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CLAIMS

What is claimed:

i A method for switching a patient who is currently being admuustered sodiam
oxybate to a mixed salt oxybate composition, the method comprising:

adnunistering a therapeutically effective amount of a mixed salt oxybate
{o a patient who has cataplexy or excessive daytime sleepiness with
narcolepsy and is being treated with sodium oxybate, wherein the
amount of the sodium oxvbate and the mixed salt oxybate are within
10% on an oxybate dosing strength basis.

=

The method of claim 1, wherein the mixed salt oxvbate comprises sodium
oxybate, potassium oxybate, magnesium oxybate and calcium oxybate, and
wherein the mixed salt oxvbate comprises about 5%-40% sodium oxybate
(Wi wi%}.

3. The method of claim 2, wherein the mixed salt oxybate comprises about 5%-
40% of sodmm oxvbate (wWtiwi%%), about 10%-40% of potassium oxvbate
(wit/wt%%), about 5%-30% of magnesium oxvbate (wt/wt%), and about 20%-
&0% of calcium oxyhbate (wi/wt%).

4, The method of claim 3, wherein the muxed salt oxybate comprises about 8%
mol. equiv. of sodium oxybate, about 23% mol. equiv. of potassium oxybate,
about 21% mol. cquiv. of magnesium oxybate and about 48% mol. cquiv.
calcium oxybate.

5. The method of any one of claims 1-4, wherein the patient is sensitive to high
sodium take.

6. The method of any one of claims 1-5, wherein the patient is in heart failure.

7. The method of any one of claims §-5, wherein the patient is hypertensive.

3. The method of any one of claims 1-5, wherein the patient has renal impairment.
G. The method of any one of claims 1-5, wherein the patient is at risk for stroke.
10, The method of any one of claims -9, wherein about 025 g-10.0 g, 2.0 g-10.0

g; about 3.0 g-95 g; or about 4.5 g-9.0 g of the nuxed salt oxybate is
administered per day.

11, The method of claim 10, wherein the mixed salt oxybate 1s administered twice
per day.

12, The method of claim 10, wherein the mixed salt oxybate i3 administered once
per dav.

13, The method of any one of claims 1-12, wherein about 4.5 g of the mixed salt

oxybate is administered per day.
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14. The method of claim 13, wherein about 2.25 g of the nuxed salt oxvbate is
administered twice per day.

15, The method of any one of clamms 1-12, wherein about 6.0 g of the mixed salt
oxvbaie is admuustered per day.

16. The method of claim 15, wherein about 3.0 g of the mixed salt oxvbate is
admunistered twice per day.

17.  The method of any one of claims 1-12, wherein about 7.5 g of the nuxed salt
oxvhate is administered per day.

18.  The method of claim 17, wherein about 3.75 g of the mixed salt oxyvbate is
administered twice per day.

19, The method of any one of claims 1-12, wherein about 9.0 g of the mixed salt
oxybate 18 administered per day.

24, The method of claim 19, wherein about 4.5 g of the mixed salt oxybate is
admimstered twice per day.

21, 'the mcthod of any one of claims [-20, whercin the mixed salt oxybate
composition is a hiquid.

22, The method of claim 21, wherein the concentration of the muxed salt oxybate in
the liquid is from 350 mg/mi-650 mg/mi, or about 450 mg/mi-550 mg/ml.

23, The method of claim 21, wherein the concentration of the mixed salt oxybate in
the liquid 1s about 0.5 g/mlL.

24, The method of anv one of clamms 1-23, wherein the patient is treated for
cataplexy.
25 The method of any one of claims 1-23, whercin the patient is treated for

excessive davtime slecpiness in patients with narcolepsy.

26, The method of any one of claims 1-25, wherein the mixed salt oxybate s
admimstered at bedtime.

27, The method of any one of claims 1-26 wherein the mixed salt oxybate is
admimstered at bedtime and about 2.5 h-4 h after the bedtime administration.

