77 9, BT ] A 85 /0 T0. 5% BIH20 . 78— Lo s 77 £, Frid 4
AMAE DT 0. 4% M H00 7E— B8 T R rp, Frid HA WA S D T0. 3% fH0, 7E— 2852
TR TR A WAL DT 0. 2% H0, 7E— B SE i 7 B, Rk A4 a 5T
0.1% HH:00 7E—LESL i 7 S Hh , Irid H A& W)48570 %6 (K H:0.
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ERH A EA/NT 7. 48 pDAE—ELSLH 77 E s A AW E A /N T 47, 38pD £E
— ST B, R E A EA N T 297 . 200 pD o £E— RS2 5 b R SE AL A A
H/NTLAT D AE— 252 Rrh , BREMA S EA /NT L9710 pD 7E— L5 77 &
W, BRI AR A /N T 21691 pD o 7E— S8 5L 5 b, R B A S B A /T 216 81K
pDo 7E— s 77 R, B g A AR A /N T 296 . THIpD. 78— S8 52 7 =, R M4 &
YR /INT216. 611 pD . /£ — 5L 7 o h , FE A AW R A /INT 216 51F pD o 75— L 52 it
HED FRENHEWEA/NTL6. AMpD A2 & d , BENHEW ARG /NT4
6. 31 pDo fE— e STt 77 B, FRE A AR A /N T 26 200pD /E— L5 77 S p , Fa e
A EA /NT 296 . 1K pD. /£ L5 77 v, B g WA ARG /N T 2161 pD . ££— L&
LT B REMASAEA /NT 25,9 pD A — S sLiE r o, R A &5 HA /D
T4)5.8/pDAE— s 77 K, RREM A SR A /N T 25, THIpD . £E— L5077 &+,
R HEMHEA/NT 45,6 pD. /£ 2L Ty b, FR g IMA G R A /N T 2955181 pD.
E—Sespf 7 Brp , BB A AW A A /NT295. A pD. £ —SSsL it 7 b, e A AW
BA/NT215. 30 pD o AE— L5 7 P R e A W E A /N T 295 21 pD o 7 — L 5L 7
L RENASMEE /NTL5. 110pD. £ 85Li 7 e, R e A A /N 4151
pD . 7E—Le 5 7 &b, R A AR A /N T 294, 98 pD. 78— 2852 7 b, B e 4L &
W EA/NT 21481 pD fE— L5y b, e A AW E A /NT 294, 7 pD o £ — L 50t
HEB FRENAEWEA/NTL4.6/0pD £ — L &, BENAEWEA NTZ
4.5 pD o fE— e ST T R, R E AH AR A /N T 294 . AR pD o /E— B SL i 77 R h , Fa e
AW EA/NT 294 30 pDo /E— 2L SLit 77 9 F e KA AWM E A /N T 494, 209pDo fE—
BesE ity R R g A SR A /N T L4, LifpD. A — sty &b B e A s RS
INT 214 pD o 7E— 252 77 b, R B A S H A /N T 293,90 pD o 75— LL 5L i 7 &,
R HEMEA/NT 413,80 pD. fE— 5L Ty v, FR g A SR A /N T213. 7T/ pD.
E—Sese i 7 B, RE A AW A A /N T 293, 611 pD. £ SesL i 7 b, B e A AW
HA/NTZ13.50pD.

[0110] B SC S Ab Tk , 76— B85 700 R L D207K 1t R G d I Fl 4 & W0 Fa 5 o fE — LS
X AE H T 5 S0k M R4 s SRR (91 1-0H) I FEARLE , D207K M R4 rh
LTRSS (151 501-0D) [ B AR o 75— 845 DL T, D207K 14 28 4 s N2 PR A (451 4 —0D) f ¢
JF B 25 2 207K PR 2R 5 v S i P Rl 2 (3 -0) (IR AR = 2 — AE— B IF T, X 2
FH T D20 128 fiA 5 A T3/ T H20 0 51 40, Ka (H20) 9 1x 1071, TMiTKa (D20) Ay 1x107"°, K 3, D20
e U208 S5 BR o /E— B B0 T, Bl Aok -5 B A1 K B IR 7RI B A o A6 — 2215 O
L AE T R R AR BT S S PED R IR PR AR , BR VA VR AED207K PR &R 40 HH bE 72 S5 4 H20
IKPE RGP RS E AE—SE STy =, AT T H20BC il I IR FH AL A4, G K S i1l 11
i A A s vr e R A A
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[0111]  fE—2esLfif 77 P, A K IR AL T I pKa o 76— 28 S 7 W, Jidk
IKIIAFAE FC VPR A S B A S (G pHY R R e Ve o AE — 245 00T, IR AL S 22 oy
RE F715 LB , AT 50 VFpHA) SEPRE AR o £ — S8 50 T, BR 2 A 076 Jite FH - HI A i B ARG
2z MR 77 U VR AR FZH A 0 DA BE 75 Ho0 0 T i) %) IR FH 2E 4547 S R 1 e 20k 1) AR 38 pH o £ —
SEAE L, 5 AH20FC il (19 AR A 20 A AH T, FH AT T il 1 R FH 264 fo Vi AERR v B 2 1
HEL YR = A B R A (T RO

[0112]  fE—2e45 LT, AT IA R H AW — DA W AL AT O, T BRI HE
RAXIN KA TS WL EL . XU P& R SR A9 (B a0 0 SR AT P &R
WEARES P S BB R A1) A A .

[0113]  FE—2edB il N, A LR A & i — D S B TR AL — 245 50T, B B ) A —
EWERIMEAR TR LAY, LB IE SN E iZ A AW B REE R A K BBIR 1% 5
W) A EAE U AR R AR AN (B #A 5B IEATE (Proteus mirabilis) iV H
[CH (Serratia marcesens)) JJiE: (B W AEZ RS HREZE RS B WUk H 5%
#1 (Fusarium) B H &) (EERE (B 1A AR 22E% B (Candida albicans)) &4 H (] 409
JiH (Plasmodium spp.) 501 ZEH (Gnathostoma spp.)) AN (B0 = A 55 &
(Giardia lamblia)) .ZH (Ban#E 22 i (Onchocercus volvulus)) Jid H1 (R % 22 s
(Dirofilaria immitis)) Fl/BRRAKEL (B ARk K J& (Acanthameoba) )

[0114] 76— SudB i, B B 7 MR B N 290, 0001 % 411 % £50.001 % E£10.8% &)
0.004% 2 #£70.5% £70.008% Z£70. 1% LA 2 £0.01% £ £J0.08% o /£ —L&AE LR , B7 J5 71
I E N Z10.001%.0.002% .0.003% .0.004% .0.005% .0.006% .0.008% .0.009% .
0.009%.0.01%.0.015%.0.02%.0.025%.0.03%.0.04%.0.05%.0.06%.0.07% «
0.08%.0.09%.0.1%.0.2%.0.3%.0.4%.0.5%.0.6%.0.7%.0.8%.0.9%5%1.0%
[01158]  fE—LesiyiJy S rp , By A Rlde B 2R FL U v il g ik IR 4 L FR et | R B
AW SofZia (Alcon) M EL -1 G T BE VA HU R — AN SE 7S B 20000

[0116]  FE—Lesijifa 7 &b, A SCHTR A A W A7 AR SRR B rp AR — LU Sty Bp L %
S RL 2R B3 (M RS % 2R 0% (HDPE) IR JE 5 2.4% (LDPE) VR X2k —H R £ BB
(PET) VI LA (PVC) VI TIMG (PP) IFE 20 (PS) FRAL R AIHDPE ¥ 9% Ja #4: (post—
consumer) P Jig (PCR) \K—#4 Ji§ (SBC) BUAEMIE K} o /F —LE Sl 77 L v, iR R R 28 1A R
$5LDPE.

[0117]  FE—Resjf 7 R, A SCHTR A A VA7 A0 SRR 2P o AE — SE Sy B, i
AR P A MER Y389 4R L8 . 414 .58 47 . 980414 9F )7 . 5[ IpD AL
— LS Ty B AR R AR S A A R N T 4181 pD o AE—EL 5Ll 7 P, AT
YRR A S B /N T A7, 9 pDo AE— B i 7 = A AR A S &
MEA /INTLAT. 80D £ SE5L 77 Bh , AR A S P IA S EE /NF47.71)
pD o 75— L SE 77 R rp , G AR R R B P I S B A /N T 297 . 61FpD o /75— BESEif 77 5
i, AR SR A Se A B AT /N T 297 . 51 pD o AE— e SE a7 2, Al AE A R 25 48
HIH ARG /NT A7 A pDo AE— LS 77 S AR R R S P A e MR G /N T
297 30 pD o £ —LL 8L Ty R AR AR TR RS R I A A M EA /N T 297, 20 pD o £ — 285K
T R AR R AR A B A N T A7 . 1 pD A -— Ee S T 2 h , i A £ 2
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KA A EMERA/NT AT pDAE— LS B G AR A S A AR
INT216.91¥)pD o FE— LS /7 B, A7 AR SRR 2 P A S B A /T 296 8/ pD o /E—
BB ST 7 S R AR R R R A P I AW A /N T 296 . T pD o 75— S8 5L i 77 2+, i A7
YRR RS A AW B A /N T 26 . 6K pDo 7E—BUSL i 7 v, A7 AE SR E B h &
MHEA/NT296.500pD . /£ — 8852 7 P, g AR BRI A B P I A S H A /T 296 411
pD o 7E— 852 7 rf , G A7 TR R R B TP I A A KA /T 296 . 3[1pD o 7E— LE 5Ll /7 &
i, g AE SR A S i A B AT /N T 296 . 2181 pD o £E— e SE i 7 2, (B AEAE SR 25 S8
H AW H A /NT 296, 1FpD. 78— L5 )7 Hh , AR SR R P A AR a /T
2161 pD o 7E— L5 7 P, G Z AR IR R B P I A A H A /N T 295, 91 pD o /£ — L8 5L
TR ARSI A MER /N T 45,8/ pD. 78— LSl 7y & , A7 /£ 3R}
B PAAMEA/NT 5. THpDAE— ST 7 B AR A P A AR
INT235. 611 pD o £ — RS2 il 77 B, A7 AR SR B 2 P A S B /N T 2955/ pD o /£ —
SESEi 7 P E AR R R B P I S H A /N T 295 . A0 pD o 7E—EL 5L 77 2P, i A7
YRR RS A S B /N T 25 . 3 pDo AE— B i 7 = A AE SR A S h &
MEA /N Z5. 200D /£ SE5L i 77 BP , AR AR S I A S EE /N 2495, 111
pDo 7E—LESL i 7 R, B AF R R R s H A A WA /N T 25/ pD 75— SESL i T R
AR A 2P A S RGN T 294, 9 pD o 7E— S8 SE T R , A7 AR SR AR 25 1)
HEVHA/NT 4. 80D AE—ELSLl T R p A E B R AR AAMBE A /NT 4
4. THIpDo 7E— e 52 77 R , g AR MR AR 2 H I A AW H A /INT 294 61%pD o £ — L 50 it
TR AR R RP A AR /NT 24,5/ pDo 78— RS2l 77 R, il 4775 5 k)
BARPAAMEA/NT 294 48 pDAE—LESLE 77 B, AR A SR A SR A
INT-294. 31 pD o FE— LS /7 P, A7 AR R R 2 P A S B /N T 294 2/ pD o fE—
BE S T S AR R R R B P A S A /N T 294 L1 pD o 75— 285K 7 2, i A7
RS RI R EPIA G EA /N T L1410 pD o AE—E52jil 7 Brp , g AR SRR 2 R I A
HA/NT 213,90 pDo /£ — 2L 8L 5 2, AP AR R R s h A A HA /N T 293 . 81K pD.
E— Y5 7y Rrp B AF AR BERL R A P A MR A /N T 23, THIpD /E— L5 7 &
AR 2R A SR /N T 23, 6/ pD o 7E— B8 SL i 7 = , A7 AE YRR 2R 25 1)
HEMEA/INTZ13.5[pD.

