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Claims:

1. A method for preparing a compound of formula (VI), or salt thereof,

NH

(V1)

comprising

reacting a compound of formula (VIII), or salt thereof,

(V1)

wherein
X' is halo;

with a compound of formula (VII), or salt thereof,

HO

NH
(Vi)

under nucleophilic aromatic substitution (SNAr) reaction conditions,

to provide the compound of formula (VI), or salt thereof.

2, A method for preparing a compound of formula (V), or salt thereof,

R1

O
/E,I{«N,N NH
SSoH
V) V)
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wherein R' is —OR?, and R? is a hydroxyl activating group (e.g Ts)
comprising

reacting a compound of formula (VI), or salt thereof,

(V1)

under hydroxyl activating reaction conditions

to provide the compound of formula (V), or salt thereof.

3. A method for preparing a compound of formula (l1l), or salt thereof,

NH

(1
wherein P'is a nitrogen protecting group
comprising

reacting a compound of formula (V), or salt thereof,

X, N NH

) V)

wherein R' is —OR?, and R? is a hydroxyl activating group (e.g Ts)

with a compound of formula (V)
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R3

o g
1 o= il
pen ]
N

4
(V)

wherein

P'is a nitrogen protecting group
R3is H or Cy.salkyl;

R4 is H or Cy.salkyl;

or R® and R* together to form the group  * , wherein * denotes the point of attachment to
each of the oxygen atoms attached to the boron atom,
under Suzuki coupling reaction conditions

to provide the compound of formula (lll), or salt thereof.

4. The method for preparing a compound of formula (lll), or salt thereof, according to claim
3, further comprising preparing the compound of formula (1V), or salt thereof, according to a

method comprising

i) reacting a compound of formula (XI), or salt thereof,
X
T
NT (X

wherein X is halogen (e.g. iodo)

under nitrogen protecting conditions to provide the compound of formula (XII), or salt thereof

N (X1
wherein X is halogen (e.g. iodo)

P! is a nitrogen protecting group;

ii) reacting the compound of formula (XII), or salt thereof

with a compound of formula (XIII),
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wherein

R3 is H or Cy.salkyl;
R*is H or Cy.salkyl;
RS is Cy.alkyl:

or R® and R* together to form the group * , wherein * denotes the point of attachment to
each of the oxygen atoms attached to the boron atom,
under Grignard reaction conditions

to provide the compound of formula (IV), or salt thereof.

5. A method for preparing a compound of formula (V),

NH

(V), or salt thereof,
wherein R is -OR?, and R?is a hydroxyl activating group (e.g. Ts),

comprising:

i) preparing a compound of formula (V1),

NH

(VI), or salt thereof,
according to the method of claim 1; and

i) reacting the compound of formula (V1), or salt thereof, according to claim 2, to

obtain the compound of formula (V), or salt thereof.
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6. A method for preparing a compound of formula (lll), or salt thereof,

(1,

wherein P! is a nitrogen protecting group,
comprising:

i) preparing a compound of formula (V),

(V), or salt thereof,

wherein R is —OR?, and R? is a hydroxyl activating group (e.g Ts),

from the compound of formula (VI),

O
N NH

according to the method of claim 2; and

(VI), or salt thereof,

i) reacting the compound of formula (V), or salt thereof, according to claims 3 or

4, to obtain the compound of formula (lll), or salt thereof.

7. A method for preparing a compound of formula (lll), or salt thereof,
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NH

(1,
wherein P'is a nitrogen protecting group,
according to claim 6, wherein the compound of formula (VI) or salt thereof is prepared according

to the method of claim 1.

8. A compound of formula (V)

(V), or salt thereof,
wherein R' is —OR?2, and R? is a hydroxyl activating group (e.g Ts).

9. The compound of formula (VI),

O
N NH

10. A method for preparing a compound of formula (VIII), or salt thereof,

(VI), or salt thereof.

2 X!
\N’N
HO OH (VI
wherein
X' is halo;
comprising
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reacting a compound of formula (X), or salt thereof,

wherein
X' is halo;
X2 is halo;

with a compound of formula (1X), or salt thereof,

OH

HO/© (IX)

under Friedel-Crafts reaction conditions

to provide the compound of formula (VIII), or salt thereof.

11. A compound of formula (lll),

o
|
NH

wherein P'is a nitrogen protecting group, such as the compound of formula (l11-1),

(I, or a salt thereof,

(IN-1), or a salt thereof.
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12. A compound of formula (VIII), or salt thereof,

(VI

wherein
X'is halo (e.g. CI).

13. A method for preparing a compound of formula (VI), or salt thereof,

NH

(V1)

comprising

i) preparing a compound of formula (VIII), or salt thereof,

wherein
X' is halo,

according to claim 10; and

ii) reacting the compound of formula (VIII), or salt thereof, according to claim 1 to obtain

the compound of formula (VI), or salt thereof.

14. A method for preparing a compound of formula (l), or salt thereof,
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NH

N 0]

comprising

reacting a compound of formula (lll), or salt thereof,

NH

(D

wherein

P! is a nitrogen protecting group,

PCT/1IB2021/055593

under nitrogen deprotecting conditions to provide the compound of formula (l), or salt thereof.

