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20mg {EEMA
RS A—5 | HEHE | gy HAR 2 £tk 7§§;§;»
=1 =1 =2
(N=10) (N=10) (N=20) (N=16)
i+ 602+173 | 583+994 | 592+13.8 | 60.1+14.9
Cimax (ng/mL) SD
i) 5] 209-77.1 | 462-794 | 299-794 | 29.9-794
R {E 6.94 7.83 7.83 6.83
Tmax(h)
s 5] 1.92-12 | 1.92-815| 1.92-12 1.92-12
AUCos iygi 693+ 184 | 681+142 | 687+ 160 692 + 151
(ng*h/mL) -
&5 383-951 | 358-869 | 358-951 383-951
19+ 164+561 | 164+387| 164+469 | 452+182
Clast (ng/mL) SD
i) 5] 10.1-27.8 | 7.1-213 | 7.1-278 133-7.67
T+ 23.8 & 238+ 23.8 &
+
Thes () SD 0.375 0213 0209 | 28I
i) 5] 23.1-243 | 23.5-24.1 | 23.1-2423 142 - 360
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Ooo0oogao
Ooo0o0ogoao goooooofoouofoouopobotopouopoooboouooboodo
DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD
go0oooogoooguoouoopooo ooy ouootoootoo oo Do oDt oooboogoao
DDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDDD
gooooogogoogooouoooyo ooyt Db Dby oo ogoao
JdooodoDodooDooDoo0oDooDoAaNDOO0DODOODODgpnpODODODODOO0ODODODOO
Jgoooo0ogogoogoogooyoopoooygoUooyU0oypoDoDyU DUy oUoopUoogoao
gooooogoououoocuopooco ooy ououoouoboooao
Ooo0ogano
gooooQo0QoQoQooooooooo0ooUoD oo oo o oo oo ooooOoooao
go0oooogooouoouoopooo ooy ouoto0ootoo oo Do oD ooooboogooao
O0oao
Oo0oo0ooao
googooogogoogooogooygoo ooy oDy oo ogoao
gooooogooogoocopooco ooy ouootoo ooty Dbt oobooooao
goooooooooooooooooopopoD oo oo oo oo oo ooooooOogao
Oo0ocoooooDooDoo gfodooooopbouoguoouo oo buouopobuouooooodg

10

20

30

40

50



(34)

gbooooboobooobooooboao
gooooao
goooaod

®10. EYBHEB/IFA—4F (EEPKT—E2 vy )

OoooDoooooooooDoDooooogoggoooao

JP 2023-504166 A 2023.2.1

INTG A=A 200mg ILEWMA B2 PK FOT7 74 ILT—48 1Y b (N=16)
3 +SD el
AUCast (ng*h/mL) 2370 + 680 1583 — 4400
AUCint (ng*h/mL) 3155 + 1341 1923 — 7393
Vz/F E#R1E (L/kg) 16.3 +9.06 6.4 — 33.8
ti2 (h) 127+ 84.6 48.2 — 306
MR T (h) 77.4+23.7 482 — 122
MR Tixr (h) 102 = 84.8 33 — 304
CL/F IEfR1E (mL/h/kg) 97.5+25.7 40.3 — 136
DoOooaQ
D000 0OOO00OO0O00O0000O
000000000 0DO0O0O0OO0OO0OO0OO0OO0OD0OO0O0O0O0OONO0OONO0OODONOOOONO0OO0On
0000000000000 0O0OO00O0OD00O0O00O0O00O0O0D0OO000OO0O00O00an
0000000000000 O0O0OO0OO0O0OO0OO0O0O0O0OOO0OONO0OONO0OOO0O0OO0aGO
0000000000000 O0O0OO0O0OO0OO0O0OO0O00O0OO00OO0O0O0OO0O00OO000O00aOn
0000000000000 O0O0O0O0O0O0O0O000O0O00O000O000O000000
0000000000000 O0O0O0O0O0O00O000O0O0O0OO0O0O0OO0O00OO000O00aOn
O0pgppopopopopUO0OO0O0O0O0O0OOOOOnOoanO
DoOo0o0a0
000000000 0OO0O0OO0OO0OOO0OO0OO0OO0OOO0O0O0OONO0OOO0OODO0OOONOOO0Dn
0000000000000 0O000O000O000O000O000000000000
0000000000000 0O0O00O0O00O000O000
DO0O000
0000000000000 O0O0O0O0O0O00O000O0O0O0OO0O0O0OO0O00OO000O00aOn
0000000000000 0O0O00O0OD00OO0OD0OO0O0O0OO0OO00OO0OO00OO0O00O00an
000000000 0DO0OO0OO0OO0OOO0OO0O0OO0OO0OO0OD0O0OO0O0OONO0OONONOOONO0OO0aO
0000000000000 0O000O000O000O000
Dooo0oa0
0000000000000 O0O0OO0OO0O0OO0OO0O0OO0OO0O0O0O0OOO0O0OO0O0OOO0O0O0O
0000000000000 O0O0OO0O0OO0OO0O0OO0O00O0OO00OO0O0O0OO0O00OO000O00aOn
0000000000000 O0O0O0OO0O0O0O0O0O00O0O00O0O00O0O00O000O000
0000000000000 O0O0O0O0O0O00O000O0O0O0OO0O0O0OO0O00OO000O00aOn
D00D0D00D0D0OO0D00O0O00O0O00O000O000O000