[0118]  {E—ULsjifi )y Rrp , EAE AT 25 R T FERE KR () B ) A7 AR R AR A P I 2 &
MHEA 2 /80% IR T AL —SESL Tl 7 B, TRl A7 25 N AR AL KPR 1) B S » i A7 72 28 )
BEEPHH SR 2 /D085 % A S AE—BESL T R, FEAB AT 25 F T 78 2 K (1 I ) B
Ji M A SR A 2 P L AW B AT E D90 % 88 f o AE— BB SE i 5 B, AERB A4 R AE
RERKFI B H) B » i A AR R A B P A A B A 2 D93 % MR AE— s 77 b, 7
A7 S AT N AERE R I [A) B AT AE SR B B P A A MR A 295 % M 7 o /E— 18
ST B, AEAEAT A N AERE KB ) B AP AL R R A P A M R A Z D97 %
(1138 T AL —LE S 7 S v, FEAEAT S5 A N AERE R I W) B i, i A7 AR B R AR de A &)
HA 2 /DI8% MR 1 A — LS )7 rp , fEAE A7 251 N YEIE K I 8] B S5 , A7 70 2R 25
BHPAEYEA 2 /DI9% K TT AL EAE LT 2B R AR Z42°C . 4°CL.8°CL10°C,
15°C20°C£25°C  £J40°CELLI60 CRYULE AE— L5 00 T KA R By 2 A1 2
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o VEASE EDINAEL2NHEDINAEDANH EOSNAELNHCE
B8 H &2 AD10 H 2124 H 201840 H 224 H 20364 H 2035 2704
LR DSFEE K,

[0119]  fE—LLsLyfi 77 P, AR AL BERL A 28 A M AEZ)25°C L 440 C B 2160 °C (1)1
JETHAR/D80% 8 7 £ SesK il 7 v, i AAAE R R 2 A S 724025 °C L 2940
CELLI60CIIRE N HA B /D85 % AL T fE—LE s )y Bh , A7 AR SR R A28 h (A A
YIMEZ125°C L 4140 C L2160 °C IR E T B A 2090 % AL 7 A8 — S 77 =, i A7 /028
L7 88 [ 4 A WIAE 2925 °C L 2940 C L2160 C IR B N B A % /093 % (138 17 . £E— L4 52
T B AEAE SRS S (K A D AE £)25°C L 4140 CELZ)60 °C IR T~ B A 5 /095 % (1)
R TTAE— B T R B AFAE SRR 2 A AE2925°C 2440 CER 2160 C L T
BA 2 /DIT% IR ALK TT P, (A7 AE R R A8 TP A B MIAEZ)25°C L 4540 °C Y
2160 CHIEE N HA B /DI8% MRL 17, 7E— XL sl 5 R, g AR RN 25 T A A 7E
£125°C \£140° CELZ160° CHIRSE T A ZE99% 8 77

[0120]  {E—SLsijfi 77 R rp g AR R B A P A AR DL B D2 B B3 B
PINH BN AEDINH ZarH 205 A 206 A 208D H B2 104
H.&2/b120 A 20180 A 202440 A 20364 H. 2 /034E /044 /DS FEBE K
(RN TR B N B A 222080 % B2 77 o AE—LeSLiti 7 S v, AR R R B H A & MAE & /01
Rl 22 B E L B H B2 H 203 H 2 ba H 2064 H 2 e A
H 281 A. 2010 H 201210 A 2018 A &2 b244 H. 23640 A 2 /D34,
F /DA% B /DS K I TR BN B 22 /085 % (M 88 7 o AE— SE s Uy b, i A7 AR 2R R
B HAEMER DL E B2 B3 BRI A B2 A B3N AL B4
H &5 H B D6 H B2 DS H O E D10 H E D12 H B D18 H B 2440 H.
F/03670 H 2 /D34 2D 45F /DS AE B K INTR] B N HAA %22 2090 % [ 80 7 o £F — 185K
i R AR RS A SR DL B2 B3 B H B b2
H.&2D3NH . B2PbarH 205 A 26 A 208 A 210 H B2 12 H 8
D18 A E D240 A 2364 A B3V E /DA B /DSFESCE KR BN A £
93 % WL T AE—EESEH T R AR RS R R A R A S 2 D 1LE L b2 5203
e N R = N0/ O = I e e o = N S0 B = I S PR A = N e P = NSV P O = AN
10 H & 2120 H 201840 H B b4 H 2364 HL B /D34 B/ 44F 2 /D54FEY
R KR TR B A 32/ 95 % IR 7 70— SeSL i B, i A AR SRR S TR A A7
BV ED2E EDSE EDINH B2 AELINH EANHEDANHE
e H 28N A 210 H 21240 A 2 D18 H 2244 A 2036 H. 2 b
34 F/DAE (B /DSIE BT KRR ) BN B A 2 /D97 % [ R T AR — LS Ty P A7 A
WRIEBPAEMAE DR A2 203E 2P IANH 22 A 23N AR
AN H BB H B A6 H B H B D10 H B 124 H B8N H B/ 24
M HVED36N H 2 D3E 24 /DS BUE KN [R] By B 2 D98 % &L 77 . 7E
—LESERE T B AR R R R TP A WA R 2 B3 BRI AR
oA BB H B DA H BN H 26N H EASD A EA 10D A B2 124
H. Z D18 H 8244 H 20364 H 2 /D35 3 /b 44F | 38 /D53 o K (1 I 8] B L
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HZEDI9% (K138 77 .

[0121]  fE—SLSjfa 7y &P, FE B AF 5 T AR RE K I ) B, 22T HR SRV B Al A7 A
IR IR HEMAAE DT 20% 1 1 BEFE M) o £ BESK T B, FEME A7 55 T AELE
KA R B 25 TR RN i AAAE RN A 2 R A & A5 AT 15 % 1 32 2 [
W) o A0 —RE ST T v, PERBAT- 25 A T A8 LE A IR TR) B, 25 TR A AR 94 B, 47 70 28 )
BRPHAEMEL DT 10% M E B MY A S E T B, R TR FEEKT
I (7] B, IR FH AR A7 e R R B A A A& D T5 % I L Z R )
[0122]  {E—2Lsjif )y o rp , FEBATF 25 F 7R RE K B 8] B , 22 T W SR B, A7 A
RSP RAAMAE DT 2. 5% K EZEREMBNDT0. 1% 1 32 ZRE ) 75— L5
T R IERE A7 2 N A8 K PR A TR) B i, 27 T MR F AR I i A7 A0 2R 2R 2 H I A 5
A5 DT2.5% M R EEMEY) AL —Le ST 7 B, EAE AP R RE KR TR B 22 T
MR I, AR R R 2 A A AE D T2.0% 1 T B AE — LS SLiE )7 5
W, PR A 25 A N AR RE K I 1) B, 25T IR A AU RS, A7 AR R B 2 P A & &
T 1.5% 1 R BRE MR AR —BE ST P, TR AT S5 TN AR RE KR 7 B i, 2 T HE A
TR BT R AR B P A S AS DT 1. 0% M EERE MY /£ — LTt 7 &,
TEREAT 26 A AR LRE K HI B [7) B i, 28 T-HE IR, g AR R R B P A & a s b
T0.5% [ FE M AT —LLSLHETT R, FERBATF S5 AF N A0 I Y B ) B i 22 T HIR FH 77
(I, A7 AE SRR R 2 R AL A & /0 F0. 4% 10 2 B AR o AE— S8 S 5 P, 1
AT AT ALK B () B, 26 TR RIS g A R B B A A as T
0.3% [ 3= ELFE ) 76— s 7 R, EAE A7 25 10 T 7R BRI I R) B S 5 28 T BR 77101
WS AEAEAE R R 2P A S 0 T0. 2% (1 - BERE MR  AE — Be S 7 R, 78 %
A7 56 N AERE R B 8] B i 5 28 TR A RIS AP R SR R B A BB & AT
0. 1% )= BEFEMEY) AE— G OLT , EAF 55 A5 2925 °C L 4140 CELZI60°C IR & o /E— 18
LT, PR S K () BN 2 /01 JE B D2 E DS B A O E A2 H B A3
H B DA H B A 206N H O EZ SN H EZE D10 A B2 12D H O EZ 18D A
F024 A B D364 H B ADSE B DAFE B ADSFERE K,

[0123]  7F—SLsijfi Jy v, S THR A I i AR SR R B P I A AEZ125°C . &
40°CEZ160 CIIERE T A ST 20% I 3R ZREAREY)  AE— L5 77 v, 28T AR
AR AR SRR 2 P A A D AE 2925 °C L 2940 CELZI60 °C IR E N A& /0T 15 % i 2 5
B S o AE — SE S 7 S, FE TR F A9 BE , A7 70 R R 2 R I A S e £925°C . &
40°CEZ160 CIIEE T A ST 10% M 3R ZREAEY) 78— LSl 77 £, 28T HR AR
AR AR SRR A 2 I A S AE £125°C L 4140 °C B 216 0°C IR S A5 /0 T5% I 3- B4
fED o

[0124]  FE—2esijfi 7 =, S TR A g AR SR R B P I A A AEL125°C . &
40°CERZI60 CHIEE F A DT2.5% M E BB RN >T0.1% 1 1 ZRE ) . 78— Lesk
Jiti 77 S, TR IR, A7 AR BE R AR 28 A A A Z)25°C L 2940 C BLZ160 C IR
JETEEDT2.5% 0 LB MY A — LSy b, BT IR AR IE &7 R
LA AMAELI25°C 2140 CEZI60 CRIEE T A&/ T2.0% 1 1 B ) 78— L85
Jit 77 S, TR IR B, A7 AR BE R AR A A A M AE 225 °C L 2940 °C BLZ160 C IR
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ERNEEDT.5% M R EREMY) AL — LSl Ed, 26 TH AR, i 775 2R AR
B RHAMAEL125°C 2940 CELZI60 CRIVRE T A5/ T1.0% 1 = ZRE ) . 78— Lesk
Jit 77 G, TR AR B, (A7 AEBE R AR 38 I A A M AE 2025 °C L 2940 °C BLZ160 C IR
FENAEDT0.5% M T E MY AE—Le ST 7 R, JETHR IR B, £ A7 72 B R 2R
A MAEL125°C 2140 CEZI60 CRIEE T A5 D T0.4% 1 F BRE M) o 70— Le 5K
Jit 77 S, TR F IR B, f A7 AEBE R AR 38 I A A M AE 2025 °C L 2940 °C BLZI60 °C 1Y it
FENAEDT0. 3% [ 3 LMY o AE—Le ST T S, B THR I FRIR I B2, i A7 175 B B2
B HAMAEL25°C L 2940 CBLZ160 CRIRE A5 T0. 2% 1 = ZERE ) . 78— Lesk
Jiti 7 g, TR AR, A7 AR BE R AR 28 T A A AEZ25°C L £940°C BLZ160 C IR
RS T0. 1% 1 F B

[0125]  fE-—dspyfi iy rp , TR AR, i A AR R 2 A B e 2 /b 1A
2R BAE BN H B2 A BN H B2 H 205 H B2 beA A
FE/8N H B0 HVE 12D A B2 A 18 HELE D244 ARBHR BN 5 /0 F20%
1) 32 LR R AT — LS g b, B THR IR IRE G AR R S 2 A A 5 /b
LR 2D 23 F 2 H 2 b2 H 203 H 2044 H 2054 H 2 b6
H Z28N H B2 /A10 H 21240 A 2184 Asi® 244 ARt R By 254+
15 % 1) 32 EERE i o AT — s 75 b, 3 TR FHFRIRIR 2, i AR SR B 2% R I A A A
EVEED2E EDSE EDINH BN AELINH EAN A EDLANHE
e H 284 H 2104 H B 124 B 2018 HECE 244 A (A Bt B
DT10% [ 2 R A A5 — Lo S 75 Ze rp , B T-HR AR IR B g AR AR R S S L &
MAEZEDVE B2 B A3E BN H B2 H B 3A A B4 A 25
H &6 H B8N H B0 H B 124 A B D184 HEl & /D244 AR [a] Be N
A8 bT5% (1) 3= ZERE R

[0126]  {E—8esififijy &rp , BT HR AW , i AR R A H I AH A E R D 1L
A B EDIAN A B2 H BN H B A A B 5 H B e H
208N A B 104 H B2 124 H B D184 HE R 240 AR R B a8 A0F2.5%
() B AR BN DT 0. 1% [ 3 B E AR o AE—Se ST 7 =, 36 IR AR B, fig 710
MRS A EMAEE DI B2 ELSH . EVINH ED2NHEL3NHE
MaA H E SN H D6 H B8 H 2104 H 21240 H 20184 Hez b
24/ HIF S [ BN AL 5 2D T2, 5 %6 1) 2SR o AF — LB STt U7 S, LTI IR A2
EAFAE SRR 2 P LA B D B D28 B E DI A E 2D HL B3
H. &4 H 254 H 2 H 208 H 20101 H 2124 H 20184 HBk
Z /0244 AR BN AL /D T2.0% [ 2 ZERE M 75— LS 75 S vp , 26 T-HR ARk
B AR RS P A SR DL B2 B H B IN A B2 AR D
SMH B2 H B2 H 26 AV B8N H 210 A B2 120 H 24184
HEi & D24 AR BN A S DT 1.5 % 1) 2 EEFE MR AE — S8 s 7y b, 2 T-HR A7
I, i AF AR R B P A AR D LUE B2 ED3SE BN A E 2N A,
23N H 2PN H 20 H B2 e H 28 H 2101 H 2124 H o2 b
184 HELZE /D244 AR ] B AT 2 /0 T1..0 % 1) 35 2R A o 76— Be sty 2 b, JE TR
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el ioby i R sl el S e R AR P S el B I A A - RN S P N2 B O = I =04 D)
MHELINH B DA A 205 A 206 H B8 H 210 H 2124 A,
F /0184 HEl & /b 244 AV B A 410 5% 1 = B MR 78— L5y v, 2
THE AR AR AR R A AR DL B2 203 B4 H 2
AN H B3N H B DA H B H B 6N H 28D H 210 H 82124
H &2 /184 HE R 244 HIR ] Be 9 AL 2 20 T°0. 4 % 1 32 EEFE D - 72— LSl )7 58
b, TR F I, i AF AR AR R B h A A AE R D LE VB D2 B3 B 1A
H. &2 A ED3N A B AN H. 2054 206N A B8P H ZEDI0NHVE
124 H 2184 HE R /D244 H B ) B AL F 2 T-0. 3% 1 3= BB g o A — LE 50 it
Jr &, TR I s Z R RSP A A /D LE B2 B3 E . 2
PINHED2NAEDIN A EANH BN A 26 A B8P H B2 104
H &b 124 H 820184 HEl 2 /b 244~ A TR BE A & ADF0. 2% [ 32 B W) . 75—
SO SETt T 2, BT IR RIS AR R R S A SR D LE b2 2 /03
A2 A 22 H B3 H B2 H B bs A H 2 b6 H 2/ H. &2/
104 H &b 124 HL 20184 HEL A D244 H I TR B A5 2010 1 %6 (1) 3= 2R g
[0127]  AE—Sestji 7 R, A SO IR S VAR B TR AP AL — SL ST B, 1%
WIS 28 AT/ N A TR TTRVER T 1T AR 38 /NI o A6 — BU S 7 2 b, iZ TR S
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H/NTFL14.50pD o AE— 2852 5 b iZIR FK A AR A /NT 294, 410 pD o 75— L8 5L
J5 &b Z IR FK PR AR A /NT 294 3/ pD /£ — 28 STl 7 b, Z R K R4 A B
H/NT L4, 200D AE— 2852 )5 b IR K PR A B A /NT- 294, 110 pD o 75— 852
&b IR R AR N T 2400 pD . £ — S50 7 &b, iZ IR AR PEA A EA
/INT293. 9/ pD o 7E—LL 8Lt T7 R, iR K S B A /N T 293, 81 pD o /£ — L 5L 7
Zrp ZHR K PR A B A /N T 293 . 71K pD o fE— e STt 7 &b, iZ IR F KA A Al
INT-293. 6/ pD o 7E— L STt 77 b, iZ R KM AW H A /NT 23,511 pD o 78— LE 5Lt 7
R, ZpD ATEAE AT A F N AE K i 18] BES R AR 2H A 5D o

