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D% BRI 1 K 2 B 3
HE BRI A A7 a—RA <= h— A7 a—A
(IR ) (50mg/mL) (50mg/mL) (50mg/mL)
REETIR 7Yy 7Y EAFV
() (10mg/mL) (10mg/mL) (10mg/mL)
S & A RY I N_—=k20 | BY I A_—=F20 | FEY Y=k 20
() (0.1 mg/mL) (0.1 mg/mL) (0.1 mg/mL)
% iR pH 5.9 5.7 6.5
R 1.020 g/mL 1.021 g/mL 1.018 g/mL
JEiE#% pH 6.6 6.6 6.5
ﬁﬁ{ﬁqu\;;f% F 0.75 mg/mL 0.96 mg/mL 0.79 mg/mL
D% ) 4 BH 5 HiF) 6
1 BT A AT a—A 7L AY =R
(R (50mg/mL) (50mg/mL)
TR TET R J LU R A aNy g # P
(IR ) (3mg/mL) (40mg/mL) (10mg/mL)
S P A RY Y _— |20 WY Y N_R—E20 | RY V)L_—k 20
(R E) (0.1 mg/mL) (0.1 mg/mL) (0.1 mg/mL)
TR pH 6.3 55 5.9
BE 1.015 g/mL 1.021 g/mL 1.011 g/mL
JéiE % pH 6.1 5.4 6.3
E@ﬁfj}‘é;};f? ) 1.03 mg/mL 1.00 mg/mL 0.85 mg/mL
ogoaoad
®2 BREGEREY A IV —2mg /A T IV
A \ R PP 23R TE Fx L R—EHERE S
k FEER (CN=5C) (FFFE]) (umHg)
(£0.5 FFRE) (£20 umHg)
1 (ES57 5 4.0 =14.7 psia
2 A4 -50 3.7 =14.7 psia
3 {RFF -50 7.0 =14.7 psia
4 PER -50 40
5 A -28 0.7 40
6 {RFF -28 60 40
7 P T 25 3.5 40
8 PR¥F 25 9 40
9 [ 25 14.7 psia + 0.7 psia

10

20

30

40

50



(22)

JP 2023-525565 A 2023.6.16

oooad
&3 WEEGLEY A 71— 10mg/ A T
BT AV - R B E AR REZIIRR E A F ¥ U R—ESRE R

k (CY(E5C) | (FFfE)(E0.5 FFf) (umHg)(20 pmHg)

1 PREF 5 4.0 =14.7 psia

2 A -50 1.8 =14.7 psia

3 REF -50 4.0 =14.7 psia

4 HER -50 30

5 T 28 0.7 30

6 TR 28 66 30

7 Sy 25 3.5 30

8 PrEF 25 9 30

9 7 25 14.7 + 0.7 psia
oooad
F4 BREGEREYA 7L —30mg AT

IR —_— 1L FERR TE A REZIIRR E AR F o LR EEE A

k (‘C)(£5C) (FRFfE(+0.5 5[ | (umHg)(+20 umHg)

1 (ESE 5 4.0 =14.7 psia

2 7 -45 2.8 =14.7 psia

3 (ESE -45 4.0 =14.7 psia

4 PER -45 50

5 M 25 0.8 50

6 TR 25 66 50

7 7 30 3.1 50

8 TR 30 8 50

9 ' 30 14.7 £ 0.7 psia
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#5 : c I EFHTHRERE
AEE (R F & 200uL) V (uL/EAER
1% A F Lt 1 — 2 (B EE 0.35%) 70
Pharmalyte 5-8 (e f& 3R 3%) 6
Pharmalyte 3-10 (5 &I E 1%) 2
pl5.12~—h— 0.5
pl 7.90 ~— % — 0.5
Ooo0o0oooaod
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A 1
RYRTF R ASRRIZEREY T 1
e £ 118
RYRTF K ABRIEEYE 1
T 1
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#7 : c 1 EFOHICER Lot
kLA OFELE: AODEENATNEFTTHA8 4TV FLA
kLA DIRE: 5.0C
7 4 —K AHE 1. | 1.00 43 1500V
7 4 —7 A 2: | 7.00 43[E 3000V
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BEhte 50 mM @V > Na, 200 mM @ NaCl, pH 7.2
EATHEH] 1553

