(19000000 @JP)

a0 00000 (A)

JP 2024-523876 A 2024.7.2

(11000000
0 0 2024-523876
(P2024-523876A)
(43)0 0000 06070 20 (2024.7.2)

GHooooao oo oooooooooo
O oooo 45/00 (2006.01) ogoooao 45/00 O0do0 ooo oooood
O oooo 11/00 (2006.01) ogoooao 11/00 O0do0 ooo oooood
O oooo 11/04 (2006.01) ogoooao 11/04 O0do0 ooo oooood
O oooo 31/5375(2006.01) ogoooao 31/5375 0000 OO0 OO0OOO0d
O oooo 31/5377(2006.01) ogoooao 31/5377 O0O0O0O OOO
Jododdddddoooooooooooo30000oooooa

(21)00000 0 02023-577376(P2023-577376)  |[(71)0 000 520282649
(86)(22)0 000 004060170 (2022.6.17) 000000000000000000
(850000000 006010250 (2024.1.25) 0ooooo
(860000000 PCT/US2022/033987 0000000 00000000 00
(870000000 WO02022/266440 000 0000O0000000000
(87) 000000 0040120220 (2022.12.22) 0000 000 00000000 O
(31)0000000063/211,673 0oooO0 oo
(320000 003060170 (2021.6.17) (740000 100095832
(3300000000000000 000000 OO

00 (US) (740000 100187850
(31)0000000063/319,035 000000 OO
(320000 004030 110 (2022.3.11) (720000 O00O000O000O0O0O0O0000O0

@Yo Uoooooooooooo

(81)00O0D0O0O0O

0O (US)
AP(BW,GH,GM,KE,LR,LS,MW,MZ,NA
000000

goooooo oooooooob oo

go00 DoOoooooooooooo

gooooooo oo goooo o
gooooo

4000000000000 0000000000000000000O00O000O00O0

(570000

gbobooooobobobooooobobobooooobobooobooboboboboobobo
oboooboooboooboooobooobOooOOooboobooOooooboobobooboooobooboOoooo
gbobooooboobobobooobobobooooboboboobobobobooobobo

10

20



e e s ey [ e s e [ e Iy

0000000
00000
Do0o0Ooo0O00
Do0o00ooO00n
Doo0oo0O0on
00000
NRIOOOOO
0Do0o0oaQ
NRIOODOOO
000
0DO0O00oa0
Do0o0Ooo0O0o
Do0o0O0oO0O0on
00000
Doo0oo0oo0o
0Do0O00oo0O00n
0DO0O000
NRIOOOOO
Do0o0o0oaQ
Do0o0oaQ
Do0O00oO0O00n
Doo0oo0oo0o
0Do0o00oaQ
NRIOODOOO
000
0DO0O00a0
Do0o0oo0O0o
Do0O00oO0O00n
000000
NRIOOOOO
Do0o00ooO00
0DO0O00oa0
D0Ooo0ao
NRIOOOOO
Do0O00oO0O00n
000
Dooooao
NRIOODOOO
Do0o0ooO0aOo
NRIOOOOO
000000
Do0O00o0O00
0000000
000000
NRIO (S,S)-O
Do0o00ooO00n
000000
Do0o0Ooo0O00
0
D0oOooo0aOo

O
O
O
O
O
O
O
O

@

gooad
gooo

oad

ogooan

JP 2024-523876 A 2024.7.2

0ooo0o0DO0O0O0o0o0oO
0000000 (NRID

gooooboobood

imgO0O08mgOOOOODODODO

2mg006mg0 00000000

ugogoad

gbooooboooboaoad

OdO06mgOdO36mgO0OdOnOdd

ogooan

50mg0

goooobooobood

0800mgOOO0O0OADO

10

20

30

40

50



s e e s e ey e e e s e e Iy

oS [ e e e [ e [ e e O [

SO oo ooo oogooz

O Oooogoogdg

3

Ooooooooooooooooodg
OJ
OJ
O
O
O
O
O
O
O
O
O
O
O
OJ
O
O
O
O
O

O

O

oooooood
O

OoOo0o0ooooooooooo0oooDoDoDoooooooogoogogogoogoog
OO0 o0oooooooooooooooDoooooooooodg
OO0 o0oooooooooooooooDoooooooooog
OO0 o0ooooooooooooooooooooooooogdg

OoOooo0DoDOooooDooooDooooOooo(osA)d

O

JP 2024-523876 A 2024.7.2

gooooooboao

goboogboboao

ooooooooouoooooooooooooooooobobooan
(Hoooooooooooooooooooooboooobooao(iino
uyugbouobooobooooooouobooobooobooobouoboado

goboboobooobogooboooboobooobooobooobogobooob
(hoooooooooboooooooooooopoooo@i)oobo
tooooooooouoooooooooooooooboobobbaob

gooogoooooooobooboobRrR-0b0O0O0O0DODODODOO

O O

O

yboooooooooooobOoooboooobooooDbDy(inyyoobooooODOOOD
cooooooooooooo@)yooooooDOooooboOoooooooooooao

oooag
oooogoao

ybooooooooooooooooDoooooooo(nyyoooooooooao
cooooooooooo@gi)booobobboooobDOoOoooboOoobobDOooobooooao

oo
gooogd

ybooooooooooooooooogoooogagi)booooooooooao
ocoooooboooobooOgo@gi)boooboooobOooobOooboDbDOoooDboOoooao

oo
gooood

ybooooooooooooooooboooooog@agi)booobooooboOooonDo
ooooooogogoggyyobooooooooooobobbDbDbDDbODDDbODODOOOO

gooad

booooooooouoooooooooooooRrR-000000O0O0ODO0OO0ODODODAO

oooboboobooooobooboaoadao
goooooboad

10

20

30

40

50



goooaoano
gooooao
ugbobooobogobogond
gbooooboobogogobogoboboobobooobouoboobboobboobnz2021060
17000000000 DODO0O0OeB63/211,6730 0002022030 11000000000
063/319,0350035 U.S.C. 8 119 (a)J 00O (e)00DOOODOOODOO
gooogoan

O

I == e e e s e e e e e Ay
000000 oooo0Do0oo0o0D0Do0Do00o0o0Do0Do0D0DO0o0o0o0Do0Do0DDo0DO0Oo0Oo0o0o0Do0Do00DODoOoOoOaoQ

O0Ooo0oooao
O0Ooo0oooao

OOo0Oo0oooooao

O O0oogoo
O 0Ooogoo
O 0oo0goo
O 0oo0goo

OooooooooooDoooooooooooao
OooooooooooDoooooooooooao

O
O
O
O
O
O
O
O
O

O
O
w

a
g

[y R
[ [y R

Oo0oDoooegOoooooooo0 o0 oo oooooooooooaoo
e e Y Y == S e e e e e e e Y Y o Y o e e e e e e o Y o Y Y e s [

O0Oo0oo0oo0oao

O

O

O

O
O
O
O

O
OJ
(]
O

OooooooooOod
OO0 oDoDooogogg
OoooozZz2o0ogogdg

O

2mgQd O

ogao
udaao

0

O

gooo
gooad

000 (0SA)D

OSAD

O

0

O Ooogo

X

O Ooo0oooo

0000
(s,8)-0
ONRID
afalals
0000
afalalls
0000

¢g0000D00D0000D0000D0O0O0D00D0D0O0O0O00ONDOoDOoOOooan

000000000000 00000D000000D0000000000

10020mg00C000000C0C000000000000000000

000000000000 00000O00000000R-0000000

000000000000 00000O000D0O0OOO0O0ONDOoOoOoOoooan

0000000000 D0000012.500200mg000000000

000000000000 00000D000000D0000000000

ogooo

O O
O O
O O
O O

OOoooobofbooOgodg
OO ooobofbooOgodg
OO0 ooobofboogoodg
OO oood0dooooag
OooDoo00oooao
OO0 oDoo0boooao
OooDooo0oboooao
OO0 oDoo0oboooao
OO ooobofbooogodg
OO ooOoobofoooogdg

e O e e T e P e I O e Y e = O s A o M s
OoooDOoOoo3oooooXOoOooon

Oo0OoOoofgogoao
Oo0OoOoofgogoao
Oo0OooOoofgogao
Oo0ooOoogodoao
OO oogoao
OO0 o0oodoao
OO0oo0oo4doao
OO0oo0oo4gooao
O0OO0Oo0gogoao
O0OOoogoao