[0155]  fE-—SLsijifiJy R rp , A SCHEIR AR FIK M40 S50 pD -5 Z R A K 4 S Fa e
PEAHIC AE— LSl 7 B, e MA SV HA A3 2419 . L4848 . L4 .58 £)7. 8. 4158
2975845 . 5 B AT pD o AE—LESL i 7 B R e A SV HA /DT 2181 pD.o 78— LE 5L
HEP FBENHEWEA/NTAT.9MpD A2 & d , BENHEW ARG /NT4
7.8MIpDo AE— LS T B BB A A MR A /N T A7, THpD AL — LS 77 S p , fa e
A MEA /NT 7. 68 pDo £ L5 77 S e m A AR A /N T 297 .58 pDo f£—
BesEit T B R E A SR A /NT AT AfpD. £ — s f i BB A e Es
INFAIT .30 pD o AE— S5l 7 P, RN A A MEE /NTAT. 200pD . 78— B 52 77 %
L RENASMEA/NTAT. 1 pDAE—SsiE T B, RENA SRS /NTATH
pDo 7E—Le 5 7 &b, R A A A /N T 296 . 91 pD. 78— 285 7 b, B g 4 &
Y EA/INT 296 . 81¥pD o fE— L5l 7 Zh , e A AW H A /INT 296 . 71 pD o £ — L 52 it

36



CON 107847432 A w B B 33/59 7

TEPRENAEGYEA /NTZ£16.61pD. /£ —LsLjE £, FREMA G EA N4
6.5 pD . fE—LESL 7 B, R E KA GV R A /N T 216 AHpD  AE—LESETi 77 9, BT
MG EA /NT 296 31 pD o 7E— 2L SEHt 7 2, Fa o KA S HA /N T 296 . 20 pDo /£ —
sy B, REMA ARG /NTZ6. 1/pD. /£ 5L 7y Rrh , R E A AW EE
/INTZI6 /I pD o 7E— LS 77 2, R e A SV HE A /N T 295 . 9 pD o 7 —LL 8L 77 S+,
FEMAEGMEA/NT 295 88pD. /£ — L5 77 =, Fa e A G MR A /N T295. T pD.
TE—esif 7 B R A A MR A /N T 295,61 pD. /E— 25 77 R, B g A AW
BA/NT 215 50 pDo/E— L5 77 &, A2 m A A B A /N T 415 . 41 pD o 7 — L5 i 77
L RENAEMBEA/NT 2530 pD A — sy &b, Fe A AW EE/NT215.2
[FIpDo AE— 2L ST 77 e R B AW EA /N T 295 1 pDo /£ —2L50 i 7 2 rh , B i 4
HEA/NT2509pD fE— 5L 7 B RROE A SR A /NT 254,989 pD . 7£—LE 5L i
FEPBRENAEGYEA /N 214, 8KpD £ — sy £, RENA AW EA N4
4. THIpDAE— LT 7 B, R B A GV R A /N T 24, 6pDAE—LESLJi 77 9, B2 E
A EWEA/NT 2145/ pDo /£ 2ESEHt 7 2 R KA AW HE A /N T 414 480 pDo £ —
s R, REMNAASMAA /N 44,30 pD. /£ —BsLi y B R e A AW ES
INT 21420 pD o AE—RESEE T B, R A A M B A /N T 294 11 pD o AE—LESL i 7 2
L RERNAEMAEA/NT 24 pD AL SR T B RN A AWM EE/NT 213,911
pD. fE-— 2SR T B RRE A G R A /N T 21388 pD /£ B8 7 B FRE A &
MBEAH/NT A3 THpDAE— L T B, REMA SR A /NT 213, 6D 7£— L 5L
TEF FREMAEGYEA/NT213.5/pD,

[0156]  fE—LLsLjf 7 2, D207K Pk RS HR FH AR e o AE—8SEE T B, X EH T 5
SERH07K P Z G0 e BEPE RIS (191 —OH) [ B2 AR EL , D207K 1 e b e B2 PRl SiS (491] -
OD) FKR P BEAIG o 75— SEAB LT, D207K 1t F e Hh e S MERR S (181 41 -0D) 13k B2 Bl S 5 HaO 7K
R LRSS (1 a0-0H) FIIR AR =70 — AL — 215 B0, 1% & HH T D20 525 fif &
B bb HoO B8 IR B 5 /0N o 511201, Ka (H20) A 1x107, 7Ka (D20) A 1x107 4 (A1 , D202 b Ha0 B 55 11
TR AE—SEIE LT, AL T B ARk B R AR B R - 75— BB DL T L 75 51 R FE A B
B R 2NEPE J5 B AS FEE B AEGRT S HR VA VR AE D20 7K M B2 45 T LU AE S5 30 Ha 07K M R G T FA 2 .
TE— Y5 Uy S vp , AT FH2OFE il T B 20 A9 » F Jm A /K il OB FHZ &9 o i S F2
ENIIR AL ST

[0157] 7L 7 w0, ST K I AEAE LR AR T BT [ pKa o /£ — 2850 77 2 v, iidk
IK I AFAE S0 VIR T AH A WAL SE AR HI) JRGe R AR E TR o AE— 2845 00 T, B L S 22 i
B 7145 LABEAR , AT 0 VFpHI BE PR AR o AE— 28 00 T 5 B B2 5 49070 v FH T FIR A ek B AR 1)
e Re 1 VR IR 2 G 9 UAEE AEH20 50 BE i 0 IR FH2EL 5470 B BRI s 22508 2 AL B pH o /E—
EIF AL , 5 FTH0C i () IR FH AL AP AH LG, AT /KB O HR FH2H 5 7o VR AERR H B 2D
HE Y ™ A B D (1) TE s 5

[0158]  fE-—RLsjfi )7 2 rh , AR SCATR IR B B B 4 &M B £93.5. 493, 6. 4937,
Z93.8.413.9. 414 . 4141 . 414, 2. 494.3. 294 .4  £94 .5 . 414 .6  £)4. 7. 214.8. 414 .9, £15.0,
2)5.1.295.2.215.3.2]5.4.275.5.2]5.6.215.7.£]5.8.2]5.9.2]6.0.26. 1. 276 . 2. 4]
6.3.26.4.26.5.216.6.416.7.296.8.416.9. 47 .0 L)7. 1 L)7. 2. 47.3. 47 .4 . £4)7.5,
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Z97.6. 2977497 . 88K 417 . 9K pD.,
[0159]  7E—SLsufifi 7 Rrp , A SCHTR IR A ACHE SBE IR BB A A R pDI&E T A ST iA
(V7 AR FH 701 KA (4 , 3 3ok ik 98 33070 T VR A B A A FEORN /B v R K B (B B, B K
) o WAEAR A FF 20 BT T, R3E KM 597 A5 T D00 H 5
[0160]  fE—ES )7 S Hh , AR SCHTIR I 25 ) i 7RI 76 LA AT — B T BE N slpDifll & 2 A2 e
[1): 2 DAIR B D L2R B DLBR B DLAR B DLBR B ALK DL 2D
AP N R SR Y N e A E B I Ry A bl N SR 0 [0 I A S AT W N SR PO L) I = 4 D R
H &2 A B DL3A H B DA A 204540 H . E A Ke N H 2D AT A&
M8 H B ZIN H B AL H 2 DX A H 20410240 A 2041810 A8
Y244 H B DY E D LAE B DA B D LI6LE B DL TIE B L8 (DY
O%F /D04 B L1565 L B /DL 204F | F /0 293045 B KA I TR) B o 76 HAth SZ it 7 %
H, AR SCRIT I 1 il 71 AE 22 22 LR R ) B Y S pD I & 2 A e 1 o 78 HAh S 7 e, AR
Frid i) il 557 22 /D 249 2 JE R sl i) B N lp DT 5 2 A2 8 19 o A8 A S 7 S8 v 5 AR STk 1) Al
FITE 22 /D 293 JE ) 18] Be N shpD T 5 A8 1 o 78 Ho A 52 75 S vp , AR ST ) 157 75 52 2
2914 ARET ) B SEpD Ml & A2 AR 1 o« AR SO A 1 75 DL N B ) Bt Y lp DI 5 A 1 il
B2 H B D234 H 2D Za A 204540 H B2 b %6 H 202124 H .
F /D218 H B DL 28 BE K R B

KR ) 3 )
[0161] 7R Y HIR FH 7K V8 80 A /60, 2 7 30 FIR O e DA YR 1 2 = o 49 2, HIR P KV 1
B — it A (BB — 3R &) B 4 a) A0 3 MR A e P — V9 PR VB 230 o A — SRS T &
ARSI IR KIS — N )& ok B IR ) — KV 54
[0162]  FE—SLB LT , A8 SCHTIAR A0 45 52 £ 771 5 [R) 3 S FE RO IR FHZK MR 540 o 7 — B4 1
U IR S0R FEA I E W 259 & B0 W B AL — LB IR, FE 3 SRk
Fft T HIER B A E.
[0163]  fE-—LLsyii /7 2rh , FriR AW B A /NT-50 %6 1 57 & [ AR R0 B2 AR AL o 72— 18
SEi T B, TR AR /N T-40 % (1) 77 & (R IR A 70 RS AR b o 72— S8 STl 7 =, ik
HEMEA/INT30 % 1 55 = (AR FH I B AR AE— S8 SC i Ty 2, Frid A e B A /T
20 % 14 7515 (R R FH 709 B A8 AL o 7R — BB S 7 2P, BT A 2 A /NT-10 % 19 577 = (0] HR
FFHR ARk o 7 — LUl 7 b, BT 2 A B A /INT-5 %6 1 551 = TR B P 750 B A8 4k o
[0164]  fE—8Lsifi J7 e rp , Frd 77 (R R 7R AR AL T 10 42 R & o AR — LSk
Ji 5 &b, BTk 77 B AT IR 790 P AR A i T8N VR S i ) AE — BB S il 7 =b BTk 7 &
Vi) BRI 5109 2 AR A 5N SR 1 7 & o 75— RS2l 7 o vp , Il 1) = TR R D 709k P A 1k 3
TIN RN & AL — LS 7 S, B 71 &= R R A IR AR 2 T2 M S =
[0165]  FEYTRE HHIRLIZ A 5 EERE B RAT 250350 50 43 B “ANTHRESN” 6l 57 b 75 2288 3h ) il
P AEA R, ol 5 S RE T B8 R SAT N2 254 20 B 00 Al AR PR 2RI . ClaE , R
B RT PR BN UL I B B ARV EAE AR S b (H B 11 F A & 2 AT 485 A PR3 B 1032 3t AT
TN HA A . 55— 771, BMEX T8 307 i H0 L8 252, 85 ASBe i 2 47 3 1) ot
JE N/ BRI ()2 75 2 DAAT 7 i AR 3 &) o 75— L8 Sl 75 S P, AR ST (1) R A R 254
FIHR F 3B 2 A e 4 37 AR ST 75 = ) 350 SO PR “ANRR 83007 il 7).
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[0166] S Y VRAh IR (W35 501 , 75 D46 2 A 1 5 A IR K R4 6900 IR R &
VIR 3B A A YRR BUE B A A7 i D L2/ o 8 1RO B8 7 il K HEFE 45 24, DA
THURE ) A 1) 7] g A A T B R B0 v 20T L 2 )30 B30 5 4R 22 S ) P 1) BB, B EL B0
BUE HANE T O L R A R NS o T R A ) BRI /N R N ER R AR T
B BIHAT 93 #r o A8 B OMHPLC 77 ¥ 00 58 76 BT 2 7= R HH HEL PRI A B

IR
[0167]  AE—2eSujfi 7 B, TR HEMAELI20C TR AL 10cpE£50,000cp
Brookfield RVDVALRE, I HA 1s BT % 48— Besifi )y &b, ik AL & M7E£920°C R
HA21100cpE £140,000cpffBrookfield RVDVH S, I E A 1s BT YM 2  £F— Lo ST )y
R, TR A EMAEL120°C T EA £9500cpF £130,000cpffBrookfield RVDVHE, 3 HA
Is ' BT R  AE —Be Sy P, TR A W4E 2920 °C R H A5 £91000cp % £120,000cpf
Brookfield RVDVALRE, I HAT 1s BT  AE—Besifi )y &b, ik L & M7E£4920°C R
HA#£12000cpE £110,000cpBrookfield RVDVHE S, 3F B A 1s "W BIE 22 £F — Lo S2 i
T, iR 44 AR 2920 °C T LA £14000ep B £98,000¢plfBrookfield RVDVALSEE, JfH
A s BT E,
[0168]  fE—LLsiyi /7 ZHh , BT iR KM il 551 25 2 A3 £ 29500 2250, 000 JE 11 . 29750
50,0005 . £11000Z50, 000JH 11 . £1 1000 %40, 000 JE I . £ 2000 5 30, 000V . 213000
20,0005 2740004210, 000 JHL 1B 275000 228000 JHL 111 (14 B 1A B 385 741)
[0169]  FE—2Lsijifi 5 Rvp , A SCHT IR & AR T NIRA AW 7E — L SL i 77
Zh AR R B 5 F 291 % 2910 % BAG FE 3G 9855 (B an e e 40 43, i 2R A LR - R4
PIRILERYD) A —LeSLht )7 b AR R A5 292 % 22910 %6 (RN FE 3G9 55 (1] an i
B, WMERA LI RANGILRY) A — s 77 2 KRR U A S HL5% &2
2910 %6 (R FE I 58 77) (9 I B R 2H 43, 1w R AR SR - TR TR SL S8 o AE— BE st U7 %6
ARG J2E2H A ) B AR AN B R P2 18 1) (9 G B vt 2 0, v R AR L G- RAE TR I SR R D) o
FE— LS 7 G, AR ST IR I AECRE B IR F A2 S P04 129 100cP A 2510, 000 PR 2 WY
J o AE— BB ST S, A SCHTIA B RORG BEHR A2 A 4R (1 40500cP A 2510, 000cP ) M
Rl o A — BB S 5, A SCRITIAR FOAECRG B R B RI4L & P04 (L 231000cPE 2510, 000cPH
FMMGE o