O Ooo0oooo

O

O Oooo

10

20

30

40

50



oooad
Ooooad
NRABORRBERYIZET I
BE 1 HE 2
50
& %0 . & 4 . e, :
o @ .
il 16% B2 .
L X *
g 5
= 10 LN .
N oLl .
PeJ)l 1mg/kg 3mg/kg 10mg/kg PEZ  1mg/kg 3mg/kg 10mg/kg
LamA tamA
BER 1+ BBk 2 PK/PD1HES
50
& 40 e 3o :
waol * & g0 e
il T ™ o*
Y 20 o e 52%
o ° .
m 10 s o8
° oo
o 0
Pes) 1mghkg 3mg/kg 10mglkg 2008 il 94 1 L
tana [tama] (uM)
EC50(1#%) = 0.25 uM
EC50(#) = 0.4 uM
good
EMMETO0TIZT
WBLERICBI3
435 RERADEERTZNOER (’\—ZT(/h‘bIDA) ()
+30
+25
+20
+15
+5
| o N

e tama LFHEY EEFR
(#&0) (8 mg/kg#O) (16 mglkg&ﬂ) (24 mg/kg &D) (20 mg/kg#0) (128 mg/kg £0)

0148 B0O285H m18E HM2E5/

(35)

JP 2023-504166 A 2023.2.1

Ooooad
EMET0TZ7 - OEW
REIABEHEETEN ()
100
90
80
70
60
50
40
20
20
10
0
(4243 ftama & a LFHEY ez 10
[£:2=) @ mglkggm) (16 mg/kg#2M) (24 mg/kg Q) (20 mg/kg#EM) (128 mg/kg #20)
o EELTVELE u BELER
#FOF1=T
BAIDRE>ADETOME (5)
260 146 B 02851
300 -
240
180
120
60 30
(42213 tayma L& a &P A LFHEY Ekx
(80)  (8mgkg#EO) (16 mo/kg E) (24 m/kg ) (20 mo/kg M) (128 mg/kg )
40

50



#7071
BoRDRBOK
16 148 BO2E5R]
14
12
10
8
6 N
4 - I
2 ’—L|
0+
(4473 kaMmA ftama Ekx
#0) (8mgkg#E) (16 mokg#EM) (24 Mg&ﬂ) (20 mg'kuﬁlil) (128 mg/kg #20)
#®FO71=7
BAIDRS|5ADETOME (5)
360 18H E D285/
200
240
180
120
60
(4942 LamA
(#&0) @ mglkgﬁﬂ) (16 mwkg&l:l) (24 mg/kg#EQ) (20 mglkgﬁl:l] (128 mgnwﬁl])
#®7OF1=7
BIoADRIGORRBEN (5)
188 B 0285
60 -
50
40
30
20 A
| | e
0 P
(4241 ey A feam A tamA LFHEY f3<3
[¢:1=}]

(8 mg/kg#20) (16 mg/kg #20) (24 mg/kg £2M) (20 mg/kg #2N) (128 mg/kg Q)

(36)

JP 2023-504166 A 2023.2.1

#7OF1=T
BB RGO ()
148 B0285R
60 -
50
40
30
20 A
10 4
0 —=
(42217 tamA tamA taym A LFHEY RS
(#20) (8 mg/kg #0) (16 mg/kg#2O) (24 mo/kg #0) (20 mg/kg £2M) (128 mg/kg #20)
#®7OF1=7
SRR
16 186 ED2K5HY
14
12
10
8
6
4
2 I
0+
(4273 ftama (4= &y LFHEY ex
('O (8mokoiE) (16 msvkyﬁl:l) (24 msvkgﬁl:l) (20 Mq&ﬂl (128 mnlhjﬁl:l)

10

20

30

40

50



(37) JP 2023-504166 A 2023.2.1

gooooboag

INTERNATIONAL SEARCH REPORT

International appilcation No

PCT/US2020/063471

A. CLASSIFICATION OF SUBJEGT MA

. AGLKIL1/135  R61K31/137
A61P25/02  ABLP25/04

A61K31/216 A61K31/472 A6LK31/485
A61P25/06
ADD.