4

O

JP 2024-523876 A 2024.7.2

gooooboooboobogoboobooao
gbooobooobogobooooboad

O

O

oooooooooooooooao
oood

O

O

ooooooooooooooooao
0000000000000 (CNRD)O

O

01000 oboobobbooooooogodd
goodoouoooooobbobbooooad
0000000000 oDooDooooon
goooouoooooobbobboboooad
000000000 o0oo0Doo0oo0oooao
(edivoxetine)D OO O OOOOOGGd
NRIDOODODODODOODODODOOOOOO
goodoouoooooobbobboboooad
godododouoooooobboboboboooad
O0O0000D0000O1mgO0O8mgO
goodoouoooooobbobbooooad

g oo0oooOooooooooooooooooooooao

gboooobobooobooboag
oooooooooooood
gooboooboooboooobao
gboooboooboobod
oo
g o
oad

OO O0ooo.g

0o0ooooooooooaod
5mg0d O050mg0d0OOdnOanO
oooooooooooao

T e O A o M
e T e e A o M
Opgpoo0OO0o0Q

6

10

20

30

40

50



I e [ e e e e e e s e e [ e e e e e Y T [ Y [ |

I e s e ey e e e [ e

Oo0oo0ooooo
OoOoo0ooooao
OOoo0oo0oooao

O
O
N
o

oo o0oooooooOo oo oo oo oDooDoooo0o oo oDoDoDoDoDoooOoo0oooooao

Oo0oo0oo0ooooo

Ooooooooooo oo ooooooooooooooooao
Ooooooooooo o oo oooooooooooooooao

OO0 o0ooooo
O0Ooo0ooooog
OOoo0ooooaog
OOoo0ooooaog

O

O

O

ODooOoooO3ooooooo

O O0Oo0Oo0oogoo
O 0Oo0Ooogoao
O O0Oo0oooo
OOoo0oooo
OoOoo0ooooo
OoOoo0ooooo
OoOoo0ooooo
OoOoo0oooo

O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O

O O0Oo0oo0oo0oo0oao
O O0O0OoOoooao
OO0 oOoooao
O O0O0goooao
O OooQgoooao
O 0OooQooooao
O 0Ooo0ooooao
OO0 oooao
O O0Oo0ooooao
O O0Oo0oo0oooao
O 0Ooo0oo0oooao
O O0Oo0oo0ooo0oao
O O0Oo0oo0oo0oo0oao
O O0Oo0oo0ooo0oao
O O0O0OoOoooao
O O0O0ooooao
O Oo0goooao
O 0OoQgooooao
O 0Oo0ooooao
O 0Ooo0ooooao
OO0 oooao
OO0 oooao
O O0Ooo0ooooao
O 0Oo0oo0oo0ooao
O 0Oo0oo0oo0oo0oao
O O0Oo0oo0oo0oo0oao
O O0Oo0oo0oo0oo0oao
O O0O0OoOoooao
O O0O0ooooao
O O0goooao

O O
O d
O d
O d
O
O
O
O

g

Ooooooooooooo0o0ooooooDoooooooooDoDoD ooocooooOooao.o
O
O
O
O
O
O
O
O

O
O

O
O

(5) JP 2024-523876 A 2024.7.2

goobooooboboooboooboobooonnb
O50mgb0O0800mgUiO0O0Oooooonon
goboboooboobooobogogbooonb

gobooboboooobooobogobooonnb
gbobooobooboooboaoobooaodan

ogoood
ooooao
gooodg
boooooooouoo1l1ogo2omgddoonoonoan
goood
gooaogao
oooogoao

O
a
u
g
u
O

oooooooood

oooooouooooooooooooos

gubooooOoobooOoobooobooboobooboobbooboboaa

00000000 (0SA)D0O00O0O0O0O0O0O0O0O
0000000000000 0O0O00O000O000O
(non-fully)D0 0000000000000 O0000O
00000000000 O0OO0C0OOO0OONRIDOOOO
000000000000 O0O0O0O0O0O000O0000
000000000000 O0O0O0O0O0O0O00O00

O
O
O
O
O
O
O
O
O
O

O Oooooao
OOooooao
O0Ooo0oooao
O0Ooo0oooao

oooooooooooooooooooooooao

001000000000 0000000000000000000000000
(EEG)0D0O0DOODOODOO
0DoOooo0O0ooooon
OoOoooOoooooon
0OoOoOooO0ooooon
2A0 0 02B0O 0 OSAL
0Oooooo0ooo0oon
OoOoooOoooooon
0ooooooooooo

O

O

a
O
O
g
u
g

gooogogobooaoao

OoDoooDoDooooDoooo30o0oDoooo0Ood
000000000000 (ventilator effort)0d
0OoDo0oo0DoDo0ooo0Do0oooo0DoooDoDooDoDOooaon
oo

0000000001600 000000AHIOODO
0(0000U00ou0d4%000)oooooooooao
0OoD0o0oo0DoD0ooOo0Do0ooOoDoooODOoDoooDOooOon
Oo0O0oooDoDooooDooooDoolo000oo0o0ao

10

20

30

40

50



OooooooooogoQgg
Oooooooogogoooao
Oooooooogogogoooao
Oooooooogogogogooo
Oooooooogoogogooao

O

OoOooooooooao

O

(6) JP 2024-523876 A 2024.7.2

ooooooOoooooooogoooDOogoooDooooDooooDoooao
oooooooooooooooooOogooobooooboobooooDoooao
10000000000000(ventilatory effort)D 0000000
ooooooOoooooooogooobogoooooooooopooooao
ocooooooooboooobobooooOOooobDOoooboDbDboDOooboDbDOoooao
oooooooooao

O 0Ooo0oo0ooao

ooooooouoououoooO0ouUEeEGODOOOOOO0OOODODUOUOUOOOO

(Ob)boooobDODODOOOOOOOOOODODODOUOODUOUOUUOOoOoOoOoo
cooooooooooooo(on)yoooooboooobppooopobooooao
ocoboooobOi10oo0DO0O0oobobOO0ooobOo(obobobooboi1o0O0Db0DDODOODOD

yoooooo((oooooooooooo)yoooooooooooooooo-oooad
O(AHINHOODOODOOODO(Ruehland et al., The new AASM criteria for sc
oring hypopneas: Impact on the apnea hypopnea index. SLEEP 2009;32(
2):150-157)0

ooooodd
gb0i1000000o000o0obo0oo0oo0ooo0oob o000 oo ooDoDooobooOooan
(EEG)D00D0O0OO0DDODODODDOODODODDOODDOODDO30DO0O0O0ODODOO0ODoDODOO0OaO
A o o o A 0 R A W A W A A R A
I I I I I I 6 6 O B A B A B A B A O R A B N A O B N

O
a
O
O
a
u
g
a
O
a
O
A
g
u
g
a
O
a
O
a
g
u
O

O

oad

O

OoDooo
OSA 000000000 OUOODU((IODOODODDD1IS5000AHIODOOOODDODODO
010 000005000AHIN)00D00O0OD0ODODODODDODODODODDODO1I5%9000000000
5000000000000 03000000000OCSADCD DD ODODODUOUOBOOOO
OoD0oDo0ooDoDOoDoooDOooosA0DDO0DODDODOUDODDODODUDODODDUOODODDODOODOO
OD0D0O00D0DO0OO0OO0OD0O0oOSADDODODDOOOD (comorbidity)DODOOODOO
o000 ogoooooooooooooooooDoDoDoDoDoooDoDooo/
O0O00DO0O0DbODO0OO00(Young et al., WMJ 2009; 108:246; Peppard et al.,
Epidemiol 2013; 177:1006.)