BEE/RBERIRE
[0170]  FE—RLsij 5 S , AR SN FF I 240 5 W0 IC 1l R AS Bl R AR G (1) 8 1 4l o 7E —
SEHETT R, AR SCA T A A Y B A S R I A R B A A R ) P o AR LS T R
W, AR SCA F I A VDA TR R i 10 5 14
[0171] WA AT, “SEfR A & BE/RBERKE (osmolarity) /&E 8B I/RIBIEEKE
(osmolality)” BX “Al I 2 S BE/RBIE LI E /8 & BE/RBIE R L B sk i =
HEL P RIS T B st s A0 / B3 A7) (B SR A O AR E N G IL R Y R R A 45 2 4h
() BT A WU 70 ) 75 8 BE /R IB0% e S/ & BE R 508 IR LA € 1), A B VI 25 2 BE /R
BERKRIE/EEERBERIRE AR AT H AP SEbr R = B /RBERIRE TS
WA, B, WifEViegas®E A, Int. J.Pharm. ,1998,160, 1571621 534 i UK S B AR
AT E AR BE DL, A SCA TR A AW S b 75 & BE /RIS 3 R W BE i VR R
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BETNEHEMNE & E/RBERRENZSRBE RN EE 2 SRS #
AT E AE—EAE O T, 28 SR BEARIE VAR il B I e A0 5 Bt 71 (g1 s 4 m] i PR 2R
A AR B ERIBE IR T, Horp iz e B e 20
[0172]  fE—2esjfa )y & rh , 78 B ARE F AL (B AniR) 195 288 JRIBIE R IR IS 5 A SCRTiA
(R EH B W ) 18 028 75 B BE RIS e TR P K BUM R) o 78— B8 S 77 2, AR SCArR A A P B
A £7150m0sm/LE Z1500m0sm/ L £)250m0sm/ LA £7500m0sm/ L« £)250m0sm/ L4 £)350m0sm/ L
£1280m0sm/ L& £ 370m0sm/LEK £ 250m0sm /L2 £)320m0sm /L) 7] i3 125 75 & BE /R 1315 R .
[0173] AR XA FI A SRR E S E/RBERKRENL100m0Osn/ kg % 4
1000mOsm/kg , £1200m0sm/kg & £1800m0sm/ kg , £1250m0sm/ kg & £)500m0sm/ kg , B,
250m0sm/kg & £1320m0sm/ kg , BL 21 250m0sm/ kg & £1350m0sm/ kg , BLZ)280m0sm/kg £
320mOsm/ kg o £ SESL it 77 S v, A SCHTAR 4 A0 B A £9100m0sm/L 4 £11000m0sm/ L £
200mOsm/ L% £1800m0sm/ L £1250m0sm/ LA £1500m0sm/ L £]250m0sm/L % £]350m0sm/ L £
250m0sm/L & #£1320m0sm/LEE £ 280m0sm/L % £ 320m0sm/ LI¥) 5L s 75 & BE /R 1B 15 TRk JE
[0174] A —8esjii )y Zrp , Ad 5K 77 3 39 R B FE AR TR 25 2% b nl B2 a2
BHAT R A G EUR G, 1 AR T W8 H il H R B L BB L SR AT H A e A
J o AE— S AE LR, 5K F7 YR T B S AN R RN L TRER AN IR R AN L S AL AT E AL LA
P8R EALER . TR L RN TR S T Y T A U R A s R % T R A, — 4 T IR —
SN TR AU AR R L AL R A R R R T L E R A A
[0175]  {E—SesZif s Rrp , A SCHTA IR A S-S A 5N T 2 B /RIBE KK E
Ab T AT A2 VU N T AR S — Rk 2 bk o IX R R AR B B B E e T DL A
B AT ERAR PUIN ML ERAR AR AR B R AR B TR AR IR AR A R B AR B R AR
BB e & 5 A i #h /B0 FE G AN S A T A QI Ry IV I S B A R
TE M
[0176]  fE—LesLjii Ty 2rp , BTk 4 A4 KT A SCAFF I SL i 77 Z W AHE N T /ENE
ST TN A SC A FF I 29 WA G AT KB B F B 2 o B bR &3 2 2 2507 i,
AT A S S EUR PN MED EE TR MG EE) (U.S.Food and Drug
Administration) L& Ehttp://www.fda.gov/cder/guidance/5882fn1 . htmm] RG] H il
¥ “Guidance for Industry:Sterile Drug Products Produced by Aseptic
Processing” R4 T MR T, iZ H R YIE L 5] A4 SCFF AR .
[0177] AR SCHT IR, K E = e F SR IEIR B Bk 7= i B3 A AR AR P ) ek 72 A
FRT AT B bR I A 09 K TR A& 1 7% al BT AR 0 K& 1 77 A A PR
T AR e A BB VE A By FR S A — SRS Ty e, BT A HR R R I AR B R
3 51 728 52 3% 1 #RCR B A 22 KB S B KRR Bt 8 o BT 1) K B 7 3% o BT L VR AR AR KR
FERGETHRKENEERA AWM R. P2 KE NN R HAHLippincott,
Williams&WilkinsH ixfJRemington:The Science and Practice of Pharmacyf] 2540
Wzt I HHOG Tz 8 o 25085 51 A A AR S .
[0178] 3 8RR B A FH R M B VR 25 BRAEAS TSR s AR W0 1) 7 9 o A 3k 90 8 2l 3 B
VTR o IR AL L 8 28 TR A IO AF 45 K (MCE) VR R 8 2% (PVE ; tERVEPVDR) B T4 2.

ot
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{7 (PTFE) FE 1 58 5 S) R SR A0, LA 780 1-0. 22umyE [H A 1 FLAR o AT 3% b A A AS [ F)
Tk e U EL A AS TR R AR R 9 481 20T, PVE AP TRE R AR I8 A sk A LA 771 5 i 7K v 3 ) 3l
T PVFBMCE [ E AT 1o U8 o i Y8 25 2 B W] (AL 7 DA B 42 2 3 50 2 10 A0 FH el — IR e i 25 21
T T AR R RIS L O P VR 2 R A T D A i v K T A AL
RBENEBAT KT o Rl 3 R G0 RAE B E bR #E L7 %€ Microbiological Evaluation of
Filters for Sterilizing Liquids,Vol 4,No.3,Washington,D.C:Health Industry
Manufacturers Association,1981) k4T, Hub & O &0 (29107 /cm®) 1 S5 /N ik
YN kR 5T 3 B KU (Brevundimonas diminuta) (ATCC 19146) Bralifisiid g #s .
[0179]  ZGWp4H & WAT Ik i i 78 0 B e 28 AT BR 1 - B % Kok R & R 56,
139,870) 8% % =8yl (Richard®E A\, International Journal of Pharmaceutics (2006) ,
312 (1-2) : 144-50) F #7038 A Tt 25380 . 220micd 2% 3 D 4 B8 0 AN R HLH UL 454
[0180]  7E-—ESjifi Ty S8 , AR ST B T v A HE A5 B T ook R TR AT i 7R (B 43) K
TR o ZEAD 2 T PR IR S IR R EEI A5 v, £ B AR ST 1] 770 ) BB Ui 52 (Tge 1) AIG (451
w1, 295°C) HIRFE S , I HR H o v FIGR 80 42 A6 -5 BRI TA] A 3 8 R RG B2 (1 2041 T 100 P
B #HATILIE.
[0181] I, A SR A T HR A i AR KB 7 vk %5 1R IR SR A 4y (g A ] 4 0/ B
ARS8 5 770) 0/ BRCHR FH R K B s 75 S0 1) 1) e i o AE — S8 SRRt 7 b s i AT
B MPVBLZE. 73 1R 5 S D YU ] AR ) 790 v A 8 3 98 7)) 2 o B A9 Sl s 2D BT B IR R R P« A
— LB S T S, 38 Y R 3 i R B A R SR A M e 5 VR AR S P i e o v R
B o £E—SU S 7 22, 3 21 1) AR ] R SR S B HL AR RS 2 38 58 570 5 P T i 50 ) 5 5 pDYE [
(R 20 558 FH AV Bk ol 00 iR K T TG 7 7R BSR4 BT ) B AR AN B i o AR SR LR 2K
B TERIL SAE T, FE SR BB U, A 52 28 HH i e K T ) e 28 K TR 10 AE K T A0 B A 1)
HEL FH 70000 / BT 79 R/ BSOS 5 14 56 700 38 A7 AR ART 452K 5 O FLASE AR AS 25 Sl A= M A/ B s T4
Jii o

FESK A
[0182]  FEER KB — ML mi A2 {5 22 PSS AU I 77 i oK BT T 9 A Ao A B H At Ha A% 14
W SRS A BAR ST BT B AR ok [ OColi N v BEET . v BT F B R 1 R v T
WA RIEAE ) SR A MAE N BV 2 77 i S I B K B RS R R A E Y BS54
KA~ BIAHELAE R = A2 o iZohH AR AR s i AfRr ) o R0 3 EH 22 o B 1 A 2 IR, 1 G e
HEAAZ DGR, S EUX LAWK 73— 16 TR D RE I B3 5% o A SCHT I 1) i 57 o A28 1 £ B
AT K
[0183] V2 Jy vk m] F Tk Jih o s R dEAT KB o — Mg V2 e 8 5 T P RN 28 <0 K B
B AT VA 22 2121 °C B3 FE ) P RN 28 A AR K B B A o A2 KT AR 4
UM E R R Y, SOl NIRRT B KT AR IR e R R A . %
JTFAR BN ZAE H S B Oy AR R T B A R P e e PR B

WA
[0184]  7E— 2Lty s R, TR A S W) HE AR A S ) o A H52 B AW BB TR 17K
PET R SORT BRI A A YIRS AR AR, AR AR T RE 250 (United States
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Pharmacopeia) 55 <1111>F LA &5 0, nl #5252 00 BB e (B4 7120 /K FAaFEZ10
MNEETEREAT (cfu) /3a il £950cfu/ 5a il 551 £5100c fu/ 5 il 71 29500 fu/ 58 il 55 £
1000c¢fu/ 3 il 7l 75— LL ST 77 S w0, % T il 7 AT 42252 1 AL 4 41 BOK S BOR B A 2D T
10cfu/mLF A > T-50c fu/mL A 2> T500c fu/mLIgAE ) 7B T-1000c fu/mLiH
W T3 Ak, BTS2 [ AR ) B R KT BT B L R HRRR 4 0 IS R AR R 25
T8 A R IMAEDFEFEEAR T KA E E.coli) DI TIKE (Salmonella sp.) 4k
F 1 (Pseudomonas aeruginosa,P.aeruginosa) Fl/8% H A4 E A7
[0185] I B MR ARAIE Jo = 4 il S5 & (R A1 R 36 AE Aok P2 P B 5350 40 A2 T T ek K ) T 92 o A
XN E B P D I P R VAT o B R BB A, Ho B R A A IR L
InE A KRR, R B K2R A — B 8] o A KB IR MU R 7R 15 G o i T VAR B
sVELHE FEARBL RS N BURE R /I GBI T SRR , LA T B IR A 4 A K iR
— P AR T A R B e B PR MR AR VAR A — AR R e g N SR AR B S
YRR E T Ry 5 b DU I AE DA K o DR AN S 4 = S AT BURE , BT A iZ i A
R R BT S T NIMi 1 lipore SteritestICHE MR £ 40T 1% Hh BT 3@ ik fEi it ik
T WA AT X T A BB E ML MK, FHSteritestid A R
No. TLHVSL210 o % T LI BOR PE 7= S 1 3 38 M0, 46 A Steri testid JE 28 & StNo . TLAREM210
B TDAREM210 o 4f T FilHE 78 V5 28 O 8 K, A IS teritestid JE#% R %iNo . TTHASY210 . f
T4 EL A BB IR R A R g8 IS, {3 i Steri testid JE 2% R GiNo . TTHVA210 . % T
LB /N R AT E PR A B DRI, A Steritestid JEHF R SiNo. TTHADA2108K
TTHADV210.,
[0186] % K Mz B Avb 0 0 T 1 I A 4 43 FH 72 30-35 C NI & 24-72/Nif I FLARE R 7
7EMacConkey F1/BEMBER i i & 18-24 /N, F1 /B f8 FRappapor t#5 77 3 o FH T I £ ik
FF T A 03K B0 5 4 FINACER I - 38 [ 24 it 55 <62> F2 3k — 25 F4¢ T 1 6 48 2 A B U0
TAFEST
[0187]  FEHELLSiE 7 S, A SRR (T HR A 712 AT 2D T 2960 B T il 47 (CFU) L 2
T 2150 B V& TE A7 /D T 25404 T T8 T8 B A7 B/ T 29 304 B V& T BB [ AR )
I/ 5 il 75 o 7F L S it 7 S, AR SCHTIA B RR FH A e S IR 25

