A composition, comprising particles of a singtgstalline form of a compound

represented by Structural Formula I

FsC

wherein the single crystalline form is Form A ascharacterized by at least three
X-ray powder diffraction peaks ab 2ngles selected from 4.4°, 19.9°, 21.3° and 22.0°;
and

the particles have a unimodal particle size distidn characterized by a d(0.9) of
100 microns or less.

The composition of claim 1, where the a unimgmaticle size distribution characterized
by a d(0.9) of 70 microns or less.

The composition of claim 1 or 2, wherein thestajline form is characterized by X-ray
powder diffraction peaks abangles of 4.4°, 19.9°, 21.3° and 22.0°.

The composition of claim 3, wherein the crystallform is characterized by X-ray
powder diffraction peaks abangles of 4.4°, 19.9°, 20.3°, 21.3°, 22.0°, 2&B4d 25.0°.

The composition of claim 4, wherein the crystallform is characterized by X-ray
powder diffraction peaks abangles of 4.4°, 13.1°, 15.8°, 18.2°, 19.9°, 2023°3°,
22.0°, 23.5°, 23.7°, 25.0°, 27.0 °, 28.3 ° and 28.5

The composition of claim 1 or 2, wherein thestajline form is characterized by an X-
ray powder diffraction pattern substantially in aatance with that depicted in FIG. 1A.
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The composition of any one of claims 1-6, whetbe crystalline form is further
characterized by a differential scanning calorijmétermogram comprising an

endothermic peak at 179 °C.

The compositions of any one of claims 1-7, wimettee particles have a particle size

distribution characterized by a d(0.9) of from 1@mns to 100 microns.

The compositions of claims 1-7, wherein theiplas$ have a particle size distribution

characterized by a d(0.9) of from 10 microns tar¥6rons.

The composition of any one of claims 1-9, whretlee particles have a particle size

distribution characterized by a d(0.5) of from 1i@mons to 35 microns.

The composition of any one of claims 1-10, wirethe particles have a particle size

distribution characterized by a d(0.1) of from £roins to 15 microns.

The composition of any one of claims 1-11, wirethe particles have a particle size
distribution characterized by a d(0.9):d(0.1) ratidrom 2 to 10.

The composition of any one of claims 1-12, wirethe particles have a particle size
distribution characterized by a d(0.9):d(0.5) ratidrom 1.5 to 4.5.

A pharmaceutical composition, comprising a cositpn of any one of claims 1-13 and

a pharmaceutically acceptable carrier.

The composition of Claim 1 for use in the tneent of a disorder associated with CRM1
activity, the method comprising administering tsudject in need thereof a

therapeutically effective amount of a pharmaceutoaposition of claim 14.

The composition for use according to claimwberein the disorder is a proliferative
disorder, cancer, an inflammatory disorder, aniautaune disorder, a viral infection, an
ophthalmological disorder, a neurodegenerativerdesp a disorder of abnormal tissue

growth, a disorder related to food intake, an gltedisorder, or a respiratory disorder.



17.

18.

19.

20.

21.

22.

23.

24.

25.

-06 -

The composition for use according to claimwerein the disorder is cancer.

The composition for use according to Claimrluge in promoting wound healing in a
subject in need thereof, comprising administermthe subject in need thereof a

therapeutically effective amount of a pharmaceutoaposition of claim 14.
A single crystalline form of a compound represd by Structural Formula I

— H Nﬁ
,WN\ N
N 4 H)V
N

FiC

CF; (1),
wherein the single crystalline form is Form D asaharacterized by at least three X-ray
powder diffraction peaks abangles selected from 3.7°, 7.3°, 10.9°, 18.3°2h@°.

The single crystalline form of claim 19, chaesized by X-ray powder diffraction peaks
at D angles of 3.7°, 7.3°, 10.9°, 18.3° and 21.9°.

The single crystalline form of claim 20, chaegized by X-ray powder diffraction peaks
at 2 angles of 3.7°, 7.3°, 9.7°, 10.9°, 18.3°, 19.2 ah.9°.

The single crystalline form of claim 21, chaesized by X-ray powder diffraction peaks
at D angles of 3.7°, 7.3°,9.7°, 10.9°, 11.1°, 18.3 21, 19.5°, 20.6° and 21.9°.

The single crystalline form of claim 19, chdesized by an X-ray powder diffraction
pattern substantially in accordance with that depliin FIG. 2A.