28 A method for treating cataplexy or excessive daytime sleepiness in patients with
narcolepsy, the method comprising

switching a patient who is administered sodium oxybate to a nuxed salt
oxvbate,

wherein the switching comprises admimstering a therapeutically
effective amount of the mixed salt oxvbate to the patient and wherein
the amount of sodinm oxybate and nuixed salt oxybate are within 5% on
an oxybate dosing strength basis.
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29 The method of claun 28, wherein the mixed salt oxybate comprises sodium
oxybate, potassium oxybate, magnesivm oxybate and calcium oxybate, and
wherein the mixed salt oxybate comprises about 5%-40% sodium oxvybate
{wWirwt%}.

30. The method of clatm 29, wherein the nuxed salt oxybate comprises about 5%-
40% of sodmum oxybate {(wt/wi), about 10%-40% of potassium oxyvhate
QL

(wt/wt%), about 5%-30% of magnesium oxybate (wt/wt%), and about 20%-
&0% of calcium oxybate (wt/wit%).

31 The method of claim 30, wherein the nuxed salt oxybate comprises about 8%
mol. equiv. of sodium oxybate, about 23% mol. equiv. of potassium oxybate,
about 21% mol. equiv. of magnesium oxybate and about 48% mol. equiv. of
calciom oxvbate.

32. The method of any one of claias 28-3 1, wherein the patient is sensitive 1o high
sodium mtake.

33, The method of any one of claims 28-32, wherein the patient 1 in heart failure.

34, The method of any one of claims 28-32, wherein the patient is hypertensive.

35, The method of any onc of claims 28-32, wherein the paticot has renal
impairment.

36, The method of any one of claims 28-32, wherein the patient 1s at risk for stroke.

37, The method of any one of claims 28-36, wherein about 2.0 g-10.0 g about 3.0

-9.5 g or about 4.5 g-9.0 g of the mixed salt oxybate 15 administered per day.

38, The method of claim 37, wherein the mixed salt oxybate 1s adnunistered twice
per day.
39, The method of claim 37, wheremn the mixed salt oxybate 13 administered once

per day.

40.  The method of any one of claims 28-39, wherein about 4.5 g of the mixed salt
oxybate is administered per day.

41, The method of claim 40, wheremn about 2.25 g of the mixed salt oxybate 1s
administered twice per day.

42. The method of any one of claims 28-39, wherein about 6 g of the mixed salt
oxvbate 1s administered per day.

43, The method of claim 42, wheremn about 3.0 g of the mixed salt oxybate is
administered twice per day.

44, The method of any one of claims 28-39, wherein about 7.5 g of the mixed salt
oxvhate 18 administered per day.
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45. The method of claim 44, wherein about 3.75 g of the nuxed salt oxvbate is
administered twice per day.
46, The method of any one of claims 28-39, wheren about 9.0 g of the mixed salt

oxvbaie is admuustered per day.

47. The method of claim 46, wherein about 4.5 g of the mixed salt oxvbate is
admunistered twice per day.

48.  The method of any one of claims 28-47, wherein the mixed salt oxybate
compaosition is a liquid.

49, The method of claim 48, wherein the concentration of the mixed salt oxybate in
the hiquid is from 350 me/ml-650 mg/ral, or about 450 mg/mb-550 mg/ml.

50, The method of claim 48, wherein the concentration of the mixed salt oxybate in
the higud 1s about 0.5 g/mlL.

A3
o

The method of any one of claims 28-50, wherein the patient is treated for
cataplexy.

4
N2

The method of any one of clamms 28-50, wherein the patient is treated for
excessive daytime sleepingss in patients with narcolepsy.

53. The method of any one of claims 28-52, wherein the mixed salt oxvbate is
administered at bedtime.

54, The method of any one of claims 28-53, wherein the mixed salt oxybate is
administered at bedtime and about 2.5 h-4 h after the bedtime admunistration.

55 A method for substitoting a mixed salt oxybate composition for a sodium
oxvbate composition 1t a patient treated for cataplexy or excessive daviime
sleepiness 1o patients with narcolepsy, the method comprising:

a. Determining whether a paticnt treated with a therapeutically effective
amount of sodium oxybate is sensitive to high sodium intake; and

b. f the patient is sensitive {0 high sodium intake, then adnunistering a
therapeutically effective amount of a mixed salt oxybate 1o the patient,

wherein the amount of the sodium oxvbate and mixed salt oxybate are
the same on an oxvybate dosing strength basis.