MR
[0188] KBS FEMT oy — 77 I A2 22 ik DRI R BE A A 0 i 7= AR 1 | =) CF SCHRRRA “T=47)
Fo IR I R AR SR BBR B R B R R SRR N AN NSRBI RN E RN
— NS A 8 22 K B MR T 1 40 M RE R IR R 2 0 (LPS) 4 ¥ R KR P s s
REBIAE LR RIE T AN , (HLPSHR B 5 T8 2 ME oy LS, 15 IRk B PR AR e
NN EFRR T R/NEWIR K, BrbA W B R AAE L, ‘N B R B4 (BU) 8 . —ANEUZE[A]
T100 K2 5 (R AT B LPS o £ 25 00 T , AR 5EU/ kgt B K A W% A4 11 3 (1
WA VIRR ) 0/ BCEBE T (615 P 25 25 7K 7)) RAASAITE A DA I AT AT BRA SRR o 75 L LE S il
TR, ST B I N EE 2 KCE (0, 5RU/ ke 2 A R ) AL, AT IR B4 A
YA AR N B R KCF (B W1<KARU/ kg 32 3R 1R ) o A8 — S8 STt 7y 2, iR A R A
INT 215U/ kg 52 AR E o AE Ho A St 7y Ze b, IR AR A /N T 204BU/ kg 52 i 8 M
75 At St 7 22 %R AR B /N T 2I3EU/ kg2 ik 1A . 78 A Se it 77 2 rp L %0
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CON 107847432 A w B B 39/59 7

HIFI A /NTL12E0/ kg 2 iR B AR .
[0189]  fE-—LLsjiJy S, iR A7 A /N T 295EU/ ke il 7l 7£ A SE i 75 S v, 1% HE
R FRIR A /INT 2J4EU/ kg il 371« 75 AR S i 7 Z2 P, %R F il 7 B A7 /N T 293EU/ kg il 571« 72
— BBy e rh R AR A N T ZI5EU ke i o 75 HAh SE it b, iZ R A IR A
INTZI1EU/ kg 7= it o 7E HA S 77 e rp , R AR A /N T 290 2BU/ kg™ i o £ — L4 50 it
J7EHZ IR R A N T 295EU/ g 5 0B ™ it o £E HAhL S 7 S, 1R A i 77 =2 A /)
T £14EU/ g B u Bl 7= it o 7 Ho A S 77 e rp L IR A IR A /N T Z13BU/ g SR nEl e o AR
e st 7 2, 1ZHR A A /N T 205EU/mg B TG B it o 7E FL AR SE e 5 2 b, MR A il 5
HA/NTL14EU/mg H e B ™ it o 78 HAh S 7 28 vh , iR A il 7] A /N T 29 3EU/mg B Jn 8K
7= i o FEHEEE S g G rp , AR SCRTIA IR A #7705 A 201 8 295EU/mL i 771 o 78 FE L8 S 77 &2
H L R SCHTIAR I HR FH 5515 2022 295EU/mL il 571 203 22 2)5EU/mL il 77| 5% 294 22 £)5EU /mL il
7o
[0190]  fEHLLLSLE 7 S, 5 MR $E52 00 P 8 2 KSF (140, 0. 5EU/mL il 7)) AHEE , AL
BT (R HR P2 G403 A SR AR A B3 28 7KF (191 01<0 . 5EU/mL IR o fE— L8507 2 h 5 iR
FHFE A /NT 250 . 5EU/mL i 571 o 75 HAh 520 75 2, 1 HR A 7712 A 7N T-290 . 4EU/mLL
7 o AR AR S 7 Ze b, ZHR A B A /N T290. 2EU/mL 71 o
[0191] A2 1T & , S Ik JURh 75 v R AT BOH R I o3& T S8 T 4 1 0k 65 5 [ 2 i
(USP) <71>Sterility Tests (B523hi, 1995) H1Fridk i1l o Fh B0 A S o A A0 T 40 i v
fE ) IR 25 78 25 [H 25 L5 <85> B M4 < 151> 2 (USP23/NF 18,Biological Tests,The
United States Pharmacopeial Convention,Rockville,MD,1995) H145 V410l . L& it
F oz A fIE A -4n BR R F I AR T B AR B R E . 2 R T IE T R = i A
[RIII4M 2R, O G IR 1 %35 S 40 M e DI85 S B0 S IR & A8 T2 41 B Y5 fE4)
M (TaktakZE A, J.Pharm.Pharmacol. (1990) ,43:578-82) HIAE M H B BRI BE 7. 7E
A ASLHE Ty R, o R BRI T 2 R AR X AN SRE T = B A R A AR
8 A1 0 P B o A R S i g S8, AR ST 1D AR AR AN 5 B

I HFRI-A B iE ki (MPP) A 59
[0192]  RiyRZIERLF MPP) APl 22 il il () ARG 0) R+ 76— 281500 , MPP
5K 2R Z1200nm % 500nm ) K KL F o £ B 5 IR, ZGUKR i — DR E A MRS
FEF o A EAE LR , A SCHTIR 44 SMPPRE il AE — B LLALKE RSB AE— B T, A
TR AL A S MPPRC il 78— DAEAR B IE o 75— LL STt 77 2, R FH S 45 R A
P (PR AVEGE Trap) 8 ZREP BN JE AR  FRBHFEES AR AR 5 S R E S0 R
I FEEE/ KA AR S RAE AR/ AR B S I FE L R i BRI IR/ 2R AR AR R 2 TR i /R R e - Bt
file B AT VAR 2 B R AR R 2RI VAE KRRV T REL TR EESRAE . TEHFEE.
FIEAR WY 2 R EE R AW E AER HEHRH NEYE JRKER .
EARVE EHYE ER ARV E AR E MHEK/ ZHERD . ZAER. 2
B # b/ FECRE IR EER | SR R AT B IR B8R R/ 2R B 2 b T TS B T i e
MR MK/ HE R/ ZAE R T HE R/ SR R R AR/ T L BE AN BB I IR 5F
B2 23 A 4 e B T PR FO B 25 AICEL R 45 L ATV 35 UG5 IR BT ot 72 40 2 79T DL At
BT EH R KR SEIT ARICHYT B 25 A RE T IS VDI A5 2 B 25 FR ek L 28
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FR IR /S JE o7 B % FP PR /B R B BV AR i 40 FR AR | ML 3% =) 6 L R AR AR R AE AR/ T IR
BE L DUSUMERR | VY SR/ BRI EE RO VIR /IR R T S &R/ 26 I &
ok B L BHRE 28 IR R RIS AR LE BT 2R IR AT MR I IR e e /AR
A T R BB R R R b SR IR A% H T AR AR L 2240 i« 20 1 Tk /R M v /R S MK T AL
FRRERVE ERER/BREEW PRI R LA R IS R RSB R R
Bl BN ZEDL AR ET 3R RS v R R AT B E L A R PR SRR B 2K L
FIRJCHE BN VEOKTR AU R R TR e e RIS R T L M U R L oK IR/ T i
B R BN  H ZE KN /T B R HLZE KN / T A B 25 HL B KA T B 25/ 2 R R b A B ks /
RATE 7 VIR JCIA T/ TR TS B AN AT B K/ AT RIRS /B B R/ 2 KA = b S AL AT RS /B
B/ ZHERD RER/ATN/ ZHERD B R/ ZHE R/ . KK
R/IR e e BRNG BR / R AR AR ORI B 2R 2R B OB ZE AR | S BRDR B | B A R R R
e VB 25 scopolomine (L-BEE 5 0) 2R A FEE: JR-C P81 Z R AR B R FEHCHT 2R 4L
FEih 36 DIZEAR TR 8 (BT YR 4% . = O 55l /R ig 2R FERE D B BT & o 7E AR PR il 14
seld, FHTAERT A B EE Y 3 E HEIMMP MKala Pharmaceuticals,Inc. (100Beaver
Street#201,Waltham,MA 02453) k15,

[0193] 7Ly Ty v, Frik 9Kk R AT A 3& B A R 8 A WL RL TTAL
B R AWBHH A AL AT T 2GRN B AL, & i, £ )8 (B, Ag.
Au.Pt.Fe.Cr.Co.Ni.Cu.ZnHl H At JE 5 JE) T4k (a0, i L S A& < AL AR
IR 5 A0 B R AL ) BRAB S A (1970, B 22 i A RE) o B — 2B 0T, iZ KR+
BFEE VM EL, WG BERE SV /BRI R G A R GV LA FE AN A BRI K&
an 58 Y A R 0 R TR R AT PR AR 1K) SR B ) an SR FLTR VIR SR IR L IR ) o RIRFE AW <
045 2 B BT IR e SR AR

[0194] A —LL Sz )y &b, Frid 9Kk IR B A KBS &) AL — BAF 0T RS 1
FIEFEATLA B G AR, 1 WER AR PEA L K A RN/ B 2 A B o 72— S8BT 5 1%
KB ERNEED A EIEWT , ZREWAEEREEY B, A RRARTENERES
YD) AEHARSZ T B R AN RIRE AW B, A 5 20 A8k o B SR SThiE Ty
ZEH L ZEAWRNRITE R GV AT LS B, R AN ES F R A AN
BESET T B AR A YMNAE B AR B IR A B ST T B R A Bt
T =i B ALY 0, Hodp — AN BN BRI S 5 — MR BN SE KRR A
E—LH LT %R AW A BN LR

[0195] & & R SR &0 HoAth e R A IR T 2 e TR E TR Bl . SR IR S 3R U IR B
TR ERRKIRER R OR O BB G TN R AR R O R O IR R O IE R R a& IR
Wi 5 TR R T 5% R L TR A IR B B TR I AN 3R 5 i o LA 5 5 W 1y = PR o] 1 S 49 0 56 5%
(B (PCL) IR LR CIGTRE A (BVA) V5 (LR (PLA) & (L-FLIR) (PLLA) & (&
BEIR) (PGA) VIR (ALIR-3L-2 /R (PLGA) VIR (L-AM—3L-2 i) (PLLGA) 3 (D,L-THAZ
) (PDLA) B (L-PAZCER) (PLLA) B (D, L-AZ B -H-C N ER) R O, L-TNZER-3E-T W
BR-35-2. 228 I O, L- A Bs—3-PEO-3£-D, L-TA2¢HR) V2R OO, L- A Bis—3-PPO-3£-D,
L-TNACER) R FE M IR et e SR 2 S R L e (PLL)  FF 2L PR B2 F2 TR B (HPMA)
K (2D R-L-BARVR BRI VRRE R IERE R BRI KB R R .
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CON 107847432 A w B B 41/59 T

RIRERES R W hi It GE R AR M) R 53 8 (W (L ) (PEG)) JEK I
S A ALY (PEO) VR P BE L 0 R — IR ER G 2R (LA R ZHIRER) ) VR Ol (PYVA) |
ROIERE R O GE R (LR OIEGER) RO mE e GEnsE & Pvo) JE 2
ARG L B SR e IR Ol (PS) W IRAER AT AR A 4i s GE bt LA 4E &= R br k4
Yl YR T AR EIRA G R RN REA YR RRREAL R AERNEED
(W 5 (R L) TR P ) (PMMA) W3 (R 2% TR 2. 18) 36 (28 TR IR T IR) 3R
(R TOMIR 7 T R 3R () AR B () WA 2208 R (R N
IR AR IR () WERORER) R (AR F R IR (RIATR AR R (R TR 5+
THE) R (&R T \ER) (FEARSCH SN “RINIGIR”) ) MHILRMANR A Y R ekt
R e LR YRR R R IR ER R (W E SIRRER R g a R (R B (poly
(ortho) ester) I (TR 3K (LI IR (A HE—IL-C W liR) A0 =P F LR R B 5% 2 it
W& e o

[0196]  fE— 2450 T, A AW E E v, I AR LR 51K A7 /8 TMPP il 7l - 2
0.001wt % 2120wt % £]0.01 % 2 2115% . £]0.05% B £710% . £)0. 1 % 2 215 % 5L £)0.5%
221 % AR A ANECH 2557 LT B2 AT 9808 o /E— 2K 00 T S A R 22 R
pD 1 7/ B 7 5 G il AEMPP i 551

[0197]  fE—UAF LN AT AATATT Aidk 1 77 VARG HiHR A 7 -MPPLH &4 - AE— BE St 77 R,
A58 PRI B 32503 /N A A 1 1) K /N AT I AE B oK 22 90 2K K /N9 BRI (R R o T B I B v
(i T B AT 1% L YA R AT % L BR S L A ST I8 RN 2 5 Ak) A& © S0 A0 FFAE AR SCRT IR i v v 4
FH o 3%, R EEVE T, W A5 FITEGORRL I A L) BV -5 B AT BOAS A RO 77 B 9 B
IR A LAIR/INRLAR o T B8 22 Hep R B 9K I 85 2 A BOAS A R 77 5 BF S A o
TR A DA INRLAR IR T 15 o 7RV BRI BB VA, 758 EE TR 1 A5 FIVE 9 KR+ 1 M kLR BT
W5 B A A BATIE R EN TR S

[0198]  fE-—LLSjfa )y S rp , ARART A 3 B A S A Bl T B o 7 — Se St 7 G2, A3 F P
BN/ SRR  BUE R A SRR S AL RE A AL AR L B R R
B CRAEL ST VA ES (alumina) sa-EH AR (alpha-alumina) A LES (aluminum
oxide) EILLIF I (R ETIGIL FFEG) VEK VAN AE — LS &b, BF A LB A 4 &
BN T, WA LR 2 /0250, Imms 220250, 2mm, £ /020 . 5mm £ /0 Z50 . 8mm . &
D2 Imm. B2 /02 2mmBY 2 /D 29 5mm ) 2B HLAR o AE— B AE U L BB A A /N T B T4
5mm- /N T BCEE T2 2mm /N T BT 29 Tmm /DT BUEE T 290 8 /N T B EE T 290 . 5SmmE/ T-5X
LT290. 2mmP P EAR . RIS R AT BRI (4, 2/ 290 52 KA/ N T BT
21 mm )~ F I EAR) o HAth A2 AT BRI