Anocrding to Intemational Patent Classifioation |PC) or to both national slassification and IPC

B. FIELDSSEARCHED

Minimum documentation searched (classification eystem followed by claseification symbala)

AGlK A61P

Documentation searchad other than minimum decumentation to the extent that such documents ares included in the fiskls ssarched

Elagtronic data basa conaulted during the imtamational searsh (name of data bass and, where prasticabls, ssarsh tarma usad)

EPO-Internal, BIOSIS, CHEM ABS Data, EMBASE, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X US 2011/003850 A1 (VERNIER JEAN-MICHEL 1-96
[US] ET AL) 6 January 2011 (2011-01-06)
paragraphs [0007], [00329], [©330],
[0336] - [0337], [0525] - [0527],
[0546]; claims 1-2

¥ US 2019/343823 Al (BEATCH GREGORY N [CA]) 1-96
14 November 2019 (2019-11-14)
abstract; claims 1-61

Y W0 2013/067591 Al (RELEVARE AUSTRALIA PTY 1-96
LTD [AU]; NIELSEN KATHY [AU])
16 May 2012 (2013-05-16)
abstract; claims 1-9
paragraph [0043]

D Further documents are listed inthe sontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art whish is not considered
to be of particular relevance

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

"L" daoumentwhioh may throw doubts on priarity olaim(s) or whioh is
cited to establish the publication date of anather citation ar other
special reason (as speciiscd)

"0" dooument refetring to an oral disclosure, use, exhibition or other
means

"P* documesnt publishad prior ta the intsmational filing date but later than
the priarity date olaimed

*T* later dooument published after the intemationalfiling date or priority

date and not in oonflict with the applioation but oited o understand
the prinviple or thecry underlying the invention

X" document of particular relevanca; the claimed invention cannot ba

oonsidered novel or cannot be considered to involve an inventive
step when the dooument is taken alone

"Y" docurmeant of particu lar relevanca; the slaimead invention cannot be

eoneidered to involve an inventive atep when the decument ia
combined with one or more other such doouments, such oombination
being obvious to a persan skilled in the art

"&" dooument member of the same patent family

Date of the actual camplstion of ths intsmational search

Dats of mailing of the intemational saarch report

3 March 2021 16/03/2021
Mame and mailing address of the ISA/ Authorized officer
European Patent Offioe, P.B. 5818 Patentlaan 2
4 g,
. (#31- - X
F:x:({+31-?93) 340-3016 Ansaldo, M

Form PCTASA/210 {secand aheet) {(April 2005)

10

20

30

40

50



INTERNATIONAL SEARCH REPORT

(38)

Information on patant famlly members

JP 2023-504166 A 2023.2.1

International application No

PCT/US2020/063471
Patent document Publication Patent family Publication

cited in search report date member(s) date

US 2011083850 Al 06-01-2011 AU 2011209731 Al 23-08-2012
BR 112012019199 A2 17-01-2017
CA 2788712 Al 04-08-2011
CN 102869250 A 09-01-2013
EA 201290748 Al 30-04-2013
EP 2531024 Al 12-12-2012
JP 5844285 B2 13-01-2016
JP 2013518815 A 23-05-2013
KR 20120123695 A 09-11-2012
3G 182799 Al 27-09-2012
US 2011003850 Al 06-01-2011
WO 2011094186 Al 04-08-2011

US 2019343823 Al 14-11-2019 AU 2019265002 Al 03-12-2020
BR 112020022713 A2 02-02-2021
CA 3099292 Al 14-11-2019
CN 112384216 A 19-02-2021
C0 2020015476 A2 29-01-2021
EP 3790548 Al 17-03-2021
3G 112020111027 A 30-12-2020
US 2019343823 Al 14-11-2019
WO 2019217924 Al 14-11-2019

W0 2013067591 Al 16-05-2013  NONE

Form PCTASAMR210 {patent family annex) (April 2005)

10

20

30

40

50



(39) JP 2023-504166 A 2023.2.1

gboooooooog

Gynoooooo oo gbooobooooood
U oooo  29/00 (2006.01) ooooo 29/00 ooooooo
goooo 43/00 ooo obOoo

,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,IR,IS,IT,JO,JP KE KG,KH,KN,KP,KR,KW,KZ LA LC,LK LR,LS LU,
LY,MA MD,ME,MG,MK,MN,MW ,MX,MY ,MZ,NANG,NI,NO,NZ OM,PA PE,PG,PH,PL,PT,QARO,RS,
RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH, T, TM,TN, TR, TT,TZ,UA,UG,US,UZVC VN, WS,ZA,ZM,Z
W

O

uobooboobooboooogo

oobooooboog

ooboooon
oooooo O

(740000 100185269
goobooo go
(20000 00000 oOoOooooD ooooo ooooo
gobobo oboooobobobob oooob obob obobob obobo oo o
ugboobo obogoo
(20000 000 0oO00o0 ooo
uboob oboooobobobob oooobobo bobob oboo ooooobao
ooooono ooo boooo
gbogooobgdD 4C086 AAO01 AAO2 BC27 BC30 CB23 MAO1 MAO2 MAO4 MAS52 NAOS
NA14 ZA08 ZB11 ZC41 ZC75



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