By 1.0 mL/%y

IR TSKgel G2000SWx;., 7.8 mm ID x 30 cm, Sum
& T MR 25C+5C

PUBHE L 5C+3°C

B 280 nm (233 1T D ERAMERK S

HENRE 100 pL

Ak 5

EWNEIF- 4

BEH

1+

WHN Ny 7y TS5
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RNYNTF N ASRIEEDE
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WY RTF N ASRIEEDE

FNIE R A B — K(GFS)

[t |t |t |

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

Ooooooooao
OO0 oooooog
OOo0oooooaog
OOooooooaog
OOooooooaog
Ooooooooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooo
OOoo0ooooao
OoOoo0oo0oooao
O0Ooo0oo0oooao
OOoo0oo0oooao
O O0Oo0oo0oo0oo0oao
O O0Oo0ooOooogoao
O O0Oo0ooooao
O Oo0ooooao

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

O

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

Oo0Ooo0oooo
OoOoo0ooooo
OoOoo0ooooo
OoOoo0oooo
OoOoo0ooooo
OOoo0oooao

I [ Iy |

o0 oooao
o0 oooo
o0 oooao
OoUoooao
OoUoooao
OUoooao
OUoooao

oOobDooom®
OoDbDooo=<

OobDoooo

10

20

30

40

50



Ooo0o0ooooooo0oooooooooo0 0o oDoDoDoDoDoDo X goooooDooooooooooooo

e e e e e e B R e I A o B

Ooo0o0oooooooo0oD oo oo o oooo o0 oo oo oDoDoDoooooogoggogoooao
O o0o0ooooooo o0 oo oo oooo o0 oo oo oDoDoDoooooogogoooo
Ooo0oo0oooooooo o0 oo oo oDooo o0 o0 oo oo oo oo ooooogogogoooo
Ooo0oo0oooooooo o0 oo oo oooo0o o0 oo oo oo o oooooogoogooo

Ooooooooogogog
Oooooooooogoogodg
Ooo=ooooogoad
Oooooooooogoogodg
Ooo0oooooooogooOgod
OO0 oooooogogdg
OO0 oooooogogogg
OO0 oooooogoggogdg
Oooooooogogg
Ooooooooogogg
Oooooooogogog
Ooooooooogogog
Oooooooooogogog
Ooooo= ooogogog
Oooooooooogoogog
OooooooooogooOgodg
OoooooooogooOgodg
OooooooooogooOod
OO0 oooooogogodg
OO0 oooooogogogg
OOooooooogogg
Oooooooogogg
OooooooogoQgog
Ooooooooogogog
OoooooooogoQgg
OooooooooogoQgg
Oooooooooogogoodg
Oooooooooogoogodg
OoT oo oooogoad

O
OJ
OJ
O
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 0Oo0ooOoo
OO o0gogog
O Oo0gogog
O OoQgogog
O Ooogoog
O Ooogoog
O Ooooo
O Ooooo
O Ooo0ooo
O Ooo0ooo
O Ooo0oo0oo
O Ooo0ooo
O 0Ooo0gooOoo
O O0Oo0oo0oo
OO o0gogog
O O0Oogogog
O Ooogogog
O Ooogoog
O Ooogoog
I I
O Ooooo
O Ooo0ooo
O Ooo0ooo
O 0Ooo0oogoo
O Ooo0oo0oo

Oooooooooood
OO0 o0 ooooooogdg
OO0 o0 ooooooogdg
OO0 o0 ooooooogdg
oo o0 ooooooogdg
oo o0 ooooooogdg
oo o0 ooooooogdg
oo o0 ooooooogodg
oo o0 ooooooogodg
oo o0 ooooooogodg
oo o ooooooogodg
oo oooooooogodg
Oooo*= Oooogood
Oooooooooood
OO0 o0 ooooooogdg
OO0 o0 ooooooogdg
OO0 o0 ooooooogdg
oo o0 ooooooogdg
oo o0 ooooooogdg
oo o0 ooooooogdg

|

—
N
@)