The single crystalline form of any one of clait®-23, wherein the compound of

Structural Formula | is in the form of a solvate.

The single crystalline form of claim 24, wher#ie solvate is an acetonitrile solvate.
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The single crystalline form of claim 24 or 28erein the solvate comprises from about

0.5 to about 1.5 molar equivalents of solute pelamequivalent of the compound of

Structural Formula .

The single crystalline form of claim 26, wheréie solvate comprises about one molar

equivalent of solute per molar equivalent of thenpound of Structural Formula I.

A method of preparing a single crystalline fayfra compound represented by Structural

Formula I:

FsC H

— H Nﬁ
,//>'N\ N
N 4 N
N

CFs (),

wherein the single crystalline form is Form A asdharacterized by at least three

X-ray powder diffraction peaks ab 2ngles selected from 4.4°, 19.9°, 21.3° and 22.0°,

(@)

the method comprising:

suspending single crystalline Form B, C or bhaf compound of Structural
Formula I, or a mixture comprising two or more wifgde crystalline Form B, C or
D of the compound of Structural Formula I, in isgpainol or a mixture of
isopropanol and water to form a slurry, whereirgkrerystalline Form D is
characterized by at least three X-ray powder diffcm peaks at@angles
selected from 3.7°, 7.3°, 10.9°, 18.3° and 21.@9le crystalline Form B is
characterized by at least three X-ray powder dificm peaks at@angles
selected from 9.4°,11.1°, 16.5°, 18.3° and 18r&f single crystalline Form C is
characterized by at least three X-ray diffractieales at @ angles selected from
3.7°,11.2°,12.1° and 18.6°;

(b) heating the slurry to a temperature less thaqgaal to about 70 °C to

form a second slurry or a solution;
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(c) cooling the second slurry or the solution addiag water to the second
slurry or the solution, thereby forming solid peles of crystalline Form
A of the compound of Structural Formula I; and
(d) isolating the solid particles of crystallinerfoA,
thereby preparing a composition comprising pasicesingle crystalline Form A of the

compound of Structural Formula I.

29. A method of preparing a single crystalline fayfra compound represented by Structural

Formula I:
N
FsC L2 H

CFs (),

wherein the single crystalline form is Form A aadtharacterized by at least three
X-ray powder diffraction peaks ab 2ngles selected from 4.4°, 19.9°, 21.3° and 22.0°,

the method comprising:
@ suspending single crystalline Form B, C or bhaf compound of Structural
Formula I, or a mixture comprising two or more wifgte crystalline B, C or D of the
compound of Structural Formula I, in isopropanoaanixture of isopropanol and water
to form a slurry, wherein single crystalline Formdxharacterized by at least three X-
ray powder diffraction peaks a 2ngles selected from 3.7°, 7.3°, 10.9°, 18.3°2hA°,
single crystalline Form B is characterized by astehree X-ray powder diffraction
peaks at @ angles selected from 9.4°, 11.1°, 16.5°, 18.3°E$8° and single crystalline
Form C is characterized by at least three X-ralyatifion peaks atRangles selected
from 3.7°, 11.2°, 12.1° and 18.6°;
(b)  heating the slurry to a temperature less tiraagual to about 70 °C to form a
second slurry or a solution;
(c) adding water to the second slurry or the sotuéind cooling the second slurry or
the solution, thereby forming solid particles ofstalline Form A of the compound of

Structural Formula |; and
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(d) isolating the solid particles of crystallinerfoA,
thereby preparing a composition comprising paicesingle crystalline Form A of the

compound of Structural Formula I.

The method of claim 28 or 29 wherein the spédicles have a unimodal particle size

distribution characterized by a d(0.9) of 100 mig@r less.

The method of any one of claims 28-30, whette@nratio of isopropanol to water by

volume in the mixture of isopropanol and waterf about 0.1 to about 4.

The method of any one of claims 28-31, wheséigle crystalline Form B, C or D of the
compound of Structural Formula | or a mixture coisipg two or more of single
crystalline Form B, C or D of the compound of Stanal Formula |, is suspended in an
amount of isopropanol or mixture of isopropanol arader of from about 5 to about 10
parts by weight with respect to single crystallif@m B, C or D of the compound of
Structural Formula | or a mixture comprising twonoore of single crystalline Form B, C
or D of the compound of Structural Formula .