15. A method for preparing a compound of formula (l), or salt thereof,

NH
AN
0]

comprising

i) reacting a compound of formula (V), or salt thereof,

Ay ©

N,N NH

RS0 )
wherein

R'is —OR?, and R? is a hydroxyl activating group (e.g. Ts),
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according to claims 3 or 4,

to provide the compound of formula (lll), or salt thereof,

(1)

wherein
P'is a nitrogen protecting group; and
i) reacting the compound of formula (ll1), or salt thereof, according to claim 14

to provide the compound of formula (1), or salt thereof.

16. A method for preparing a compound of formula (l), or salt thereof,

comprising
i) reacting the compound of formula (VI), or salt thereof,
according to claim 2, to provide the compound of formula (V), or salt thereof,
i) reacting the compound of formula (V), or salt thereof, according to claims 3 or
4 to provide the compound of formula (lll), or salt thereof; and
iii) reacting the compound of formula (lll), or salt thereof; according to claim 14,

to provide the compound of formula (1), or salt thereof.

17. A method for preparing a compound of formula (V), or salt thereof,

NH
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wherein R' is —OR?, and R? is a hydroxyl activating group (e.g Ts)

comprising
i) reacting the compound of formula (X), or salt thereof, according to claim 10,
to provide the compound of formula (VIII), or salt thereof;
i) reacting the compound of formula (VIl1), or salt thereof, according to claim 1
to provide the compound of formula (VI), or salt thereof; and
iii) reacting the compound of formula (VI), or salt thereof; according to claim 2, to

provide the compound of formula (V), or salt thereof.

18. A method for preparing a compound of formula (l), or salt thereof,

44
] N NH
H-N| ] OH
N= M
comprising
i) reacting the compound of formula (VI), or salt thereof, according to claim 2, to
provide the compound of formula (V), or salt thereof,
ii) reacting the compound of formula (V), or salt thereof, according to claims 3 or 4 to
provide the compound of formula (lll), or salt thereof; and
iii) reacting the compound of formula (lll), or salt thereof; according to claim 14, to

provide the compound of formula (1), or salt thereof.

19. A method for preparing a compound of formula (lll), or salt thereof,

(1)

wherein

P! is a nitrogen protecting group,
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comprising

i)

i)

ii)

iv)

reacting the compound of formula (X), or salt thereof, according to claim 10,
to provide the compound of formula (VIII), or salt thereof;

reacting the compound of formula (VIlI), or salt thereof, according to claim 1
to provide the compound of formula (VI), or salt thereof;

reacting the compound of formula (VI), or salt thereof; according to claim 2, to
provide a compound of formula (V), or salt thereof; and

reacting the compound of formula (V), or salt thereof; according to claims 3 or

4, to provide the compound of formula (lll), or salt thereof.

20. A method for preparing a compound of formula (1), or salt thereof,

comprising

D)

i)

i)

iv)

v)

reacting the compound of formula (X), or salt thereof, according to claim 10,
to provide the compound of formula (VIII), or salt thereof;

reacting the compound of formula (VIl1), or salt thereof, according to claim 1
to provide the compound of formula (VI), or salt thereof;

reacting the compound of formula (VI), or salt thereof; according to claim 2, to
provide a compound of formula (V), or salt thereof;

reacting the compound of formula (V), or salt thereof; according to claims 3 or
4, to provide the compound of formula (lll), or salt thereof; and

reacting the compound of formula (ll1), or salt thereof, according to claim 14

to provide the compound of formula (I), or salt thereof.

21. A method for preparing a compound of formula (1), or salt thereof,
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\N::’!
comprising
i)
ii)
iii)
iv)

NH

V)

reacting the compound of formula (VIlI), or salt thereof, according to claim 1
to provide the compound of formula (VI), or salt thereof;

reacting the compound of formula (V1), or salt thereof; according to claim 2, to
provide a compound of formula (V), or salt thereof;

reacting the compound of formula (V), or salt thereof; according to claims 3 or
4, to provide the compound of formula (lll), or salt thereof; and

reacting the compound of formula (lll), or salt thereof, according to claim 14

to provide the compound of formula (1), or salt thereof.

22. A method for preparing a salt (e.g. a hydrochloride salt) of the compound of formula (1),

comprising

NH

V)

reacting a compound of formula (lll), or salt thereof,

wherein

P is a nitrogen protecting group,
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under nitrogen deprotecting conditions (e.g. with HCI) to provide a salt (e.g. a hydrochloride salt)
of the compound of formula (I) [e.g. 5-(1H-Pyrazol-4-yl)-2-{6-[(2,2,6,6-tetramethylpiperidin-4-
yl)oxy]pyridazin-3-yl}phenol monohydrochloride monohydrate].