N—

OJ
O
O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O

Oooooooooogdg

Oooooooooogodg

Oooooooooogodg

Oooooooooogodg

OoOoooooooogod

JP 2023-525565 A 2023.6.16

Oo0oDD0oDO0oo0oOoao
Oo0oDO0oDO0ooooao
O0O0Ox00P00
OO0pDOO0OO0ODOOO
Oo0oD0oDO0ooo0Ooo
OooDOoDO0oooOoao
Oo0o0oD0oDO0oo0o0ooao
Oo0DO0ODO0oo0o0OoOo
Oo0D0DD0oDO0oo0o0oOoao
OO0pDOO0O00OO0O0
OoDD0oDO0oo0oOoao

O
O
OJ
O
O
O
O
O
O

O
O
O
O

O O0Ooo0ooo
O
OJ
O
O
O
O
O
O

OoOooooooood
OoOooooooood
OO0 ooooooogd
OO0 ooooooogd
OOo0ooooooogd
Ooooooooogdg
Ooooooooogdg
Ooooooooogdg
Ooooooooogdg

10

20

30

40

50



e e s [ e e s sy [ |

e s e s [y [ |

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

e s e Y Y e e e e e e e e Y e e e e e e o Y o e e e e e e e e Y e e e e e e e e Y e e e O Y o Y o A o

oo oooDo0o0o0o0o0o0o0o0Do0Do0o0o0o0ooooDoDoDo0Do0Do0o0o0ooDoDoDoo0o0oocooiblo oooooooao

OO0 0000 o0oT o000 ooDoo0ocoocoob0fboocooooogd

Oooooooooooooooood

O 0Oo0ooOoo
O 0OoOooo
O 0OooOooo
O 0Ooooo
O oOoooo
O oOoooo
O oOoooo
O Ooooo
O 0Ooooo
O 0Ooooo
O 0Ooooo
O 0Ooooo
O 0Ooo0ooOoo
O 0Oo0ooo
O 0OoOooo

O 0Ooo0oo0ooao
O 0Oo0oogoao
O Oo0gooao
O Ooo0gooao
O Oooooao

O
O
O
O
O

O
O
O
O
O
O
O
O

]
O
O

O 0Oo0oooo
O O0OoQgogoao
O OooQgogoao
O Ooogogooao
O Ooogooao
O Ooogogooao
O o0OooQgooo
O 0Ooo0oooo

O
OJ
OJ
O
O
O
O
O

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

O

Oooooooood

Ooo0oo0oogoao

O 0ooo

O0Ooo0ooo0oao
OO0Oo0Oooao
O 0Oo0Ooogoao
O0Oooooao
OOoo0oooao
OoOooooao
OoOoo0oooo
O Ooooo
O 0Ooooo
O Ooooo
O 0Ooooo
O 0Ooo0ooo
O 0Ooo0ooo
O 0Oo0ooOoo
O 0OoOooo
O Ooooo
O Ooooo
O Ooooo

O O

|

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

O

O
O
O
O
O

Oo0ooootb oo

Oo0DoDoootb oo

OoDooootb oo

O 0o ogoogodg
I [ O
I s [ [ |
O 0o ogoogodg
I [y [ |
I [ [ |
O 0o o0oogo-g
I [ [
O 0o o0oog
s [ O
OO dgogodg
O 0o ogogdg
O Ooogogdg

OoDooootb oo

oOooooboo

o UDoooob o

o UDoooob o

O
O

OooU oo
O ooUoo
O oob g

O
O
O

o Uoooob o

o Uoooob o

O
O

oUoooob o

o boooob o

(27)