ooao
00000000000 OooOOoOO0O(CPAP) DODODOCPAPODDODODODODODODOO
0000000000 oog8swdCPAPODDDDDODDUODODODODODUODUODUODOOGOO
ODODCPAPODOUODDODODODDODODODDODOODDODODODDODODODODODOODOOO

O

O
a
O
J

a
u
g
a
3

ODoooOoOo~-SOo0O0OoOoO3o00ao0

O 0Ooo0ooogoo

O

O oOooo
I [ R |

O

O

Weaver,

O
g
g
g
O

O

0%(80%D D) ODDODOOODODOODODOO(non-adherent)D0 0000 O0O0DOO

Proc Am Thorac Soc. 2008 Feb 15; 5(2): 173-178)0 000 dd
000000000000 oDO0oOo(low) 0o ooDOo(5w)boooooOooao
00000000000 ooDoDoooDooooOoao

gogoouobooobooooooboooobooobooboobooooboadao
tooooouoooooooooooooooooooooooooooao
OoDOooosA00OO0DOOOCDOOODOOODOOODODUOODODOPTroia

and Hudgel, Chest. 1991 Aug;100(2):416-210 Brownell et al., N Engl J
Med 1982, 307:1037-10420 Sangal et al., Sleep Med. 2008 Jul;9(5):506
-10. Epub 2007 Sep 270 Marshall et al. p. 2008 Jun;31(6):824-310 Ecke
rt et al., Clin Sci (Lond). 2011 Jun;120(12);505-140 Taranto-Montemurr
o et al., Sleep. 2017 Feb 1;40(2)0 0O

gooooao

10

20

30

40

50



(7 JP 2024-523876 A 2024.7.2

ato-oxyl oo oogogooobobobooobooooooodd
000000000000 oDoDOoOoooDOoOoosAODDOOD
goboo0obdato-oxyd o OooboSAODUODODGODOOO
gdodoouooooobobbbbtbdddouooooobboobano
(proof-of-concept)0 000000 DO0DOODODOOODNO
0000000 b0oo0Do0oobuooDooboooosADOOD
O O oo O O gooooogogdTaranto-Montemurro, L. et al., The
Combination of Atomoxetine and Oxybutynin Greatly Reduces Obstructiv
e Sleep Apnea Severity. A Randomized, Placebo-controlled, Double-Blind
Crossover Trial. Am J Respir Crit Care Med 2019 May 15;199(10):1267-
12760 00O

O Ooo0oooo
OoOooooooo
O Ooo0oooao
OoOoo0ooooao
O 0Ooo0ooOooao
O 0Ooo0oo0ooOoao
O 0Oo0oogoao
O0Ooo0ooooog
OOoo0ooooaog
O Oooooao
Oo0oo0ooooog

g
O
g
u
g
g
O
n

ugoodaoano

O ooooooooouoooooooooooooooobobbDbODbODbOOODODODnn
a ogooogano

a ooano

O O

a oooboboobooobogooboogooboooooboooboobooboobooobooboan
u coooooooooooooooobOooooDooooboog(booooboOoo
O O(0OSA))bODODDDO((ODOOOCOOOO)DODODUODUOUUOUUUOUOUOOOoOoOoooo
a ugoobooobooboooooobooooboooobooobooboobooooboaoadan
O ooooooooooooooooooooooooooobbDbODbODbODODbODOON
1 oooooboobooobooooobbooobooobooboobooobnn

P
— O

ooooooooooooooooooooobobboboboboooODbO0oODbODOO0Oano
OONRIODOOOOOOOODOODODOODODDODDDDDDDODDODODODODGO

OoOO0O0oo0OO0OO0oO0oo0OO0OO(treat) 000000 DOOO0ODODOODODDODOOODO
giobogoooobooooobooobooboobooboobbooboo
oo/0000000CO(O0O0DOO0O0DOOO)yOODODODDOOODOOO
ooO((oooboO0)ybboooDOOOoODODOODODDOOODO/OOODOODOD (
fragmentation)D 0O OO0O0OODOOODODOOODOOODOoOsSAODDODOOOGO
oooooouooooooooooooooooobobobDbAHIOOOOOOO
OosAOD00O0O0DOO0DDODODUOODDOOODDOOODOOO(PSG)ODDOODGO

O

o
ud
od
od

OoOooooao

I T e O Y Y [ L A o

gboooooooboobogogboboboboooboobogoboboo
ugbobooobooobooboooboobooboocobooobooobooboao
ooooooooooooooboboboboboboboboooOooooOn0an
gbooooboooboobooobooboboboooboobooboboao
ooooooooooooooooboobobobooOooOoOoOoOOoOoOO0an

Oooooooooiof0os OO0 o0o0zZzgooooooooOoo
Oo0o0oo0ooooao
Oo0o0o0gooooao
Oo0o0o0gooOoooao
O 0Ooo0oo0ooo
O O0Oo0gogoao
O O0Oogogooao
O Ooogogooao

O

gogoboboooooobobooobooboooooobooboobooboblobl
ioooi10000000100001000000C0C00000O0O0OO0OO0O0OO
uoobooboooboboooboboooboobooobooboao
1506000000000 D0O0ODDODODODOO0OO0OO0OO0OO0OOO
ocoooooO0ooooooooooobogooooOovrso
oooooooooooooooooooooooao
ooboobogoobobooobobooboobooboDboao
uobouobooobooobooobooobooooboad

O 0Ooo0oo0ooOoao
O 0Oo0oo0ooOoao
O O0Oo0oooao
O Oo0oooao
O Ooo0oooao
O Ooo0oooao
O Oooooo
O Oooooo
O Ooo0oooao
O Ooo0oooo

a
O
a
O
g
u

I e A e e e Y i = J [ Y i Y o [y |

OooQoooooao
OOoo0oooooao
Ooo0oooooao



e A e e e e s s [y s [ |

®) JP 2024-523876 A 2024.7.2

ooooooooooooooooooooooooooao
goooobooboobooboobooboobobooboboo
iooogobooooboooboooboobooobobooooboaodo

gooooboobooboboobobooboobobogoboboao
gboooobooboooboooboooboooboooooboaa
ooooooooooooooooooooooooooao

OO0Oo0oo0oo0oo0oao
OO0 oO0ooogoao
O O0O0ooOooogoao
O Oo0Ooooogoao
O0Ooo0ooogoao
OOoo0oooao
OoOoo0oooo

g
O
g
u
g
g
O
g
g
O

Ooooooooooo
Ooooooooooo
Ooooooooooo

ocooooooooobooooboboooboobo((oooboooobooobDobOoooao
goobooobooboobogobogoobooobobooobooboobooboobno
gogoouobooobooooooboooobooobooboobooooboadao
tooooouoooooooooooooooooooooooooooao
gooogogooboa

oooododo0ogogoggooooooooooooooao
00000000 gooooooooooooooooao
(darifenacin)D DD OODDODOODODOODODOODODOAO
OO0OO0OO0O0O0O(anisotropine)l 00 00DO0DODDODORDO
O(cycrimine)DDDODODDODDODDODDODOOOOODODODOGO
ooooooogogogoooooooooooooooao
(methixene)DOOODODODDODDODDODDODOOODODODOOOO
00000000 (procyclidine)DODOOODOORDO
00000000 gooooooooooooooooao
00000000 ogogogoooooooao

OOooooooood
OO0 ooooooogd
OO0 ooooooogd
OO0 ooooooogd
Ooooooooogdg
Ooooooooogdg
Ooooooooogodg
Ooooooooogdg
Ooooooooogdg

gooooboooboobogobooboboooboobogobobooan
ooooooogo((ooooooOooooOoOooobooooDoDOoooo
oo)0oooooobOOo(obobooobOO0oOoboDbDOoOooDbDDbOOoboDbDO
ooooooooooOooo)yhooooog((booooopooooDOo
)yOooooooooooooooooooooooooobOOoooboDoboDOoooboao
oooo((bogoooOoOoooO0oOoooDOoOoooD)ybooopoo((oboooao
ocoooooooo)boooo0ooooOOoOooobobOoOoobDOoOobDbDOoooboao
gogno