23. A method for preparing a salt (e.g. a hydrochloride salt) of the compound of formula (1),

0
- \ NH
N
N‘::

0]
comprising
i) reacting a compound of formula (V), or salt thereof,
Ay ©
NHN NH
R1TRon V)
wherein

R'is —OR?, and R? is a hydroxyl activating group (e.g. Ts),
according to claims 3 or 4,

to provide the compound of formula (ll1), or salt thereof,

wherein
P'is a nitrogen protecting group; and
i) reacting the compound of formula (lll), or salt thereof, according to claim 22

to provide a salt (e.g. a hydrochloride salt) of the compound of formula (l)
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[e.g. 5-(1H-Pyrazol-4-yl)-2-{6-[(2,2,6,6-tetramethylpiperidin-4-yl)oxy]pyridazin-

3-yl}phenol monohydrochloride monohydrate].

24. A method for preparing a salt (e.g. a hydrochloride salt) of the compound of formula (1),

comprising
i) reacting the compound of formula (VI), or salt thereof,
according to claim 2, to provide the compound of formula (V), or salt thereof,
i) reacting the compound of formula (V), or salt thereof, according to claims 3 or
4 to provide the compound of formula (lll), or salt thereof; and
iii) reacting the compound of formula (1), or salt thereof; according to claim 22,

to provide a salt (e.g. a hydrochloride salt) of the compound of formula (1)
[e.g. 5-(1H-Pyrazol-4-yl)-2-{6-[(2,2,6,6-tetramethylpiperidin-4-yl)oxy]pyridazin-

3-yl}phenol monohydrochloride monohydrate].

25. A method for preparing a salt (e.g. a hydrochloride salt) of the compound of formula (1),

NH

V)

comprising
i) reacting the compound of formula (VI), or salt thereof, according to claim 2, to
provide the compound of formula (V), or salt thereof,
ii) reacting the compound of formula (V), or salt thereof, according to claims 3 or 4 to

provide the compound of formula (lll), or salt thereof; and
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iii) reacting the compound of formula (lll), or salt thereof; according to claim 22, to
provide a salt (e.g. a hydrochloride salt) of the compound of formula (l) [e.g. 5-(1H-
Pyrazol-4-yl)-2-{6-[(2,2,6,6-tetramethylpiperidin-4-yl)oxy]pyridazin-3-yl}phenol

monohydrochloride monohydrate].

26. A method for preparing a salt (e.g. a hydrochloride salt) of the compound of formula (1),

0
comprising
i) reacting the compound of formula (X), or salt thereof, according to claim 10,
to provide the compound of formula (VIII), or salt thereof;
i) reacting the compound of formula (VIl1), or salt thereof, according to claim 1
to provide the compound of formula (VI), or salt thereof;
iii) reacting the compound of formula (VI), or salt thereof; according to claim 2, to
provide a compound of formula (V), or salt thereof;
iv) reacting the compound of formula (V), or salt thereof; according to claims 3 or
4, to provide the compound of formula (lll), or salt thereof; and
V) reacting the compound of formula (lll), or salt thereof, according to claim 22
to provide a salt (e.g. a hydrochloride salt) of the compound of formula (l)
[e.g. 5-(1H-Pyrazol-4-yl)-2-{6-[(2,2,6,6-tetramethylpiperidin-4-yl)oxy]pyridazin-

3-yl}phenol monohydrochloride monohydrate].

27. A method for preparing a salt (e.g. a hydrochloride salt) of the compound of formula (1),

NH

V)

comprising
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i) reacting the compound of formula (VIl1), or salt thereof, according to claim 1
to provide the compound of formula (VI), or salt thereof;

i) reacting the compound of formula (VI), or salt thereof; according to claim 2, to
provide a compound of formula (V), or salt thereof;

iii) reacting the compound of formula (V), or salt thereof; according to claims 3 or
4, to provide the compound of formula (lll), or salt thereof; and

iv) reacting the compound of formula (ll1), or salt thereof, according to claim 22
to provide a salt (e.g. a hydrochloride salt) of the compound of formula (l)
[e.g. 5-(1H-Pyrazol-4-yl)-2-{6-[(2,2,6,6-tetramethylpiperidin-4-yl)oxy]pyridazin-

3-yl}phenol monohydrochloride monohydrate].

28. A method for preparing a compound of formula (V)

R:'i

s

I"
PTMN/T ©
-

wherein

4
(V)

P1is a nitrogen protecting group
R3is H or Cq.salkyl;
R%is H or Cq.salkyl;

or R® and R* together to form the group * , wherein * denotes the point of attachment to
each of the oxygen atoms attached to the boron atom,

comprising

i) reacting a compound of formula (XI), or salt thereof,

X
Ny
-

NT (X
wherein X is halogen (e.g. iodo)

under nitrogen protecting conditions to provide the compound of formula (XII), or salt thereof

N (Xl
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wherein X is halogen (e.g. iodo)

P is a nitrogen protecting group;

ii) reacting the compound of formula (XII), or salt thereof

with a compound of formula (XIII),

wherein

R3is H or Cq.salkyl;
R4 is H or Cq.salkyl;
RS is Cy.salkyl:

or R® and R* together to form the group * , wherein * denotes the point of attachment to
each of the oxygen atoms attached to the boron atom,
under Grignard reaction conditions

to provide the compound of formula (IV), or salt thereof.
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