oootao
oooao
oooao
oooltao
oooltao

O
OJ
OJ
O
O

oboooob o

|

O 0Doooob o O

O

O 0Doooob o

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

O 0Doooob o

o bboooob=zs
oUboooao
oUboooao
oUboooao
oUboooao
oboooez
OB ooo

O

g
u
g

O

g
u
g

O

O
u
g

JP 2023-525565 A 2023.6.16

ooooobogban
ooooooooooooao
gooooobogbao
ugobooobodgban
goooobogban

oooooooood
ooooooogoogoo

gboooobopbO0OobOO
oooooooooooooooano
gboooobooobogoban
ooooooooooooao
goooooao

ugboooboobogoban
oooooooooogooao
goboooaoooaoad

gboooobooobogbnn

O Oooo
O Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0ooo
O 0ooo
O 0O oo
OO oo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo
O Oooo

oobooao

O

O
O
0
O

O

O
O
O
O

O

O
O
O
O

0

0
0
O
0

O

O 0o oo

oUoooao
oUboooao
oUboooao
oUboooao
oUboooao

gogbouooboooaoobodad

goano
ooad
goano
uoano
gono

oodad
ood

goano

uoano

ooad

ood
ogagad

goano
uo

O
O
O

O
O
O

10

20

30

40

50



JP 2023-525565 A 2023.6.16

(28)

goooooboooobooobogooooobooobobobooobooobooboobooboobooan
oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
gooooobooobogobogooboogooooboboobobooboobooboobobonn
ugbooboooboooboooboooboooooobobbooobboobooboobooobooaoaao
goooooooboobogobouoboobboobobooobooboobobooboboo

ooogad
goooad

oooad

10
20

&
0002 00'6} 00)84 002 00°9L 00'GL 007} 00€L 00°ZL 0041 000L 006 008 00 009 006 00% 00€ 00 00k

— 0000
- 5000
L0100
Hs100
- 0200
5200
- 0£00
500
L ov0'0
Hsv00
- 0500 =
5500
- 0900
5900
0200
5200
0800
800
s - 0600
5600

v

G XY 062y SHTV[224]
£ X4 0£2Y wv_._<m
XY 0E2Y SH V|

TR

HVSITd ¢ LVLSAEMME®ILT 0€3F SMTV

30

40

50



JP 2023-525565 A 2023.6.16

(29)

gooad

gooad

10
20

&
0002 co_.m— oo_.m— co..t oc,.m: oowm— oohv_‘ oo,.m_. oowmf oo,: oo_o— oo.m oow om» o@.o o@.m o@.v oo.m oo.m 00}

0000
- 5000
F0L00
F6l00
- 0200
- 6200
- 000
- S€0°0
- 0¥0°0
- G700
- 0500
6500
- 0900
I G900
000
6200
- 0800
- 5800
- 0600
[ 600

nvy

ogooad

gooad

o
™

() 35+

40

50



His, pH 6 Cit/Suc, pH 6.1  Cit/Suc + ps20, pH 6.1

ooDooo
2023525565000001.app

(30)

JP 2023-525565 A 2023.6.16

10

20

30

40

50



(31)

gooooboag

INTERNATIONAL SEARCH REPORT

JP 2023-525565 A 2023.6.16

International application No.
PCT/US21/31611

A. CLASSIFICATION OF SUBJECT MATTER
IPC - AB1K 38/20; AG1P 35/00; COTK 16/28 (2021.01)

AB1K 38/20; AG1P 35/00; CO7K 16/28
CPC -

According to International Patent Classification (IPC) or to both national classification and 1PC

B. FIELDS SEARCHED

Ses Search History documant

Minimum documentation searched {classification system followed by classification symbols)

See Search History document

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

Sae Search Histary document

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

document

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
Y US 2016/0175458 A1 (ALKERMES, INC.) 23 June 2016; paragraphs [0155), (0160), [0183), 1-6
[0187]
Y US 2018/0318293 A1 (ALKERMES PHARMA IRELAND LIMITED) 08 Novemmber 2018; 1-8
paragraph [0253]; Tabla 16
P.X WO 2021/074589 A1 (ALKERMES PHARMA IRELAND LIMITED) 22 April 2021; entire 1-6

D Further documents are listed in the continuation of Box C.

D See patent family annex.