O 0ooo
O 0O ogo
O Ooogo

ugbobooobooobooooooan
oooooooooooooooao
gbobooobooobooboooanb
O

O 0ooo
OO oo
O 0Oooo
O 0Oooo
O oOooo
O oOooo
O 0Oooo
O oOooo
O O0ooo
O 0Oooo
O 0Oooo
O 0Ooo
O 0Ooo
O 0Ooo
O Oooo
O Oooo

O0o0oooooo O O00o0oo0D0D0ooo0DooooDooooDooooOoao
O0Do0oooooo Ooo0Do0ooDoDoDooDoDooooDo0OoooDOooooDOoOn
I o o O O A A
ically or otherwise undesirable)D 000 OODOOODOOODODOOO
0oo0ooo0oDU0oooDU0ooo0Do0oo0DO0DU0oDoODO0DU0ooDoDoDoooODOoDOooDOoOnn
000000000000 o0o0Do0oo0Do0Do0o0Do0Do0Do0o0ooDo0Do0oo0OoDoDooDoDO0ooOaon
00000000 oo0D0oo0o0Do0Doo0Do0DU0o0DoODo0DU0oo0DoODoDooOoODOoDOooODOoOn
0
O
O

O
O

e Y e Y Y
O

Ooooooooooooo oo oDooooooooooDoDooooogoooaoQg

o
-

I:II:IDI:II:II:ISIDI:II:II:II:II:II:II:IDDDDDDDDDDDDDDDDDDDDDDDD

gobooobooboobogogoboobobbooboobooboboo

s Y I sy e e ) e

OoOo< Oooo

uogbobouobooobooooooboooboobooboobooobooooan



OoOoo0oooooo
OoOooooooo
Oo0oo0ooooo
OoOoo0ooooao
OOoo0oo0oooao
OoOoo0ooooao
O0Ooo0o0oooao
OO0 o0ooooo
O0Ooo0ooooog
OOoo0ooooaog
OOoo0ooooaog
Oo0oo0ooooog
OoOoooooaoo
OoOoo0oooooo
OoOoooooo
OOoo0ooooao
OoOoo0ooooao
OoOoo0ooooao
OoOoo0oo0oooao
O0Ooo0o0oooao

) JP 2024-523876 A 2024.7.2

gbooooboooboobogoooodao
oooooooooooooooooao
goooooboooboobogogobobooao
1000200 000300000¢0¢0
goooooboooboobogogobobooao
gbooooboooboobogoooaoadao
oogoz2-0000oo0oooooooooz2

OoOoooogood
Oooooogood

-bogobooooooobooooboooboobooboobbobbooboobognb

ooooooooao
goooobogao
gbooooboadgano
goooobogno
goooobogan

Berge, SM. et al.

90 00)
Oooo0o0o
0oo0o0o0O0O0o0o0ao
000000000
0oo0o0o0O0O00o00
oooo0oao
000000000
000000000
oooo0oooo
oooooao
000000000
0oo0o0o0O0O00o00
000000000
000000000
oooo0oao
0Do0o0o0O0O00o00
000000000
0oo0o0o0O0O0o0o0ao
000000000
0oo0o0o0O0O00o00
000000000
000000000
000000000
000000000
0Do0o0o0O0O00o00
000000000
000000000
000000000
000000000
000000000
000000000
NRIDOOOOODO
OO0O0ONRIOODO
Oooo0o0o
0oo0o0o0O0O00o00
a-(2-000000

O O0Oogoog
O0Oooooo

O 0Oooo
O Oooo
O Oooo

O

O
O

O

0o0o0o0oooooooooooooooDoDoDoDoDoDoDoOOoODao
Jodododooooooooooooooooooooon0ongN-
0o0o0ooooooooooooooooDoDoDoDoDoDoDoOoODao
0000000000 oooooooooDoDoDooDoDooo0oo0ao
Jododoooooogooooooooooooooooooao
Pharmaceutical SaltsOOJ. Pharm. Sci., 1977;66:1-1

oooooooooooooooobobobobooboOoooonbano
gooooboobogogoboooobooboobooobooboonn
ugbobooobooboooboooooaoadao

ooooooOO0O0oobODOooobooDOoOob(1oooobooo)ybooo
oooooooooooooooooobobDbDDbDDbDDDoOOoOOD0OD

gooooboobogogobooobooboobooobooboodnn
/0000o0oO0oOfoooooooooooooooooooDao
goobooobooboooboboobobooboobogooboooann
ugbooboooboobooobooooboboooboobooobooboad

OONRIODODOODODODODODODODODODODOODODOODOC(CNSRI)

OoooogooONSRIDODODDODDDDDDDDDDDODDOOA4-0000
Cp-39,3320000000CO0C0O00000OUO0OOOOOOOOOO
goooooboooboobogooboooobooboobogoboboonn
gbooooboooboobouooooobooobooooboooooadao
NRIODOOOOOODDODDODDODODDODDDDDDOOOOO(NNRN)OOO

O
O

OO0 oooooogooadg
OO0 oooooogoooag

UONNRIODOODODOODODOOODODOODODOODODOODOODODADO
ooooooooooooooooboobobbobobooooof0an
gboobooobooobooobooboboooboooboooboooan
oooooooooooooooobooboboooboODoOoOoOonban
gbooboooboooboobooobooboobooboobnnb
ugbbooouobouobouoboooouobooboouoboooboooaoan
gbooooooobooboONRIDDOOODODODDOODOO
ugbboobobooobooobouobodoNRIOD4-000000
Uooouoooooooooooooooooobobn0O00NRI
gbooooboooboooboooboooboooboooboooodan
oooooooooooooooooooooooboboo0oO0Oao
gooboobogoobooboooboobooobooonb

2-((2-000000000)0000)000)00O0000002-]
000)0DODOD0]-00000000000000000000G00

10

20

30

40

50



(10) JP 2024-523876 A 2024.7.2

000000000000 D0OO0D0O0OO0O0O0OO0ODDOO0DOOODOOODOOOODOOO0R,R-
0D00s,s-0000000000000000000000000O000O00000S,S
.-000000000000000000000D0D0D0DO0DND0DO0O0O0DO0O0O0OO0O0O0GOoO
000000000000 O0OO0O0O0O0O0D0OO0O0D0O0O0O0OOO0OO0OOO0O0DOOOOoOOoooO
0DO0O000

DO0O00a0

0000000000 (1R)-2-(5-0000-2-00000000)-1-[(2S)-0000O
-1-(0000-4-00)00000000000000000O000O0000
0Oooo0O0O00o0o0o0oan

0

N
O

O

O

ocoO0o2-[(2-00000C0O000)OO0O0JODO0O0O0DO0OOOCDOODODO
booobooooooooouooooogooao

O

Doo0O0O004-000
4-(0000000)0
00O O

ooo-2-000000000D0D0DO0DO0ODUOOOd
-2-0002-0000000-2-00000-2-0
goboobooooboobooboobooboao
Oo0ooOR-00O0S-000O0O0OUO0OOOOoOO
goRrR-00b00O0O0OOOoO0DOODOOnD

a
O
g
O
g
u OoooooooboboOo((RrR)y-00O00DO0O0

O Oooo
O Oooo
O Oooo
O Oooo
I Ry |

g
O
g
u

Oo0Ooo0Oo0oooao
O 0Oooo
O 0Oooo
O 0Ooooo
O oOoooo
O oOoooo
I B Ry |

O

0
00

2mgU0012mg0 00000000000
ooobooboooooooouoooooooao
od gobO01lmgOOdO8mgO0O0nooooOOoOOnO
ud Oooboooooooooooo.5mgdde
goooobooboobouobogobogobobooboobooboobooboobo
2mgU0 0 6mg0 00000000 DODODDODODODODODDODODODDOOOOOOOODRGO
toooodooouotd4mgubbbbooooooooooooobooOoan
oooooouoououoooooooemg00ooooooooobooOO
booooouoouoooooooooooooo2zmg0000O0oOoOOOO
oooooououoogoooooooooooooooooobobo3mgboO
g
ocooooooooooooooooOobUoooOobOOoobODDbODOooDoODDOoOo(s,s)-
oooo0o0o0oogogogooooooooooooooooobbDboDboDnD(s,
)-ooooooooooooooooooooooooooooooogs,s)-oooboao
ooooano