[0199]  fE—SLSLi )y 2 rh , ARAAT A 38 ) W& IR T8I BE o AE — SR 00 T, VA I e R Bk
TULUT R 2R« 8 0 Bt B 1 [ AR L B P AR 70 /R V0E 50 (o, [ A5k A s &
(RRGTRIE 2 57) BRR 5E SR8 B FHIR I B A4 R LA R At DR 2R o 536 4098 79112 e AR AN VA i [ A
ML BRI SR AR AE & A T AR 0 7 /RS VRE 3 70 R0 9 791 o s ) ) SRR ) 2 s 45
FEK VGEPPIE TR AR KIS B (B, 20 R EE T ) MR AW ATk AL RS At 2]
s R EZSE Y SIS ey 2T B ol N NN 5 0l I - e s N 7 b e I 17 S 7 e R
7R DY AN A 25 77 o 72 HAh S 5 R, A8 A HLA ) o AE— B8R T 2P, 24
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PR #E IR e Bl H At v 77 v B A AT AR S R VA A 2 1 O T 7KV A 2 O T AE TR B VA
RIVE I LA AE— DB A IR VSR N VAR
[0200]  7F—Se4E B R, MPP A IINO2013/ 16638591 B ih (IMPP . £ — 281550 , MPP y fiLa i
2N, “Rapid transport of large polymeric nanoparticles in fresh undiluted
human mucus,”PNAS 104 (5) :1482-1487 (2007) 1 FIri& (lIMPP o ££— L6 15 100 T, HE I 57)-MPPZHL
A I Iw02013 /166385 1 BT ik () 75 ik #EATBC il o £E— 245 50 L B FH 77 -MPPZH &4 1 H
WLaiZE N, “Rapid transport of large polymeric nanoparticles in fresh
undiluted human mucus,”PNAS 104 (5) : 1482-1487 (2007) t* B () J7 V& HEAT BC il o

IR FHEER S
[0201] DL 2 Bhy 2058 LB o 46140 , 55 [ 24 BRI 8 SR EH TN/ IN K ) R ) A8 VR
B HH VAR T AR F I A MK 5 4 R Y [ 4 2 Gt o 3 s B0, 46 B AH B AH R4 o S AH B
FH PATE BT 43 B K2 5 YRR 2 TB)ASAFAE BH S8 10 55 10 T 5380 50 43 AT 78 3SR Hh (R B AL
K> TR — B8 BAHERE I FH & K 7 (A0 R i) B R R AR I (A1 A s B ) Al 4% o
FE— LS T 22, BORH R sl S 2 A PRI, AH A A58 P B AN VR 45 o T A B8 B EH /DN 1) 5 1
F 1) 4 25 2H 1l
[0202]  fF—ULSLE T B, BRI N B K PEBCE K PR o AR FE LS 77 2270, Bl /K MR
PR T ) = B ) P 5 48] ) 2 o 0, i HL A 5 e P B B B — RS AR 1) R 2 M BT 17 i ) VR
PRI AL 2 T 5 28 AP B I 1) S BR i S 48] 1) 2 P A0 5 A0 O B st 1) (49 2, 2 e G
VR AR AT R OIR R R G M- R IR £h) — R E K L H B B A
FELLSLE T S, ARSUA T BT S AR 57 e BB MV BE T | A AR PR BRI 14 T
[0203]  fE—2espiiiJy &b, Ik IR A& 0 IR FEERR , JF LA IR BE B a2 1 344
AL A K T2 2D — Ffokl 2 38 58 50 o 76— LU SEE 7 2 v, 120RG P I 5 T R T AR 4E R
REY KA K- FKARGE =R IR AT HERNE ST ROIAEE WR RO
ML P ST R 5 I e e B L 52 SRR IR DR S B R B I Rk HL Al
[0204]  fE-—LLSLjE Ty &, ASCHTIA IR SR & W) /8 =3 2 /T (B e =31
R AR B2 R EEIRAS 9 T, AN ST 5 FH T3 S 35 e 40 53 DT 52 4 5 71 60, i P sk 711
MR o £ — AN SE T 7 220, 39 9RG B2 il 70 AN A0 B G2 P o 78 HAR St g 22y, 38 ookl [
TR 5 252 AT 52 (M G PP o AN SR 06 I U, AT 28 Hh AT S AL B B AR 7K T 5RR E
5K 77.
[0205] {0 & , IR B ERTESZ O AR N R P AR R O EA 4R R &
AL R R T A 4E R IR O EE IR B RN E B R . 5 B ARIR A A 7R 1 H
ARk B2 38 5 A AR AS R TR R AT BRI ) B S REFR B BE I B FR A B JIG R M
S5 A 2T £ R U (carbomer) M SRS R (Carbopol) B JFAR AR 4E 2 VIan 4F
ez MCO) KM T HL (ceratonia) 70 5T 2 L7 IR M L M1 ¥ (chondrus) A3 HERE 40
PR TS VBN PE RS Ghatti gum) IR SBRZZ IR AT FLMH L JEEARE L 22 2R 000k L HH BRI L 1L AL
B I ROKVER /AN ZZVER OKTER R VR IR R A RS B 2 R R R R L £
AWR OB OHEARR  CREF AR FRAER B OREFHRR RO EF A%
R FENEAYER R (FENKBRKCER EARK IR R R RIE S YERR R T8 s
B B B 2 M Tk / S ok BRI AL ) (PVM/MA) 5 (R L TR MGIR FF E 2 4R 3R (R AT MR
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AL O AL AR RN e R R R4 43 (HPMO) 2 FF R -4F4E 240 (OMO)
TR VB 2R R (PVP - R 4ERR) L Splenda® (F ekl S 2R A = SR B
A AEHF T SEHE Ty R, B P ISR IR AEMCCRICMCI 5 o 7E S — AN SEHE T R rh , AN
T ) e R A SR B 7 BN e IR SR B 2 o PR R BR Eh -5 AN ST A IR
SRR 2H A 78 2 R FEC R 770 5 B i 17 BRE P SRR 3 0 Mo, AT e AT FHOAR R e SR
R 2 R ) 2 5 SR 35 B 3 I PSR AE R o () BE R B E R B

[0206]  7F— LS 75 £ g 3 okl B i ) HA S 290 . ImM A 29 100mMIF) R A7) 252 I
AT SZ TR 2 R R S FH A S 20RS BEFRIAE 7K Hh (R B2 2 DA L AT 29100¢P A 29100, 000¢P
(1) 5 25 il 52 1 33 52 i) 7)o A0 e St R b, B FDRS FEAE 29 100cP A 2950 ,000¢P £
100cPEZ1,000cP . Z£1500cPF £11500cP . £)1000cP % £)3000cP . £)2000cPE £]8,000cP £
4,000cPZEZ£150,000¢P.£110,000cPE £)500,000cP. £)15,000cPE Z)1,000,000cPH] JE [
W o 75 At Szt Rrp , 2 5 A R A R, AR S A A B A0 Z135% .
2/ 2145% B0 Z155% B0 L4165% (B2 T0% R D AT % B B 2 /0 2980% (FEE)
F A PR ) o 76 i PE IR A HO AL it v, AR WD AH S T 3 i Rl R R 5 22 0 2925 % 22 /b 4
35% B /D245% B /D455 % B 4165 % B H)T5% (R /D Z185% B /02190 % B £ /L
£995% (FE5) B Z 1R A7

[0207]  FE-—ASEHETT S, 255 BT HEs2 W 3 s Ah FER AR R B mT 52 1 il A 2 b —
TR FH R AT 22 20— R e 701) o FH T 1 28 e P o] 70 ) 50 ) B B 1) BB AR AN PR T 4R 48 1 4
e RZATEY) A RTE (BN, R R R OHAER RO RR RPRA4ER 7
PR RAGE R RN REAGE R PR RURE 25 I R & i e R #h (91
WFEETR) RERR L e VIR R E MR B A G A LR AR A A
SR A o A — S HAh S G 7 S v, {3 AR TR 2 P R4 4 2 ( Mlethocel ® ) AE A e 7E
SOt T G, I AT P AR TR I RS 2 345 A S P T AR ST R 1l 7510 7 e s 1) o
[0208]  7E—ULsijifJy Srh , A SCHTIR IR FEERS 4L A4 R S AT B8 B il 571 o 76— S8BT
Ji A7 S5 BT 1 T MR L 2E 5 W %) 364 Im 1) RS 452 B IS 1), 3 3 77 HIR S AR 0 ) FH R A e
RS B Y2 I8 A LA FH R B R 5 IO 1 AR I A T B B L2 A o A E— B LT
Ji o7 S5 B Tl 77 FH pH IR B8 UVERIA 728 e Ry AL o

[0209]  7E— e LT, Ik MR A RE A 405 100 25 TR R R — i 22 o J B 71 o 6 — 261
LR R BB AR Ty v @ (B Wyev& b i407) (Z=EPR (tetronics) (2 (&
L.3E) e AR T H IR LREAFYEZ (CAP) R (B R 1342P NF. R 980NF) |
RIS £ (| R B 454 I Gelrite® ) ~ 859 7B W] FR pluronic (BilfIPluronic
F-127) e M R I EE (PVA) VR A Belii (PVP) (I R R AR A 4=
(HPMC) ¥2 2. FE A7 4k 25 (HEC)  FF 4R 4E 2 (MO) FRFE AR T RE R I TIG IR (PMMA) 3§
. (PEG) RFLEL (pseudolatexe) A RAEB L 5

[0210]  7E—284E LT, SR A7 BRI Bt — DR B & IG5 A — LG UL T, X E G
FRAD, A% 2 0 P ) () A AE S B AR S PR R OR FL SR VEDTA L 3R 0 TR A 0
(heteroglycoside) FHE 577 LA IEBH NG (HPBCD) HELSE

[0211]  7E— LS U7 b, MR AR A0 FH 0 Ao o FE P 591 H Atk 28 50 B TR 5] / 9 T ) He At
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CON 107847432 A w B B 44/59 T

LIS A FRC I PR AR AR D9 ¥ N AR BT RS B A o 490 B, 00 A i 85 ) 28 T i)
R s H VAT R I AW 45 A BT IR BRE AR 225 o1 7K e A SR A W LA S R S om0 i
TE T RV T U B 1 S D R I 5 LA B L 2 8 i R SR N AR R DA SR B B AT A i Ak &
Y, 23] T A SCHAR R HR AR R o AR — ST S8 vh , AR B b m] 57 (1) s e B s AHAS
MR T i e iz £ /K BE I SAF®-Gel (ConvaTec, Princeton,N. J.) . Duoderm®Hydroactive
Gel (ConvaTec) - Nu-gel® (Johnson&Johnson Medical,Arlington,Tex.) ; Carrasyn®
(V) Acemannan Hydrogel (Carrington Laboratories,Inc.,lrving,Tex.) ;s Hil&EE
Elta®Hydrogel (Swiss—American Products,Inc.,Dallas,Tex.) flIK-Y®Sterile
(Johnson&Johnson) o /£ HAth STt 77 227, AT AW R6 S 100 A= WD AR 25 1tk B e AR SR A7 AE T AR S
FIriR F0 A FF HIIR B AT 4252 1 500 A &9

[0212]  fE—SLSLjfa )y B eh , B kG B3 a A B T A= R AW, Hik B A=k b
FEA YR IR A YR R R A e R R e R A g R B LA A AR Eesl
T A B R R R A - R AL e R A A R AR S T R R R I R
PR 4R .

[0213]  fEIELECSLE Ty Z2rh , ok G aioRs B2 1 R I P A A2 AE == IR SRR (LRGP 5 R A
AN, B B = £942°C) Z B AHAR o /E— BB SR 7 2, AR AR TR IR 1 °C IR TR 2
C AR TARES3C AR TRRAC AR TARES C R TRES CEUR TARR 10 CRIE E N K 4E.
TE— 2o S /7 22 vp  AHARFEAR TR IR 2915 °C I TR 2920 CEUIK T 418 2925 CRIE T~
KA AR B SEETT G, A SCHTIER I 7B BRI E (Tge ) HZ120°C L 4125°CELAI30C .
FEFEE S Ty S8 vh , AT TR 1 500 () Fee iR 2 (Tge 1) 235 CELZI40°C ARIR T E XN
A0 R AR BAS i B I AR, R R (e 2942°C) ME R - 78— L 52t 7 22
W, AR SCHITIR () 25 A AR R 20 20 T R IF BAE R IR ECR 2y =00 M A

[0214]  FRAPIM AIZR A LR IR Y (B A MR AT I = ik BL R D) 72 9F N KV
TR IS TR R A ] PR RERR o X B8 SR A W B AR R AR I B T S T VRS AL N B AR 1) R

DR] L 8 e N T B A HIR 35057 10 A FH 10 70) o YR A 32 5 e A 10 A S B e T b B SR B ik &
FE A o

[0215]  fE-—LL S Ty Z2 rh , ARSI IR B AT AR il 551 o ) A ] 1 2R A ) = DR RS S
2310% 2£115% £120% 2125 % 4130 % 2935 % BL 2140 % o £ — B8 SE T R , A S ik 1
FEART 1l 750 e ) A i M SR S ) S o R R 2910 %6 2911 % W 2A112% 2913% 414 %
Z115% H116% 2J17% 2)18% £J19% £120% 4121 % \4122% 4123 % . £]24 % BL 4]
25% o FE— LS T S, A ST B ARART il 70 v () S 1 SRS (B anTEi& v ER407) 1 &
S BRI AT . 5% o £ B SK T S, AR SCHTIA B ATART il 55 o 1 A 1 2R S (41
WA VP HE40T) [ & N B 7S B 1K 2910 % o E— sy = , A SCHT (1) A7 4] il 57 o
(R8P 2R B (B A v 18407) (& Bl & 211 % o B8SL 7 2, A3
FIr s (R AEART o1 500 1) 8 8 1 2R ) (9 v i b i 407) 1 2o LS B2 2)12% fE—
STy ZE T AR ST B A ART 1) v ) AR PR SRS (1 i i vh A 40T) BB D i) A
HERLI13% o AE— 8L 7 S, AR SCHTIR AR i 70 o () T PR 2R A4 (B i v v b
407) B E NHHE L ER2)14% AE—BESK 7 S8, AL R (AR AR il 75 v 1) ] R 2R
G GIIEIE Y I407) 1 &S E R L115% o FE— LSERt 7 =, AR ST R (AR
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il 77 1 B VR SR A (B Vb I 40T) SR HRLE E R R 2016 % o/ — S 7
H 2 SCRIT IR B AT ART 1 770 H B R SR A (A s Y i 407) B s AL EE R A
17% o FE—BESETl )7 S, A SCHTIA BARART il 550 o 0 4 1 58 5 (B an g v id407) [ &
il ) R 218 % o £ — LESE Ty Z& 1, AR SCIIT IR B ARART il 70 o ) FA R 1 5 S A (4
THIE VP IA0T) 2 A HIFS E RS L19% o /8 — S5t 7 b, AR SCHTIA B AT AR #1757 1
TJE PR A (BIAnVEIE v A407) 18 D il 7] B B 4920 % o fE— B8 SEE Ty S, ARSCHT
S (AT ART i 55 e ) A ] 14 3R A (B i v aii407) 1 & D i) S B B 2921 % o fE 2
St T, AS ST AR AR 1 70 e 6 B T SR A (BRI s YD 140 7) 18R iR S R
S 223% o AE—LE S 77 ZE AR SCHT (AT AR fill 700 v 1) FA T R SR A (8 v v D
407) BIEAHRLS EER 2925 % AE— L85 T7 S, AR ST IR AR i 50 R i S AR 7 (8
WIKEEF) (B HIF R E SR L1 % 295% Z110% BLA) 15 % o AE— LS i 7 =2 v, A S0
TS P AT ART ] 750 4 B 7R () B ) 1 = A RS B R £90.5% . 291 % 41.5% &Y
2% #12.5% £13% . £13.5% £14% 414 . 5% B 415% .