The method of any one of claims 28-32, whetteénslurry is heated to a temperature of
from about 35 °C to about 70 °C.

The method of any one of claims 28-33, whetteensecond slurry or the solution is

cooled to from about 0 °C to about 55 °C.

The method of any one of claims 28-34, whewneiter is added to the second slurry or
the solution in an amount of from about 5 partsMeyght to about 15 parts by weight
with respect to single crystalline Form B, C or Citee compound of Structural Formula
| or a mixture comprising two or more of single stalline Form B, C or D of the

compound of Structural Formula I.

A method of preparing a single crystalline fayfra compound represented by Structural

Formula I:



— H Nﬁ
,WN\ N
N 4 H)V
N

FsC

CFs (),
wherein the single crystalline form is Form A asdtharacterized by at least three X-ray
powder diffraction peaks abzangles selected from 4.4°, 19.9°, 21.3° and 22.0°,
the method comprising:
heating single crystalline Form B, C or D of thempmund of Structural Formula
| or a mixture comprising two or more of crystadlifrorm B, C or D of the
compound of Structural Formula | and inducing fotioraof solid particles of
crystalline Form A; or
maturing single crystalline Form B, C or D or tlergpound of Structural
Formula I, or a mixture comprising two or more ofstalline Form B, C or D of
the compound of Structural Formula | in a solverstem and inducing formation
of solid particles of crystalline Form A, or
drying single crystalline Form B, C or D of the goonind of Structural Formula |,
or a mixture comprising two or more of crystallirerm B, C or D of the
compound of Structural Formula I, thereby formingd particles of crystalline
Form A; or
any combination of the foregoing; and
isolating the solid particles of crystalline Form A

thereby preparing single crystalline Form A of doenpound of Structural Formula .

The method of claim 36, comprising:

heating a mixture comprising two or more of crygtael Form B, C or D of the compound
of Structural Formula | and inducing formation ofid particles of crystalline
Form A; or

maturing a mixture comprising two or more of crilgta Form B, C or D of the
compound of Structural Formula I in a solvent systed inducing formation of

solid particles of crystalline Form A; or
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drying a mixture comprising two or more of crysta Form B, C or D of the compound
of Structural Formula I, thereby forming solid peles of crystalline Form A; or
any combination of the foregoing.

A method of preparing a single crystalline fayfra compound represented by Structural

Formula I:

FsC

CFs (W,

wherein the single crystalline form is Form D asaharacterized by at least three X-ray
powder diffraction peaks abangles selected from 3.7°, 7.3°, 10.9°, 18.3°2h@°,
the method comprising:

dissolving the compound of Structural Formula &isolvent system comprising
acetonitrile;

inducing formation of solid particles of crystabifrorm D of the compound of
Structural Formula I; and

isolating the solid particles of crystalline Form D

thereby preparing single crystalline Form D of teenpound of Structural Formula .
The method of claim 38, wherein single crystalForm D is in the form of a solvate.
The method of claim 39, wherein the solvatnisicetonitrile solvate.

The method of any one of claims 38-39, whetteénsolvent system comprises greater
than 20% by volume acetonitrile.

The method of any one of claims 38-41, wheiraiucing formation of solid particles of
crystalline Form D comprises cooling the solutiomied by dissolving the compound of

Structural Formula | in a solvent system comprisaegtonitrile.
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A method of preparing a compound of StructBainula I, comprising:

combining a trialkylamine, 2-methyltetrahydrofurancompound of Structural Formula

Il:
~ )~O0H
N’Nﬁ>,
| p» O
N

FsC

CF5 (D)
and a compound of Structural Formula Ill:
Néﬁ
I
HoN,
N AN
H (1

to form a reaction mixture;

cooling the reaction mixture to from about -80 8Cabout 0 °C;

treating the reaction mixture with propylphosphoamhydride to provide a mixture
comprising the compound of Structural Formula i an

isolating the compound of Structural Formula | frdma mixture.

The method of claim 43, wherein the trialkylamis diisopropylethylamine.

The method of claim 43 or 44, comprising capline reaction mixture to from about -50
°C to about -15 °C.

