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[Document Name]Written Amendment

[Date of submission]Reiwa 1(2019) May 30

[Recipient] Commissioner of the Patent Office
[Indication of case]

[Application number]Japanese Patent Application No. 2018-543858
[Person who submits written amendment ]
[Identification Number]519036558

[Name ]+ Pharmaceutical (Shanghai) Inc.
[Representative]

[Identification Number]110000796

[Name]Saegusa and Partners.

[Representative]HAYASHI, Masahito

[Tel No.]06-6203-0941

[Contact information]Charge Nomura s

[Amendment 1]

[Document name for target of amendment]Patent Claims
[[tem name for target of amendment]Full text
[Amendment type]Change

[Content of amendment ]

[Document Name]Patent Claims

[Claim 1]

A crystal of a compound represented by the following general formula (II) or a
pharmaceutically acceptable solvate thereof :

[Chemical formula 1]

CHs
HaC

= (11)
O=—C—O

'43C:\\\\,////\\\\\,////\\\\\,,/’/l\\\\w,///’\\\\
CH

(X 2 is a divalent cation). 2.

3

[Claim 2]
A crystal according to claim 1, or a pharmaceutically acceptable solvate thereof,
wherein said 2 valent cation is Ca2+,Mg2+,FeZ or Ba 2.

[Claim 3]

(A) at least one selected from the group consisting of a compound represented by
general formula (I), a pharmaceutically acceptable salt thereof, and a hydrate
thereof ;

(B) A composition comprising a combination of at least one selected from a crystal



according to claim 1 or 2 and a pharmaceutically acceptable solvate thereof.

[Chemical formula 2]

(1)

(R is a hydrogen atom or an alkyl group having 1 to 6 carbon atoms.).

[Claim 4]
A composition according to claim 3 which is a pharmaceutical composition.

[Claim 5]

A composition according to claim 3 or 4 for the prevention and / or treatment of
neurodegenerative diseases or cerebral infarctions selected from dementia,
Parkinson’s disease, amyotrophic lateral sclerosis, progressive supranuclear palsy,
multiple system atrophy, and sxkkxkkx—% disease.

[Claim 6]
A composition according to claim 3 or 5 which is a food composition.

[Claim 7]
A composition according to any one of claims 3 to 6 which is used to ameliorate
learning disorders.

[Claim 8]
The composition of claim 5, wherein the learning disorder is a spatial cognitive
disorder.

[Claim 9]

(A) at least one selected from the group consisting of a compound represented by

general formula (I), a pharmaceutically acceptable salt thereof, and a hydrate
thereof ;

(B) A composition used for preventing and / or treating a learning disorder
comprising a combination of at least one selected from Arundic Acid, pharmaceutically
acceptable salts thereof, and pharmaceutically acceptable solvates thereof ;



[Chemical formula 3]

NH,

(1)

(R is a hydrogen atom or an alkyl group having 1 to 6 carbon atoms.).

[Claim 10]
A composition according to claim 9 which is a pharmaceutical composition.

[Claim 11]
A composition according to claim 9 which is a food composition.

[Claim 12]
A composition according to any one of claims 9 to 11, wherein said learning disorder

is a spatial cognitive disorder.

[Claim 13]

A method for producing a crystal of a compound represented by general formula (II),
or a pharmaceutically acceptable solvate thereof, comprising a step of reacting a
divalent cation with a 2 valent cation in at least one selected from the group
consisting of methyl tert-butyl, acetonitrile and Arundic Acid. butyl ether

[Chemical formula 4]
CHs,

H3C
O:C___O-
X2+ (I1)

O—C—O

HaC
CHs

(X 2 is a divalent cation). 2.
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Decision to Grant a Patent

Application number: Japanese Patent Application No. 2018-543858

Date of Drafting: Reiwa 1(2019) July 25

Patent examiner: WATANABE, Masahiro 5801 4C00

Title of the invention:A pharmaceutically acceptable salt of a composition comprising
a combination of a TRH analog and Arundic acid and Arundic acid.

The number of claims: 13

Applicant: ssxsxkx Pharmaceutical (Shanghai) Inc.

Representative: Saegusa and Partners.

This application is to be granted a patent, since no reason for refusal has been
found.

A Director General(p.p.), a Director(p.p.), an examiner, assistant examiner A Manager
for Determination of Classification, IWASHITA, Naoto, WATANABE, Masahiro, and

KOBORI, Asako 9841 5801, 2938

1. Distinction of Patent: Usually

2. Reference: see below

3. Application of Patent Act Article 30: not applicable

4, Change of the Title of the Invention: No

5. International Patent Classification (IPC)

A61K 31/20, and A61K 38/06, A61P 9/10 , A61P 21/02 , A61P 25/00 , A61P 25/16 , A61P
25/28 , A61P 43/00 121 , A23L 33/10 , CO7C 51/43 CSP ,
C07C 53/128

6. Deposit of Microorganisms

7. Indication of Unacceptance of Retroactivity to the Filling Date
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