[0216]  fE B ARSL T 7 &b, ik Bt NPEG-PLGA-PEG =ik Bt L B (Jeong®E N,
Nature (1997) ,388:860-2; JeongZE A, J.Control .Release (2000) ,63:155-63; JeongZE A,
Adv.Drug Delivery Rev. (2002) ,54:37-51) .iZ5E G WAELI5 % w/wE Z140 Yow/wil] i £ N
TP T B Be R R o MR 40 B SR A PR 5T, PLGASL B b (K T S B/ 2. AT BRI BE ZREL AE 241 1
22920 1FE N 3 LR ml ¥ TK e = TR ECE B R g AR/ T
JR KB o T 85 I PEG-PLGA-PEG = iR BE 2 B ¥ /& FHBoehringer Ingelheim4: /™ [JRESOMER
RGP t50106. %A £LH50:5058 ODL-AZE B4 - 22 BR) IIPLGAZL W10 %6 w/wifIPEGZH
R, HEA 216000/ 95T & .

[0217]  HAh AT A= W R% fE i #0 8 PE R IR FE AtriGel® (HAtrix Laboratories, Inc. &
A A/ B AR B EE L RS 5,324,519.4,938,763.5,702,716.5, 744, 15315,990, 194
ON TR TR G 5 e £33 ) AT A W R AR ) A B PR SR R A A BB PE R AW . A G G ] AR %
fif () AR PR SR IR ) SE O FE R TN ACHR VR AR VRO W R AL R K =n R A St
ERAE AL X FESE i b, A& 1) AT YR 0 B PR R e N R AR R 4
Be HILR Y L= n R AW A G A — D SLE T K, AT AE VIR A BB R R A B
BRI R E50/505% OL-TAACHE-3-2. 28 s M AR 2930wt . % 2 2940wt . % 4F1E
I HE A 223,000 2945, 000029 F & BLE , 78 15— D SEHa 7 &b, vl AE YR i 44
IR B N R A A 75/25% OL-TRACEE 4L -2.4C08) s L S 2140wt . % B4
50wt. % A7AE; 3 HEHAHZ115,000E £124, 0001 F- 0 F B A — DB H LiE T &
W R R A1 5 OL-TAZE BE-35- 278 BR) 1 v 2 iR R BE B S - FLIR BR £ I BR 1 4
R T BA Rim R AR AN R AW IR A BEEL 2, A2 g B4k 5K FLBR B 2 B T 1Y
FHIRR R T BA MmN R AW S8, R AR S R B R R P i 2B s -
BEf IR G0E T B — DMREM— AR AN R A R R R S i, 6-C EEEUR
LB R AR TINEG R m AR R 5.

[0218] B T~ HA il 2 258 e (1) 5 B W Ak R A0 B AR O, 2 1 Vs i B 5 4, DRI GBS 7 v B 4 A
P AL R I R — e | K INAT R &R A 8 Ed i e R 57
J& BRSNS I E T 20-10°C A HE B R B4 LB R AW . i bR 3R
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B VAT A T 8 B 5RO B R A o B i A T s AL P R0 RS P S N 71 T % A
RN B ) o AE— A5 DL T, AR 2G5 AR T 7K, WSl e 2o o 30 3 VS 5 3 1 22 v 791
Do

IR B EAESY
[0219] BB A B AEAN T R PR BIORS B0 357 SRt Pk > [ 4 1) 7910 » B LI A2 B AT Al BT
JEPEAR it (191 70180 %6 yil1—20 %6 7K) o BB HA 0 X H A A I B KK E W /K{E (water number) o
EATT AN DR R B T35 PR 1 49 T T Bz Jbk A TR 97 v 97 BC B B 1, 3¢ H L
FH (occlusion) (FEERIHER B A2 N SRR LR EE A X S FEHR iy (IR 4K
B) AN LA B B R R
[0220] KB BN WA PR 38 A1 o o 22 0 I 226 % B T 0B I I PRI B AEE o A ] 28 2
E‘Jﬁ%f‘é&f"iﬁ.J@iﬁ,1?Jﬁu6ﬁ6mﬁ\ﬁ6mﬁ\fﬁaamﬁiﬁni@ﬁ,H&Wﬁfﬁi,fﬁJﬂui%Ha\ﬁémﬂ,
TRV T 22 BT, 91 N 5 20 £ 200, 300,400 5 FLAL L 5T, 1 dun LA i« v i yR 4 s AR A0l 19 G
G N 7N R S 0 X
[0221] {3 PG A P S5 7K P B LA S BRI i 4 8 LR L 5 B2 Bk 43 Wb I AN TRV S VR BR
AL AL B R A LG DL T, BB HORYE T4 (IR 7) WIS 7K AT 22 B BRI PR 2 T o v
Ry ECT AL F v, B G R 255 B 2 B b (B aniE 2 BR55) J5 93 FF

[0222]  fE—desZiiy b, B (2B R A E FR M (Cremophor®EL) A4 12-

20 i 1 B BT iR 4 4 o B Rk SE 2 R VR A e FH TR B A b (BN TESE AR
TR AR A A B ) 4 EOR/ BUA R A ERNIR Y (BN TFEESR

(ascomycin) MEJEMEFR (staurosporine) FTAM)) WA BRI, FH H R P AHR 24 23 0f

FIr A8 R 1T M 52 o

[0223] AU B E— DU IR B, G4 AW e A TR A 2R 0 (R AR OR BTk 3 i DL

I AR SR I (1) 38 21640 (10 HR P 24 A 08 e 2 10 ik 8 MR/ BSCAR I i o 7 — L2 SE2 i

& IR HECE A0 A IR 250 508 B IR T Bk 254 o BOR /B A B

S AR 12 AE H R () VR CE SR E AR B A 12-20 N JE 0 BE AT IA

2 3 TR P PP ERE 2 FHRIR A .

[0224]  {E—Lesjf )y b, 38 2L U IR BE b mT 257 (0 R0 e o 2 5, 1 R SR, 491

1A RN B I | B P ARAIE | SE B CEEIR) (AL E IR K EBNE A i, 41

A A i A S A SR T i L e AN O I A N AR LB L AR B A

[0225] DA F- 48 S %)y I s 22 A5 a9 [ 25 3t (British Pharmacopoeia) 85200117 EL

KR Z5 8 (European Pharmacopoeia) 583§ 58 VEANHLHE A o

[0226]  JEFHAWINEE S, BBEILFLLL50% £ 4195% ,fLik70% £90% (E &) 1=

fE1E.

[0227]  fLIER3KE 2L A — FEL 2 PR SRS (0 b SRR i) , fRi%=E B CEER)

=R 2 M (0 BRI i A BN AR, S S AR i 1 2 A R

—MELZ MG .

[0228] Rk 3E B o) AR SE it 5 28 5 0l 05— 1 78 S 4 1) =E B E A150-65 H S 47 1

9 L AR EL K2 20-30 55 & 45 [ VR AR A S

[0229]  FH T HE FHZ W) 0 WON/ BV A A 3008 B o b (R RiE B 3R (6 21 VIR A
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BRI HA 12- 20 5 1 1 I R Bk 48 7 v Y RS BE 22 RIS o 2 BRI
WA EETT, ZR R A L2074 B A% 1- 10 43 B i &8
[0230]  E A 12-20 M+ B B AR B HE T 5B (CisHarOH) 175 KelE (CisHasOH) Az HLR
G AL TR HI T 75 B, BEAN ) \Ube i A oS be B 20 Rl B G A5 AN > T 40 5
%0\ BB B BB 75 BB 1) e Sk B 22 /090 5 & % 1K AR BE VR A4 » LA
FAEGADTR0H & % (1) 75+ \EE AL CRe & 751 ) Ube ZE I By Al / B H R
BRI, LI ) B A DT 7TH & % I FLALH) KA 54 .
[0231] 5% 7,48 8 B AR i e KRB AL BE ARt 5 20 B 1) JSORE = o X RE () =4 A S 7
AERAG, 1] e 1 R AR B AL B R B L 9 5 PR A L B PAB 20 12 30 22 291 : 6017 BE /R L
L, 3F HARYE | German Auslegeschriften 1,182,388F11,518,81991 A F 151 M7=
WP AT 3 Hb 25 BRI B 1 3R 2 AL 4y S A IO I A& LA i 4 Cremophor®EL i
B, & Gl 8RB R R T =211630, B4 = £165-70, IR H = 492, it
H=2128-32HnD 25=%1.471.1& FITZERMEA , 51, Nikkol®HC0-60, H N EH 4k
BRI 5 PSR BRI RS, I DL R RHE : BRE =290 35 BAL B =247 . 4 B R =
2542 .5;pH (5%) =#74.6; FiAAPHA=£]40;m.p. =£136.0°C s Bt i =£32.4°C ; H20 5 &
(% ,KF) =#0.03,
[0232]  ARIEA K, 5 (& 1) A8 —BesLiti /7 28 b AR TR IR L2590 2 B0 / B0 i
THE G A 1E R R (4 ZE) 185 A H- (0CH2~CHy) OHI R S B MIHR &
Yy, Horh N ARn il AEA-230 005 A L I A 241200 £ 2910000 ARG, n Y 276
F 2220080 T 31 BAF 34 FEAEZI3005 4110002 18] , SEALGH , n e 296 28 41131936 4 3F
H ¥4 FE 8213002 29600, s, n HAG 298, 558 99/ {H 3 HAH X7+ 8 841400,
HIEM R (B 5 W3RAE , 91 a0~ 35 93+ & 8 #9200, 300,400,600, 1000, 1500 2000
3000.4000.6000.8000 110000/ 5 (2. —F%) -
[0233] 2K (& —F%) Rl 2 ok Bevg v Bk ARk S8 20, e LA~ [EA IR 20 &4
1-108E &% , EALE 1 -5 H 2 % = F H .
[0234]  FRAEAS AT WA AP0 e A ALIE B S 7 280 2 AT 294 93 Horn / B il
TR BB ] 1R B 5 () BR CAARER B R O B vk A 4 VR A
Yo

B/ B RS JE
[0235]  7FE-—MesLyf 7 R, TR A G WAEL20°C T EAZ110,000cpE£7300,000cp ]
Brookfield RVDVALRE, I HAT1s BT UIE R  AE—Sesgifi )y &, ik L 5 M7E£4920°C R
HA2315,000cpZ £9200,000cpfIBrookfield RVDVHSEE, 3B A 1s K BIIEZ  /F — sk
)T &R, TR A A £920°C T B A Z150,000epE £)150,000¢pfIBrookfie I dRVDVAS i,
HEA s MBI AL ST Bh, R LA WA L4120 C N A £970,000cp £ £
130,000cpfiBrookfield RVDVHKiE, - HA 1s I UIE R 78— sLjfi y b, ik 4l &
YIAEZ)20°C R B A £190,000cpEZ1110,000cplfBrookfield RVDVALSE, 3 H AT 1s BT 1]
W,
[0236]  7E-—LLsLjia Ty 22, T ML FH 8 2 il 77 5 2 DA £ DL T KG B 1 Rl 3 i 771) - 249
500%21,000,000JH yH . £)750 421,000,000 H 71 . 27100042 1,000, 000 JE ¥ . 271000 £ 400,000
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JEYH L 2920002100, 000 FE JH . 13000 250, 0005 Y « 214000 %2 25, 000 JE JH . £15000 520,000
JELYH, BRZ16000 5 15, 000 JE V1 o £F— L2 5L 77 22, i MR FH 3 e il 57 5 2 BA 3 1R 250,
0000%21,000, 000 JE 771 FETAN B2 RN B 395 751 o

[0237]  {E—88sLji 7 Rrp , A SCHTIR A A WAEARE TN AR AW A8 — L SL iy
Zrp ARG BEAL B3 491 %6 22010 %6 ORGP 3855 77 (19 e B4 4y v SR AR M TR AR
PRI IR AE— LS 7 S ARG BEAL G5 292 %6 22 2910 %6 FRRG 52 38 58 77 (191t e
By, R ALH-RARIGILRY) A — sy B R AW EEL5% 2
2910 %6 (1Rl B 1G58 77) (9 A B 2H 43, W R AR O IR - A TR SE ) o AE — BL S 7 &6
o, AR 2 A WD FE AR AS Bl B2 3858 57 (B A Bt 2 4, v IR A L G- R AT MG ISR YD) «
TE— YL 5 75 Zerp , AR SCHTIR I AERY FEHR A AL S R 7 £5100cPE 2710, 000c P R M
R o 76— SO S 7 R v, AN SO GRS B R A A R L T £1500cP £ 2710, 000cPF
R o A —BL S 5 v, A SCRT IR I AEORS B2 IR A ARV S 42 405 1 291000cPE £510),
000cP I WAL FE