A method of preparing a single crystalline fayfra compound represented by Structural
Formula I:

FsC

wherein the single crystalline form is Form A asctharacterized by at least three X-ray
powder diffraction peaks abangles selected from 4.4°, 19.9°, 21.3° and 22.0°,
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the method comprising:

€) combining a trialkylamine, 2-methyltetrahydnefn, a compound of Structural

) o
N

Formula Il
FsC

CF3 0
and a compound of Structural Formula Ill:
HoN, Nﬁ
H&N (1)

to form a reaction mixture;

(b) cooling the reaction mixture to from about <€Dto about 0 °C;

(c) treating the reaction mixture with propylphosplt anhydride to provide a
mixture comprising the compound of Structural Faiary

(d) isolating the compound of Structural Formufeom the mixture;

(e) dissolving the isolated compound of Structi@mula | in a solvent system
comprising acetonitrile;

® inducing formation of solid particles of crytae Form D of the compound of
Structural Formula | and isolating the solid paetscof crystalline Form D to
obtain single crystalline Form D of the compoundutiuctural Formula I, or
single crystalline Form B or C of the compound tti§tural Formula | or a
mixture comprising two or more of single crystadiRorm B, C or D of the
compound of Structural Formula I, wherein singlgstalline Form D is
characterized by at least three X-ray powder diffcm peaks at@angles
selected from 3.7°, 7.3°, 10.9°, 18.3° and 21.9°;

(9) heating single crystalline Form D, or singlgstalline Form B or C of the
compound of Structural Formula | or a mixture coisipg two or more of single
crystalline Form B, C or D of the compound of Stawal Formula I, and inducing

formation of solid particles of crystalline Form @&, maturing single crystalline
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Form D, or single crystalline Form B or C of themqmound of Structural Formula
| or a mixture comprising two or more of crystadlifrorm B, C or D of the
compound of Structural Formula I, in a solvent egstand inducing formation of
solid particles of crystalline Form A; or dryingngie crystalline Form D, or
single crystalline Form B or C of the compound ttitural Formula | or a
mixture comprising two or more of crystalline FoBnC or D of the compound
of Structural Formula I, thereby forming solid peles of crystalline Form A; or
any combination of the foregoing; and

(h) isolating the particles of crystalline Form A,

thereby preparing single crystalline Form A of doenpound of Structural Formula .

A method of preparing a single crystalline fayfra compound represented by Structural

Formula I:

FsC L2 ©

CFs (),
wherein the single crystalline form is Form A asatharacterized by at least three
X-ray powder diffraction peaks ab 2ngles selected from 4.4°, 19.9°, 21.3° and 22.0°,
the method comprising:
€) combining a trialkylamine, 2-methyltetrahydnefn, a compound of Structural

/NF>/’OH
) o
N

Formula Il

F4C

CFs (In

and a compound of Structural Formula Ill:



(b)
(©)

(d)
()

(f)

(9)

(h)

()

(1)

to form a reaction mixture;

cooling the reaction mixture to from about <€Dto about O °C;

treating the reaction mixture with propylphosplt anhydride to provide a
mixture comprising the compound of Structural Faiariy

isolating the compound of Structural Formufeom the mixture;

dissolving the isolated compound of Structé@mula | in a solvent system
comprising acetonitrile;

inducing formation of solid particles of cryitae Form D of the compound of
Structural Formula | and isolating the solid paesscof crystalline Form D, or
solid particles of single crystalline Form B or €tlee compound of Structural
Formula | or a mixture comprising two or more ofgle crystalline Form B, C or
D of the compound of Structural Formula |, to obtsingle crystalline Form D of
the compound of Structural Formula I, or singlestajline Form B or C of the
compound of Structural Formula | or a mixture coisipg two or more of
crystalline Form B, C or D of the compound of Stawal Formula |, wherein
single crystalline Form D is characterized by astehree X-ray powder
diffraction peaks atangles selected from 3.7°, 7.3°, 10.9°, 18.3°2h8@°;
suspending single crystalline Form D, or sirglestalline Form B or C of the
compound of Structural Formula | or a mixture coisipg two or more of single
crystalline Form B, C or D of the compound of Stawal Formula | in
isopropanol or a mixture of isopropanol and wabeiotm a slurry;

heating the slurry to a temperature less thiaegaal to about 70 °C to form a
second slurry or a solution;

cooling the second slurry or the solution addiag water to the second slurry or
the solution, thereby forming solid particles ojstalline Form A of the
compound of Structural Formula I; and

isolating the solid particles of crystallinerfoA,

thereby preparing single crystalline Form A of doenpound of Structural Formula .