. Special categaries of cited documents:

“A"  document defining the general state of the art which is not censidered
to be of particular relevance

“D"  document cited by the applicant in the international application

“E” earlier application or patent but published on or after the international
filing date

"L document which may throw doubts on priority claim(s) or which
is cited to establish the publication date of another ¢itation or other
special reason (as specified)

“0” documentreferring toan oral disclosure, use, exhibition or other means

“P"  document published prior to the international filing date but later than
the privrity date claimed

“T” later decument published after the international filing date or Priority
date and not in conflict with the application but cited to . wd

the principle or theory underlying the invention

“X" document of pariicular relevance; the claimed invention cannct be
considered novel or cannot be considered to involve an inventive step
when the document is taken alone

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

“&” document member of the same patent family

Date of the actual completion of the international search

26 August 2021 {26.08.2021)

Date of mailing of the international search report

0cT 15 2021

Name and mailing address of the ISA/US

Mail Stop PCT, Aftn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No. 571.273-8300

Authorized officer
Shane Thomas

Telephone No. PCT Helpdesk: 571-272-4300

Form PCT/AISA/210 {second sheet) (July 2019)

10

20

30

40

50



(32) JP 2023-525565 A 2023.6.16

INTERNATIONAL SEARCH REPORT International application No.
PCT/US21/31611

Box No. 1 Nuclestide and/or amino acid sequence(s) {Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:
a | X forming part of the international application as filed:
m in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. I:' furnished together with the international application under PCT Rule 13tex1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.
c. furnished subsequent to the intemational filing date for the purposes of international search only:
m in the form of an Annex C/ST.25 text file (Rule 13ter:1(a}).
on paper or in the form of an image file (Rule 13/er.1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional eopies is tdentical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of fiest sheet (1)) (July 2019)

10

20

30

40

50



(33) JP 2023-525565 A 2023.6.16

INTERNATIONAL SEARCH REPORT International application No.

PCTAIS21/31811

Box No. Il Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. I:] Claims Nos.:

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

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

3. Claims Nos.: 7-65
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III  Observations where unity of invention is lacking (Continuatian of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

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

2. D As all searchable ¢laims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

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

(=]

4, D ‘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.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I 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 No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)} (July 2019)

10

20

30

40

50



(34) JP 2023-525565 A 2023.6.16

gboooooooog

Gynoooooo oo gbooobooooood
U oooo 9/08 (2006.01) ooooo 9/08 ooooooo
U oooo  35/00 (2006.01) ooooo 35/00 ooooooo
U OoOooo  43/00 (2006.01) ooooo 43/00 ooo o000
U oooo  37/04 (2006.01) ooooo 37/04 ooooooo
U oooo  19/00 (2006.01) ooooo 19/00 ooooooo
U Ooooo  14/55 (2006.01) ooooo 14/55 ooooooo
U Oooo  14/705(2006.01) ooooo 14/705 0000 OOO

MK,MT,NL,NO,PL,PT,RO,RS,SE,SI,SK,SM,TR),0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW ,KM,ML,MR,N
E,SN,TD,TG),AE,AG,AL,AM,AO,AT,AU,AZ,BA,BB,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,K
E,KG,KH,KN,KP KR,KW,KZ,LALC,LKLR,LSLULY MAMDMEMGMKMNMWMXMY MZNAN
G,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QARO,RS,RU,RW,SA,SC,SD,SE,SG,SK,SL,ST,SV,SY, TH, TJ, TM,
TN, TR,TT,TZUAUG,USUZVC,VNWS,ZAZM,ZW

O

gobgobooooobobobobooo

oobooobog
(20000 DO0O00O00ODO0oO

ugbobooobooboboboooboobobooooobooboboooboboboboooboobo
oo
(720000 DOogoooooooogooooo
ooboooboooooooOoooobOoobooobOboOobooobooooooboobooobooboOoon
UboboobogDb 4C076 AAl12BB11 CC27 DDOSE DDOS8SF DD23 DD23D DD38 DD46E DD46F
DD67 FF11 FF15 FF16 FF68
4C084 AAO02 AAO3 BA44 DA12 MAOS5 MA17 MAG66 NAO3 ZB0O9 ZB22
ZB26
4H045 AA10 AA30 BA10 BA41 CA40 DAO4 DA5S0 EA20



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