56.  The method of claim 55, wherein the mixed salt oxybate comprises sodim
oxvbate, potassivm oxvybate, magnesium oxybate and calcium oxybate, and
wherein the mixed salt oxybate comprises about 5%-40% sodium oxybate
(wt/wi%a}.

57.  The method of claim 56, wherein the mixed salt oxvbate comprises about 5%-
40% of sodiom oxybate (witiwt%), about 10%-40% of potassium oxybate
{wit/wt%%}, about 53%-30% of magnesium oxvbate {wit/wt%), and about 209~
80% of calcium oxybate (wt/wit%).
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58, The method of claim §7, wherein the mixed salt oxybate comprises about 8%
mol. equiv. of sodium oxybate, about 23% mwol. equiv. of potassium oxybate,
about 21% mol. equiv. of magnesium oxybate and about 48% mol. equiv. of
calciom oxybate.

59. The method of any one of claims 55-58, wherein the patient s in heart failure.

6(.  The method of any one of claims 55-38, wherein the patient is hypertensive.

61, The method of any one of claims 35-58, wherein the patient has renal
inpairment.

62, The method of any one of clatms 55-58, wherein the patient s at risk for stroke.

63.  The method of any one of claims 55-62, wherein about 2.0 g-10.0 g: about 3.0

¢-9.5 g; or about 4.5 g-9.0 g of the muxed salt oxybate 15 administered per day.

64.  The method of claim 63, wherein the mixed salt oxybate is administered twice
per day.

65, The method of claim 63, wherein the mixed salt oxybate is administered once
per day.

66, The method of any one of claims 55-65, wherein about 4.5 g of the mixed salt
oxybate i3 admunistered per day.

67.  The method of claim 66, wherein about 2.25 g of the mixed salt oxybate s
admimstered twice per day.

68, The method of any one of claims 553-65, wherein about 6.0 g of the mixed salt
oxybate is administered per day.

69, The method of claim 68, wherein about 3 g of the mixed salt oxybate is
administered twice per day.

70.  The method of any one of claims 535-65, wherein about 7.5 g of the mixed salt
oxvbate 15 administered per day.

71 The method of claim 70, wherein about 3.75 ¢ of the mixed salt oxybate is
adrunistered twice per day.

72, The method of any one of claims 55-65, wherein about 9.0 g of the mixed salt
oxvhate is administered per day.

73, The method of claim 72, wherein about 4.5 g of the mixed salt oxybate is
administered twice per day.

74, The method of any one of claims 35-73, wherein the mixed salt oxybate
composition is a hiquid.

75.  The method of claim 74, wherein the concentration of the mixed salt oxybate in

the liguid 1s from 350 mg/mi-650 mg/ml, or about 450 mg/mi-350 mg/ml.

39



WO 2021/133778 PCT/US2020/066561

76.  The method of claim 74, wherein the concentration of the muxed salt oxybate in
the liquid is about 0.5 g/mb..

77.  The method of any one of claims 53-75 wherein the patient is treated for
cataplexy.

78.  The method of any one of claims 53-75, wherein the patient s treated for
excessive davtime sleepiness n patients with narcolepsy.

79, The method of any one of claims 55-78, wherein the mixed salt oxybate is
administered at bedtime.
80.  The method of any one of claims 55-79, wherein the miuxed salt oxvbate s

administered at bedtime and about 2.5 h~4 h afier the bedtime admuustration.

81, The method of any one of claims 1-27, wherein the amount of the sodim
oxybate and the mixed salt oxybate are the same on a gram for gram basis.

82. The method of any one of claims 28-34, wherein the swiiching comprises
admimistering a therapeutically effective amount of the mixed salt oxybate to
the patient and wherein the amount of sodium oxvbate and mixed salt oxvbate
are the same on a gram for gram basis,
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