Oooooooooooooooo
Ooooooooooooooooao.o
Ooooooooooooooooao
Oooooooooogoooooo

O 0o oo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo

O e e e Y e Y e e O e Y e Y e e e e e O e Y e Y e e e e o O e A e A
O 0Oooo
O oo o

O0oo0o0ooooao
Oo0oo0o0ooooao
O0o0o0o0oo0oooao

O

goboboobooobooooooooooboooboooboobooboobooan
oooooooooooooooao
gobogbogoobooooobooobooilsgeonoboobonoonOnO

O
OJ
(]
O
O
O
O
O
O
O
O
(]
O
O
OJ
O
O
O

gooboboobooobooooooobooooboooboooboobooobooaaodan

goobooboooboooooooobooooboooobooobooboooboobooan

goobooboooboogoooobobobobooboobooboboobaiaod
goobobouobooobooooooooboooobooobooboobooooadao

e e e e [ 2 [ e e = e e e [ e Y s [
Ooooooooooogogodg
Oooooooooooogoogodg
Ooooooooooogogodg
OooooooooooOgooOgod

Oooooooooogoogogogogoao



gooaoao
ooooad
goooaod
goodad
goooaod

o O0boooooooooooooooooao

OoOoooooooo0 oo oDoiobdpgb0b00gpg 00D O0DO0DODOODODOO0D OO0 OO0 oooo

'DO0O0dTOO0Oo0DOoOOo0ooDOoOo0OoDoOoOOoooooogoao

Q

oooooooofdoooooDood o000 oo Ooo0DoDo0o0oDoDoo0oooooOoooogoQgao
OO0 oDooOooDooOoooDooooogoge ooad

Ooo0oooooooogogoooo

goano
goao
uoano
oggdd

s3]

O

O

go0obo0l100mgdO500mg0ddnO

O

s O oOoOgoOoOoOoooooooooodoooOoogdao

oo oooooo e o0Oo0goOoooo

O

(11)

JP 2024-523876 A 2024.7.2

booooooooooooosoosomg0000oooooboOOoOODODDODRDO
oooboobogoobogogoboooobooboooboobooboobooboboobonob
booooouououooooooooooboboemg036mg0 000000
goooobogoobogooooobooboobooboooboobooboobDbogém
gU020mgU0000C0O0OOOOOOOoOoOoOoOOOOOODDODDDDDODDDDODODOGODRGO
booooo2o0mgdd3emgiddouoooooooooooooboDOOaD
Ooo0oooouooouooooooooobi1iomgdd025mgO0 000

O

[ Ry |

o O0ooooooooood

OO0 oDoog®oogaog

O

O o O

O
g
u

O
O
O
O

|

O O

O oo0d

O Oonod
O oOonod

0
g
U

0
O

O g 0o o
O o oo
O g oo
O g oo
O g o O
O o oo
O o o0o o
O o 0o o
O o o0o o
O o o0oo
O o o0o o
O o 0O o
O oo0d

O
g
U

O

O O g

O O g
O oOooo
O oOooo
O oOooo
O oOooo
O oOooo
O 0Oooo
O 0Oooo
O O0ooo
O 0Ooo
OO oo
O 0Oooo
O 0Oooo
O oOooo
O oOooo
O oOooo
O oOooo
O oOooo
O oOooo

O

O
g
u

O

O

O
g
u

O

O
g
u

O

O
g
u

O

O
g
u

O

O
g
u

O

O
g
u

O
g
g

O
g
g

ooad

O
g
u

O

O

0

O
g
U

O
g
U

O
g
u

O
g
u

O
g
u

O
g
u

O
g
u

O
g
u

O
g
u

oooooooood
goooobogoonn
is506o0000000

gooooobooooan

goooobogoonn

oooooooogo1

ooooooooooooooooooan
ooooooooooooo((booooobobboDboooOoQoOoDboOoo
O)yOooooooooooooooao

O g oo
O o oo
O g oo
O g oo
O g oo
O o oo

O
O
O

O
O

O
O
O
O

oooooooogod
oooooooooo
ooooooogoao

oooooooood
Ooooooooogod
12.500200mg0d

Ooooooooogod

2.50050mg000O0DODODDDODDODDODDDODDOOOOOODODDODDODDODODODOOOO
booooooooooosobonozoomg000bbbOODODDODDDODODOODOO
oobooboobogoobooobobboboboobogo2500100mglr 00O

O

g
O
g
O
g

oono
ugobobouoboooboooboboooboooooboooobooobooboobooooboaoadnon
ooooooooouoooooooooooooooobobbDbODbODbOOODODODnn

booooooooooogsoogosoomgooooooooooOonOoan
oooooouoooooooooooooooooooooooooooao
booooooooooooooosomgo3ocomg00o0o0oooO0OOO
ooooooooooooooooooooooooobbDb300mglO D
soomgOOOOOODOOOOOOOOOOOOODODOUOOUOUUOODODOOOOoOoOooOoOoOo

10

20

30

40

50



e e e e e e e e e I

e e e e e e e v Iy

e v e e e e o B v Ay Ay

Ooooooooooooooooooooogodg
Ooooooooooooooooooooogodg

Ooooooooooooooooooodg

OO0 o0oooooooooo o0 oo oDoDoooooogo
Ooo0ooooDoooooo -S40 oDoooooogogoogooaog

Oooooooooooao

O O0oo0oo

g
g
u
g
O
g
O
O
g
u
g
O

(12) JP 2024-523876 A 2024.7.2

ooooooooooooooooboilisbobeobbbDDODDOODOOOO

gboobobooboobouooboooouobooboooboobooodan

gboooboboooboobooboobobboooboobooboooan

gooooboooboobooboobobboobooboobblonn
gbooobobooboobogoan

tooooouoooooooooooooooooooooooooooao

O

O 0oo o
O 0O oo
O Ooogo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo

I o R |

O OO
O O oo
O Ooogoo
O Ooogoo
O 0Oooo
O Ooogoo
O 0Ooogoo
O 0Ooogoo
O O0oogoo
O 0Ooogoo
O 0oo0oo
O 0o o0oo
I I
O O ogo
O O oo
O 0o oo
O Ooogoo
O Ooogoo

O

ocoooooooooooooDOoooOOoR-0CO0O0DODDO)YODODDODODODOO

goobogogboooboobao
gooad
goboobooooboobao

O
O
OJ
OJ
O
O
O
O
O
O
O
O Od
O d
O O
O d
O O
O O
O O

O
O
O
O
O
O
O
O

ooooooogoao
gooooobogao
12.500 200mgO
goooobogao

O 0Ooogoo
I [ [y
O g oo
O g oo

U g

2.50050mg000O0O0ODODDODODODODDOOOOOOCOOOODODODUODUOOOOO
ooooao
ogooaad

O

|
|

O oo d
O oOood

O
O

O
|

O
O

I [ |

O o0oo0ogao

]
]

|

|

gboooobobogosobgz2o0o0mgl0b0b0oo0boobOoOobDbOOOnO
oooooooooooooooboboobo2500100mgOO0OO0OnnOAnO

ooooooooooooooobooobooboboDoOoODoOOoOoOOoOOoDoOnbOnO
ooooooooooooooooooooao

gbooobobooobooboooboooobobooobooboobooondan
booboobooooouooouoooooooao
gboooboboooboobooboobobboooboobooboooan