[0238]  fE-—USsEE 7 P, A SCHTIR A A AR T AR A 5. /5SS 7
W R PR A5 2010 % B 2925 %6 [RGB 350 7 (9 B R4 3 i SR A R - R AR
WAL IEM)) AR BT B R TR A& A 414 %6 28 2922 %6 IR 2 38 8 751 (f91] 4 e
Ho, BWRALIG-FRARGILREY) B2 29, M A AW EHL15% 24
21 % A B2 38 5 (W e 4 4y, W SR AR MR - R A T L R ) AR —LL ST T &,
ARSI B RS PRI A 48R T £9100,000cPE £11,000,000cP i 22 MUKL B 78— Lo 52 i
J7 &, AR SCHTR RS TERR A A 3R 8 T 25150 ,000cP A 29500, 000cPIF) R AR, & . /£ —
BE ST ZE R, AN SCHTR AL PRI A S 4 1k 7 £9250,000¢P 5 25500, 000¢P ) VLAY
JE ARSI FE SE 7 P, R PEIR AL A AR =R T oM, IF B RAEZ IR 51RE
CELFE 7™ 8 R 38, 01 G0 B i 2942 °C BN 2 TR) IR B T B ke o A0 — B St g S8 v, A PR
HEWE N7 %M LR TT AR SRR IR BB R B O«

[0239]  fE-— LS Ty G2 Hh , A SCH 73 ()46 R fi 700 (%) by B Je ek i it (R A Ar] 7 =Xk D = o 491
W, A — B sz 7 =, f§ FHLVDV-11+CP Cone Plate ViscometerfHCone Spindle CPE-40
SRV S5 AR SC RIS (1) 458 FE 1R SR PR R 2 o AE FL A SE il 7 =, A FHBrookfield CRHANAR) A B Tt
SR B AR ST I (1 258 B 1 30 0 Rl 58 o E — S8 SRt 7 S o 5 A SCHRE % IR i T A = 3 R U
o AR H AN S 77 S, A SCHR F PN FE S R A AR (A, 7 A BN SRR TR

=

Ho
B/ BB I R A 2 PE

(02401 s 04 (it MR 25 P A L 26 A SR MR TR o 1 LA Y (R0 10 e Y o 49, IR PR 58 11 . —
Jits I (RAB8— 5 ) A 458 1) S8 B MR oot D — 7 P =T B 22 37 . e o, LAY O HR TR
PR AL R AT o FOm M Gl i W W 3 18 08 260 18 Bt T 5F I 7R 4 b o o1 2 TR P 4K
B A (R — 75 A ) B MR T i - SR B A% o A2 BB S T b, AR SO
TR A AR P BER B — AN 12 9 ok B IR — R A o AE — BeSE Uy b, IR HTECE
() — NN IE I 2 BUE RIS o TR — s BB A5

(02411 fE—SURG LT , AN SO IR A 4% S 1 77 & 1) 259 S0 L RO R A RE R 2L 5 ) o 5 — B 1
OUR IR R S0 A 2B &R 2910 & R0 W5 A o AL EAH DL, RS 8] 28 S0k
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POt T HIEN—BAM S E.
[0242]  {E—LE I , A SCHTR A FE IR AL E (1) 38 S0 BRI IR B 59 . /£ — L4
U IR B SNR EA 2R E 2 & B0 0B B AL L5 IR, FE 3 SR
POt T HIER—BHAYM S E.
[0243]  fE—LesLyii 7y e, iR A B A /NT50 % 157 5 [ IR R0 B2 AR AL o 72— 18
SEHETT R TR AR A /N T 40 %6 (1) 77 & AR F AR B A8 Ak o £E — S8 SE T 7 9, Bk
AR /INT30% 157 & (A AR AR IE AR L AE— s 2 rp , prid A B A /T
20 % [ 7515 (R R FH 709 B AR Ak o 72— S8 S 7 2 b, BT A 2 A /INT- 10 % 19 5771 = 1R) HR
FHFHR AR o 7 — SESE i 7 b, BT 2 A 4 B A /INT-5 %6 11 751 e R P 750 B A8 4 o
[0244] 75 —SEsiif 77 S, Bk 5 & [RD R FH 379 B AR Ak 2 T 104N IE B2 1 1) & o A — S sk
Jit 5 Fe b, BTk 70 AT IR FH 703 P AR A o T 8N VR 2 ) ) AE — BB S i 7 =h BT ik 7 &
[i) BRI 509 2 AR A 5N SR 1 7 & o 75— RS2l 7 2 vP 5 il 571 = TR R D 7509k P A Ak i
TIN RN & AL — L5 77 e, Frd 7 & R R A R AR 2 T2 B S =
[0245]  HEJTRE Gl IR A 75 ZAR BN RAT 25435 51 4 B “ATHRRBN” Hl 7 L 75 28R 30 i
S AEA F, ] 5 S R T 3 R 30AT N2 AW 4h 252 1 n] AR PERY = 2RI CRoE ,
EVLEN UL B BAR AR 2E T AR AR R B 2 BTA A S ECR IR RS A 75 2
AR A AW 55— 5 T, BEAE RS T-48 20 7= b (1) 0 £ i 2, 00 AS B 1 o 48 B 1 o 5
T/ B SR R) A& 75 R DA 7= S AR 3 5] AR — SE S T TP, AR SCRTIA IR 4 & P A
I B A ) AR 4E R A SCHTR I & (0] 38 SO PR ) A TR H5 307 il 7)o
[0246] 7 VAl & (R 3 53 , 7K 46 2 80 - 1 & B IR B K PR A4 IR A e 4 A
VIR 3B A A VR R EBUE B AT i /D L2/ o 8 1A RO 8 7 il K HEFE 45 24, DA
T {9 B 1) 170 B AR AN T B B 43 TC T3 25 B 1) Vi B 2% 5 482 S 110 N 1) B, B 31 B
B AN R A N AR K T B RN 45 23 TC AR R 1 B /NP NS RSP EEE T A
BIBAT 5341 A8 F SOMHPLC 532 0 52 AE BT 28 7 (1035 HH R FH S50 AR B o

BT T
(02471 ASCAFF T BRI A T BRI AR IR 6 A 220 UL _ERGA IR A A Yok
TBIT — FhE 2 PR R LB IR 1 T3 V5 AR SCE A FF T il M 75 ZE 0 A IR i e A
R LA ERER R A Sk s Bk 2 — PhEs 2 FHR B9 Sl BB 08 1 7 7
[0248]  {E—uLsijifs )y e rp , T IR N Bl i B0 o B HE S HR IS VH AR BURIE (1) A 2R 1%
DB o 7E— LS 7 R Hp, THER A4S AT 7 AR R HE S VE R I MR HE 25 4 o 7 — e STl 7 8
W TE A T AR TRV TR I AR 2 126 B S R 1 i B NS CHE B
THA AR — LS 7 S, IR HE A 5 MR Py S AH QB o 78— Le S 77 22, £ SR L H
A3 TR HE AH DS K 978 LB IR » A5 AR SCHTIR (IR FHAE & 0t FH 2 75 LI AR T IR A o
[0249]  fE—8esiyi 77 A rp , Bk HR B9 100 BOR o 08 5 45 L RLJEE A s L W i B e tR A
(B 1) AH I 08 00 BRI o 285 R 2 A T MR MG A A 78 s DAL o DAL, BSRR 1, e AN L4
YR AR PERR B A0 2 o A R 7 25 0 B LR AT 5 ) L R 17403 P 0 o T A R i o 98
(RO G T 25 1 5 B i 4 ol R FL %0 A2 AR R /0 5 81 g 2 ot 380 18 4 ) B ) Ol o B PR A 0, 4 R
JUL» DR LA sl TR A () FEIR R IR A4 B 57, BERAK b 2 7= A B 7K o A — BE S & v, 4
X5 8 B IR A R O B HRE R A A DG R 998 DL BB 90 » g AR SCRTIR IR 4 &0 FH 22
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A 7B AERIR RS o

[0250]  7F—LLSLiE 7 22, BTk ML A ps (50 5502 Jos A0 5 -5 ik 2 JE B A0 ) e (P 1) A 9 1)
DB o Ik 28 B FR A Sk 48 I BN 45 )2 5 2 57 46 4 AL 23 IR B 158 2 A7 T4 A i 5 L
JEE 8] AR A RS ) 5 =2 ot N 2, U 22 A — s )y 28 h , B0k 5 bk 4%
FESESCRR 199 A 9% (1) 998 (LB 9 5 e AR ST RITas (R FHZEL A it FH 28 75 22 B MR R R I
[0251]  FE-—2Lsja Ty S, BT iR M Bhis (0 B I A0 465 5 i R A4 (1 1) FH IR 998 190 B0 976 o
i DA 2 IR i 32 B ST 45 44, 5 A T — 8 A B T4 S OGZ LR FEAE LM IR - o 7E—
SO S 77 S, BN 5 R TR A A S 1) 99 00 BRI 5 1 AR SCRTIR R FHZH A it 22 75 22
AR T HR I

[0252]  7F—LLsjia 7y S, Bk ML B 0 B0 9 B 46 A AN PR T BRI K B2 A 5 8 L DLJRJRR
IR HEL G B PR A SHURE IS 28 B AR T 2 M 1 P 5 BREEIR AR 98« 5 4 MR s 23 (CMIV) A IR I 2% ik
25 HEAT IO B 98 0 &5 JE 8. (9 1A 2 S IR A 9 &5 i 28 BRI S S A5 R 98) BT A J LA R 4%
FANGHT MU T R A B8 B2 8 I PR A N s A2 L TR 2% S 4iE S TEIR 28 L THE B A2 VIR Y
28 L E USR58 AR B9 BB DIE (Fuchs B FH AR (WHR NFuchs LN 78 77
ASR BUFCED) 75 6 HR Iz A TS 98 A JBE 5 5 98 M8 1Ak A TS o s 98 L s i A8 M (43
Stargardtyi) B BEE FEA R 5 BE K M (5] Q0 PR Jps 5 B K i) U A L HIR v L BT 22
955 IR 20 B 9 9 L 43 2 22 Hdpy (BRRT] B BRob lesi) A AHES 28 TR AR EE 955 « A IE 28 (4]
ST ME AR A ELTR TR A A A A T AR % B B I AR %) MG SR R BR8P B AL 4
ANERT AR TR AR 288 [T e s IS 8 PSR 00, « 22 A i (B Ji 288D BB K % Thy gesonik J& 5
RANEEAZ (TSPK) VDHR AN B3 L 2 40 M SR 40 e B2 IR e PR RE 2 W IR
HEE 4R 2L 938 7 26 6 % ] 26 6 6 2 98 S A0 PO - 4 e i - Rz 9 B i R PR B P IR 2 98 o AE—
BESEt 7 ZE b, o MR AR I A8 A0 FE IR 6 2 B0 PR A 6 2% BORREIR BR Al 2 1k AR 8 o
[0253]  fE—LLsyii 77 S rp , 51D J B 4 AR I U8 G 1) 99 B3 A0 455 B 4l 20 5 L EBY BE B
[0254]  fE-—RLSLy 7 S, 51D TR PR AR R4 1 B B RS D AT M (Arthrobotrys
oligospora) . 2o il & (Aspergillus versicolar) fRZ &+t (Candida) £ i
(Cladosporium) - ANERM A5 (Cephaliophora irregularis) «#MEE (Exophiala) J8EH
(Fusarium) (405 7 B (Fusarium solani)) 25 55 (Phoma) B 22 1 1H (Scedosporium)
(B fScedosporium prolificans) .

[0255] A —dLsijfs y & rh, 51 40 B P AR A R AR 1 4 B B FE VD R K JF A& (Chlamydia
trachomatis) IE RSB IRE (N.meningitidis) & H B & BRE (Staphylococcus
aureus) & KA E EKEE (S.epidermidis) & ¥ EKTE (S. pneumoniae) FEBRTE J& 1 P
(Streptococcus spp.) BREHIAT 1 -

[0256]  7F-—sEsLif Ty 2, 5l R A 2 S 1 A A2 AL FRIF T 1 (Demodex) AT 2 Jii
(Leishmania) B 22 & (Loa loa) HA (Simulium) WHh 5 JE & (Toxoplasma
gondii) BY = Wi Hi (Toxocara) o

[0257] 728y S8, IR BHR DB A 2 18 75 22 AR B R DLBCB IR o /£ — LL SR 7
ZE L AEFT AR I B 5 B A AR R FF R AE T P —Fh el 2 PP FHH 54 . 7= il
FAROFEBOCR T FAANEFRFIHIRFR VEERIEA TR AT AR BT
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ETIER A R L F AR AR B F R AL — L2 ST, T ARAH ISR ACRE B HEA 5 38 m 1)
HEL P H AT J R 348 28 i o

[0258]  7F—uLsiiifiJy S, IRRHR OUBCH 9 A2 i 75 212 W 774 B LALE AT P AAL (0 95 20
BRI o 7 —LeSi il 7y e, —FhEk 2 AR AL S 1E 8 BT T ALAL I 2 W 50 A

[0259]  fE—Lesijiiy S, MR AL A AR N 15 B0 HUHR I R 2 2 7 00— 30 40 i 7
— BE SR A, 12 T B A R A A AR R IR A A A AR SR T R, 7R IR R A
A7) il FH A2 P55 24 O HR FHZL S0 DA Tk R L
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