O
O
O
O
O
O
O
O
(]
O
O
O

ooooooooooooAP)ODOOOODODO0OODODDODDODUOUOUODOOO
gogbouooboobooobogooboooaodanb
goooboobooobooobogoboobboooobooo

OJ
O
O
O
O
O
O
O
O
O
O
O

gbooogbobDAPIOODOODOODODDODOODDOODODOODOODDOO
oooooooooooooooboooboboboboDbOoOoOooOooOoO0anO
(dooogoooDOoOoooQoUoo)yhbooooDooooDog(oboboooao
)yOoooooooooooooboooobooooooooboooooboDbooo
goooooboao

ooooooooooooAPIODDODDODDDODDODDOOOOOCOOODODOOO
UoogoApPIODODOODODDDDODDODDODDODDODOOOOOOOOOOOOOO

10

20

30

40

50



(13) JP 2024-523876 A 2024.7.2

gobogAPIODDOODOODODOODOODODDODOODOODOOO

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

Oo0o0oooooooooooooooao
O
OJ
(]
O
O
O
O
O
O
O
O
(]
O
O
OJ
O
O
O
O
O
O
O
O
[
O
O
O
(]
O
O
O
O
O
O

g
g
u
g
g
g
O
g
O
u
g
g
O
O
g
O
g
g
g

gooboboobooobooooooobooooboooboooboobooobooaaodan
ocoooooODOoooboOO0oooboDOo0O0ooDbODR-0000000O0)O
goboboobooobooooooobooooboooboooboobooobooboaoan
boooooooooooooooogooao

O
O
O
O
O
O
O
O

gooooobogoobogooooooboooboobooboobooboobooann
gogbouooboboobobooobouoboooooaodao

O Ooo0ooooooooooooooDoDooooogogoog
e e s [ B |

O0Oo0oo0oo0ooao

g
O
O
g
u
g

Oooooooooooo0oo0 oo oDoDoooooogogQgoog

O 00000000 Qoo0D00oo0D0O0O0D0D00OO0D0D0D0OO0DDU0OO0OO0D0ORemingt
n: The Science and Practice of Pharmacy, 21st ed., 20050000 000Q00d
0 0ODrugs and the Pharmaceutical Sciences: a Series of Textbooks and

e s e e s e e e e e G = e s s e [ e e s e e s e e e s Y [

onographs (Dekker, NY)OOOQODODOGOODOGOOQODOOODODOODODOODOO
cooooobooooooooooobobooooboooobo(looboooo)yooooo
gooooobooboobogobooobooboboboooboobboobooboboobDbDao
uboboouobouobouobouoobooobooooboboobooboobooboooboboao
oooooooooooooooooooooooobobobobboDbODbODbODoOOoODbODOODno
gboboooboobooobooooboboooboobooooboooan

goooaoaad
coooooboooboooooo/0000DO0O0O0ODODOO0DDODDODDODODODDODDODODODDODDOODOOD
goooobooboobogoobooobobobobobbooobooboobooboboobDbao
uybobooubouobouobouobouobobobooobooobouoboobooboooboboao
gooooobooboobogobooobooboboboooboobboobooboboobDbDao
OCo0O0oo0OD0O0o0DO0O0oo0DO0O0Oo0DODO0O0OO0DO0OOO0DOODDO(Sterotes)0 0O
ocoODoo0ooDODO0Oob0DbOO0oOobobDO0oOooDbDO0DOoO0ODbOlidant)DODO0OODODODOODOO
uoooooboooboobooobooooboooboobooobooboobooboooboboao
ooooooooooooooooao

ooooad
goooobooboobogoobooobobobobobbooobooboobooboboobDbao
uybobooubouobouobouobouobobobooobooobouoboobooboooboboao
gooooobooboobogobooobooboboboooboobboobooboboobDbDao
ubooboouobouoboobouoobooobooboobobboooboobooboooboooboboao
ODO0OOD (ointment)J 00 (salve)DODODOODODODODODOODODOOODOO



(14) JP 2024-523876 A 2024.7.2

/00 00000D0D0D0DDDDDDO0O0OO0C0O000DO00DO0DU0DUdUoOooooooood
OO0D0O0O0Cohn et al., Ther Adv Urol. 2016, Apr; 8(2): 83-900 0 0O

O

O

0000000000000 U0ooo0oo0DU0Dooo0Do0DooDo0DooooDooo0Ooo
00000000 oo0Do0DoooDo0Doo0Do0D0DooDo0DoDooDoDoDooDoDoooOo
ooo0ooooD0ooooDooooDo0ooooODU0ooooDoooDoDoooDoDoooOOg
00000000000 o0oo0oD0o0oo0Do0DU0Do0oo0Do0Do0Do0ooDoDoDooDoDooDo0Oo
000000000000 D0OO0OO0DOO0OdAIlIza Corporationd OO Nova Ph
uticals, Inc.0 000 00O0OU0ODUODUODODODODOODODODOOOOODODOOOOOO
0000000 oooDo0oooDo0oDoooDoDOooo4,522,8110000000
O00oo0oO0oDoooo0oDoooDoooao

OoOoo0oo0oo0ooao

gooboboobooobooooooobooooboooboooboobooobooaaodan

O
O
O
O
oooooooooooooooooooooao

o
OO0 0 O0o0o0o0o0Deooo0ooOoooo

Y [ |

00000000 oo0D0oooDo0oooDODU0Do0ooDo0DoDooDoDoDooDoDooDoOO
O00oad

O

OoDooooDooooao
OoDooooDOoosA0DDOODDODODDODOODDODOODDODUOODODDOODOO
0O00o0o0DoD0o0oo0o0D0ooDoDU0o0o0D0D0o0o0D0Do0o0Do0DUoDOoo0DDoDo0oOoOoOO0Od4m
oo0oo0o0ooDO0oooDooooDo0oooDOoo0ooDOoDOooDoDoDoooDoDooDoDooooOo
O00o0oo0DoD0ooooDo0ooooDo0oooDODO0DOoooDUoooDoDooOol0o0o0oo0o0ag
0Oo00o0o0DoD0ooo0Do0DoooDo0DooDoODU0ooDoDo0DOoooDoDoooDOoDoOooDoDOoOan
O00000Db2000000000(polysomonogram)(PSG)0 D00 O0ODOAO
OoDoDoooDooooooo0Ooaog
O
O
O

O O O

ocoooooOo4oooboobooboOodg oooooood
O =000

Oo0oooooooooooogog s gooooooooo

0
000000000000 00010000000000000000000
/000O00(AHINOOOOODODOOSADDODODOOODOD2000000
O00OPSGOODOODONONODOOODODONONODOODDOONOOOOOOOOOOO (Karoli
nksaD 0O0OOO0OODD)0000000O00 (alertness)(0000000000O00)0O
0000

oooo0oao
O002A0002BO00O0SA000OO0O0O0OOOODO0O0OOOO16000000000
AHI(0DOODODODOD4%000)000000000000000000O00000O00O
00000000000 000000000000000000000000000
000

0000000000000
0000O000SADDODONDNDNOODDNONONODOODDOONOODOOOOO
00000000000 0000000000000000000000
0000000000000 00000000000000000000
00000000000 0000000000100000000000
0000000000000 0000000000D0000000000
2000000000(PSG)0I0D00ODD0O0ONOOODOODONOOOODOO

OO0 oooo
O 0Ooo0ooooo

Oo0oo0ooooUoe oo ooooooooooooooge Ooo0ooOooogao
OoOooooooao

N
O0Ooo0ooOoo0oao
O 0Oo0ooOoo0oao

O 0Ooo0oo0ooOoao

O

O
oooooouooouooooooi1oooooooobbbDboDbDDbDDbODbODOOn
O/00000(AHN)ODOOODODODODODOSADODODDODDOOODD20000000

OoooooooogoQgooo
O

OoooooooogogQgoaoQg
OoooooooogogQgoaoQg
Ooooooooood

10

20

30

40

50



(15) JP 2024-523876 A 2024.7.2

ocoopPscOOOOO0ODODODODODDODODOODDODODUOODDODUODODDODODODDOODODO (Karolin
ksaJ0OODDODOOODOO)OODOOODODDODOOO((ODOoOoODODOoOODOO)YDDOOD

goodaoan

gooooobogoobooao
oooooosACODODODODDODDDODDOOOOOOOOODODDODOOODOOO
tooooouooouoouoouooooooooooooooooooooao
goboboobooobooooooobooooboooboooboobooobooboaoan
ooooooooooooooi1oooooooobooboboboDbODODODOO0an
gooboobooobogoooboooboboobooboobooboboobz200
o(psG) OO0 bobOO0DOobObDO0oOobObODOoOooODbDOoBoOoODO 10

w

O 0Ooo0ooOooao

O
tooooooooooooooi1oooooooobobobobODbODbODbODbODOO0an
O/00000(AHN)ODOOoOQOODOOoODosA0D0O0DDODODOOODOD200000000
scGO0 0000000000 DODO0O0ODODODO0DO0ODDO0OODODOOD0DOOO(Karolin
ocoooooOo)yoboooooooo((bbooooooooOoo)ybooo

oo

Ooooooooo

gooboobogooboogogobogooboobooooboooboobooboobobooboDbao
uyobouobouoobouooboooboooboooboooboobooboooboboao
toooooooouooooooooooooooooao 20

Oo0o0oooox~xooooooooooao
OO0 Oo0oooDo e O0o0oOo0 0o oooooaoo
DooooooVooooooooooad
DooooooWvvsoooooooogo

ooogad

p=0.015

EEG AN DA A ot 60
HE
= 401
&
gh \/W\/\/\/-\/\/\ i
(3B et
I
<C
-
T T

30
<¥7J 0
{Pes) W IS5tR LiEEFy
Sa0, e ——————— - e FIG. 24
HLE 2
40 p=0.015
FIG. 1
30+
&
# 20
=
B
10 40

T

75k LRFEFL

FIG. 2B

50



(16)

gooooboag

INTERNATIONAL SEARCH REPORT

JP 2024-523876 A 2024.7.2

International application No

According 1o International Patent Classification {IPC) or to both national classification and IPC

PCT/US2022/033987
A, CLASSIFICATION OF SUBJECT MATTER
INV. A61K31/5375 A61K31/5377 A61K31/496 A61K31/216 A61KS/00
A&1P11/00 A61P11/04 A61P43/00
ADD,

B. FIELDS SEARCHED

Minimum documantation searched (classification aystam followed by classification symbols)
A6lK

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

EPO-Internal, BIOQSI&, CHEM ABE Data, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to daim No.

X WO 2008/1570%4 Al (CYPRESS BIOSCIENCE INC

24 December 2008 (2008-12-24)

b 4 abstract
paragraph [0009] - paragraph
paragraph [0056] - paragraph
paragraph [0082] - paragraph
paragraph [0103] - paragraph
paragraph [01B2]
example 1

claims 1-209

[US]; RAD SRINIVAS [US] ET AL.)

1-9,
12-24
10,11

[0022] 29,31

[0067]

[0098]

[0111]

_/__

g Further documents are listed in the continuation of Box .

m See patent family annex.

* Special categories of ¢ited documents :

"A" document defining the general state of the art which is not considered
to ba of particular relevance

"E" eaiier application or patent but published on ar after the international
filing date

"L" document which may throw doubts on priority claimi{s) or which is
cited ta establish the publication date of another citation or other
special reason (as specified)

"Q" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
tha priority date claimed

"T" later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

"X document of particular relevance;; the claimed imention ¢annot be
considered novel or cannat be considered to involve an invertive
step when the document is taken alone

"Y' document of particular relevance;; the claimed invention cannot be
considerad to involve an inventive step when the document is
combined with one or mere other such documents, such combination
being obvious to a person skilled in the art

"&" document member of the same patent family

Data of the actual complstion of the imernational search

5 September 2022

Date of mailing of the international saarch raport

03/11/2022

Name and mailing address of the ISA/
European Patent Office, PB. 5818 Patentlaan 2
NL - 2280 HV Rijswik
Tel. (+31-70) 340-2040,

1 Fax: {+31-70) 340-3016

Authorized officer

Taylor, Mark

Form PCTASA/Z10 (second sheet) (April 2005)

page 1 of 3

10

20

30

40

50



a7

JP 2024-523876 A 2024.7.2

INTERNATIONAL SEARCH REPORT
International application No
PCT/US2022/033987
C{Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category” | Citation of document, with indication, whare apprapriate, of the relevant passages Relevant to claim No.
X US 2006/033867 Al (RAO SRINIVAS G [US] ET 1-5,9,
AT) 23 February 2006 (2006-02-23) 12-21
Y abstract 10,11,
paragraph [0002] 29,31
paragraph [Q018] - paragraph [0029]
paragraph [0030] - paragraph [0031]
paragraph [0047]
paragraph [0135] - paragraph [0140]
paragraph [0149] - paragraph [0150]
paragraph [0157] - paragraph [0175]
paragraph [0307] - paragraph [0308]
examples 1-5
claims 1-56
Y HEINZER R. C. ET AL: "Trazcdone increases 10,11,
arousal threshold in obstructive sleep 29,31
apnoea”,
EUROPEAN RESPIRATORY JOURMAL,
vol. 31, no. 6, 5 March 2008 (2008-03-05),
pages 1308-1312, XPQ55957719,
GB
ISSN: 0903-1936, DOI:
10.1183/09031936.00067607
abstract
Discussion
B WO 2022/155162 Al (APNIMED INC DELAWARE 1,2,
[US]) 21 July 2022 (2022-07-21) 16-24
abstract
paragraph [0003] - paragraph [0008]
examples 1-2
claims 1-62
A WO 2019/152475 Al (APNIMED INC DELAWARE 1-24,29,
[US]) 8 August 2019 (2019-08-08) 31
abstract
paragraph [0002] - paragraph [0009]
examples 1-2
claims 1-41
A WO 2021/091902 Al (APNIMED INC DELAWARE 1-24,29,
[US]; BRIGHAM & WOMENS HOSPITAL INC [US]) 31
14 May 2021 (2021-05-14)
abstract
paragraph [0004] - paragraph [0013]
Examples
claims 1-80
A WO 2020/163785 Al (THE BRIGHAM AND WOMEN'S 1-24,29,
HOSPITAL INC [US]) 31
13 Aaugust 2020 (2020-08-13)
abstract
page 1, line 20 — page 5, line 19
examples 1-5
claims 1-48
—]—
Form PGTASA/210 (continuation of second sheet) (Aaril 2005)
page 2 of 3

10

20

30

40

50



(18)

INTERNATIONAL SEARCH REPORT

JP 2024-523876 A 2024.7.2

International application No

PCT/US2022/033987

C{Cortinuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category” | Citation of document, with indication, where apprapriate, of the relevant passages

Relevant to claim Ne.

A

WO 2020/091862 Al (APNIMED INC DELAWARE
[US]) 7 May 2020 (2020-05-07)

abstract

paragraph [0004] - paragraph [0009]
examples 1-4

claims 1-55

WO 2018/200775 Al (BRIGHAM & WOMENS
HOSPITAL INC [US])

1 November 2018 (2018-11-01)

abstract

page 1, line 12 — page 5, line 6
examples 1-4

claims 1-46

ATQIYA AISHAH ET AL: “Phenotypic approach
to pharmacotherapy in the managemant of
obstructive sleep apnoea",

CURRENT OFPINION IN PULMONARY MEDICINE,
wol. 25, no. 6,

1 November 201% (2019-11-01), pages
594-601, XPQ55771036,

us

ISSN: 1070-5287, DOI:
10.1097/MCP.0000000000000628

the whole document

1-24,29,
31

1-24,29,
31

1-24,29,
31

Form PGTASA/210 {co

ntinuation of second sheet) (April 2005)

page 3 of 3

10

20

30

40

50



(19) JP 2024-523876 A 2024.7.2

Internatianal a pliczag%nzr}odsaga_’
PCT/US
INTERNATIONAL SEARCH REPORT

Box No.

I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This intemalional search report has not been established in respect of certain claims under Article 17(2){a} for the following reasons:

g

s [ |

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements 1o such
an extent that no meaningful international search can be carried out, specifically:

Claims Nos.:
because they are dependent claims and ars not drafted in accordanca with the second and third sentences of Rule €.4(a).

Box No.

Il Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

2 [ ]

T

see additional sheet

As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment of
additional fees.

As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims far which fees were paid, specifically claims Nos.:

No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

1-24, 29, 31

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.
The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D Na pratest accompanied the payment of additional search fees.

Farm PCTASA/210 (continuation of first sheet (2)) (April 2005}

10

20

30

40

50



(20) JP 2024-523876 A 2024.7.2

International Application Na. PCT/us2022 j033987

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1l. claims: 1-24, 29, 31

A norepinephrine reuptake inhibitor in the absence of an
anti-muscarinic therapy for use in tha treatment of a
condition associated with pharyngeal airway collapse,
especially sleep apnoea and snoring.

2. claims: 25-28, 30, 32

A norepinephrine reuptake inhibitor (edivoxetine or
viloxazine) in the presence of an anti-musecarinie therapy
{oxybutynin) for use in the treatment of a condition
associated with pharyngeal airway collapse, especially sleep
apnoea and snoring.

10

20

30

40

50



INTERNATIONAL SEARCH REPORT

(21)

Information on patent family members

JP 2024-523876 A 2024.7.2

International application No

PCT/US2022/033987
Patent document Publication Patert family Publication

cited in search report dale member(s) date

WO 2008157094 Al 24-12-2008 EP 2167036 Al 31-03-2010
us 2010160294 Al 24-06-2010
us 2010204205 Al 12-08-2010
WO 2008157084 Al 24-12-2008

Us 2006039867 Al 23-02-2006 us 2006033866 Al 23-02-2006
us 2006039867 Al 23-02-2006
WO 2006023702 A2 02-03-2006
WO 2006023703 A2 02-03-2006

WO 2022155162 Al 21-07-2022 NONE

WO 2019152475 Al 08-08-2019 AU 2019214891 Al 20-08-2020
BR 112020015316 A2 08-12-2020
CA 3088712 Al 08-08-2019
CN 111670050 & 15-09-2020
ER 202091597 Al 22-10-2020
EP 3746126 R1 09-12-2020
IL 276247 A 30-09-2020
JP 2021516218 A 01-07-2021
RR 20200115538 A 07-10-2020
MA 52861 A 05-05-2021
SG 1120200722670 A 28-08-2020
us 2021038541 Al 11-02-2021
WO 2019152475 Al 08-08-20189

WO 2021091902 al 14-05-2021 ™ 202131909 A 01-09-2021
WO 2021091902 Al 14-05-2021

WO 2020163785 Al 13-08-2020 AU 2020213809 Al 19-08-2021
CA 31238270 Al 13-08-2020
CN 113692277 A 23-11-2021
EA 202192202 Al 03-11-2021
EP 3920898 Al 15-12-2021
IL 2851937 A 30-09-2021
JP 2022519721 A 24-03-2022
RR 20210125507 A 18-10-2021
8G 112021082250 A 30-08-2021
us 2022096401 Al 31-03-2022
WO 2020163785 Al 13-08-2020

WO 2020091862 al 07-05-2020 AU 2019370091 Al 27-05-2021
CA 3117766 Al 07-05-2020
CN 112930179 A 08-06-2021
EP 3873454 Al 08-09-2021
JP 2022506113 A 17-01-2022
KR 20210084481 A 07-07-2021
us 2021401730 Al 30-12-2021
WO 2020091862 Al 07-05-2020

WO 2018200775 Al 01-11-2018 AU 2018260666 Al 14-11-20189
BR 112019022483 A2 12-05-2020
CA 3061468 Al 01-11-2018
CN 110799181 A 14-02-2020
co 2019013180 A2 07-02-2020
CR 20190546 A 08-04-2020
Do P2019000274 A 30-12-2019%
EC SP19084058 A 31-01-2020

Form PGTASA/Z10 (patent family annex) (Apri 2005)
page 1 of 2

10

20

30

40

50



INTERNATIONAL SEARCH REPORT

(22)

Information on patent family members

JP 2024-523876 A 2024.7.2

International application No

PCT/US2022/033987
Patent document Publication Patert family Publication
cited in search report dale member(s) date
EP 3615016 Al 04-03-2020
GE P20227387 B 10-06-2022
JP 2020517719 A 18-06-2020
KR 20190140019 A 18-12-201¢%
MA 49069 A 04-03-2020
NI 201900110 A 18-03-2020
PH 12019502427 Al 05-10-2020
8G 10202111623T A 30-12-2021
8G 112019093730 A 28-11-2019%
us 2020054583 Al 20-02-2020
us 2021401777 A1 30-12-2021
WO 2018200775 Al 01-11-2018
ZA 201907158 B 29-09-2021
Form PGTASA/Z10 (patent family annex) (Apri 2005)
prage 2 of 2

10

20

30

40

50



(23) JP 2024-523876 A 2024.7.2

gboooooooog

Gynoooooo oo gbooobooooood
U OoOooo 31/7496(2006.01) ooooo 31/496 0000 OOO
U oooo 9/10 (2006.01) ooooo 9/10 ooooooo
U oooo 9/20 (2006.01) ooooo 9/20 ooooooo
U oooo 9/48 (2006.01) ooooo 9/48 ooooooo
U oooo 9/70 (2006.01) ooooo 9/70 ooooooo
U oooo  31/221(2006.01) ooooo 31/221 0000 OOO

,RW,SD,SL,ST,SZ,TZ,UG,ZM,ZW),EA(AM,AZ BY KG,KZ,RU,TJ, TM),EP(AL,AT,BE,BG,CH,CY,CZ,DE,D
K,EE,ES,FI,FR,GB,GR,HR,HU,IE,IS,IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),O
A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW KM,ML,MR,NE,SN,TD,TG),AE,AG,AL,AM,AO,AT AU,AZBA B
B,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DJ,DK,DM,DO,DZ EC EE EG,ES,FI,GB,GD
,GE,GH,GM,GT,HN,HR,HU,ID,IL,IN,IQ,IR,IS,IT,JM,JO,JP,KE KG KH,KN,KP, KR, KW KZ,LA,LC LK,LR,
LSLULY ,MA MD,ME,MG,MK,MN,MW MX MY,MZ,NA NG,NI,NO,NZ,OM,PA,PE,PG,PH,PL,PT,QA,
RO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH,TJ,TM, TN, TR, TT,TZ,UA UG,US,UZ VC VN,WS,Z

AZM,ZWN
ao

(20000 DO0O000O0OD0O00O0
ugbooooob oooobdb obobo bobooooboobobob oboo booboooobooo
ooo
(720000 DOooooooooogooo
oobo000O0 0000 ob0obOo0o ooboooboooobOoo0obO boooOo0o Ooooo
(722000 ODoOoooOobboooboooo
ubgoboootb coobdobob obooo booobobobobo boood oao
U0OooOoobogD 4C076 AA22 AA36 AA49 AAS3 AA72 BBO1
4C084 AA17 MA23 MA32 MA34 MA35 MA37 MA52 NAO5 NA14 ZA591
ZA592 7C411 7C412
4C086 AAO01 AAO2 BC61 BC73 GAO2 GA09 GA16 MAO1 MAO2 MAO4
MA23 MA32 MA34 MA35 MA37 MA52 NAO5 NA14 ZA59
4C206 AAO01 AAO2 FAO2 KAO1 MAO2 MAO4 MA43 MA52 MA54 MA55
MAS57 MA72 NAO5 NA14 ZA59



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	search-report
	overflow

