CLAIMS

1. A crystalline form of {6-[(2-amino-3-chloropyrita-4-yl)sulfanyl]-3-[(354S)-4-amino-3-
methyl-2-oxa-8-azaspiro[4.5]decan-8-yl]-5-methykmin-2-yl}methanol, or a pharmaceutically

acceptable salt thereof, characterized as Compbuiiatm D.

2. The crystalline form of claim 1, wherein=X-ray-powder diffractionpattern-comprises
26-values-about18:48-and-about16-77the crystalline form is

{6-[(2-amino-3-chloropyridin-4-yl)sulfanyl]-3-[(8,49)-4-amino-3-methyl-2-oxa-8-

azaspiro[4.5]decan-8-yl]-5-methylpyrazin-2-ylimeticd

3. The crystalline form of claim 1, or a pharmaceubicacceptable salt thereof, wherein an

X-ray powder diffraction pattern comprise$2alues: about 18.48 and about 16.77.

4. The crystalline form of claim 2yr a pharmaceutically acceptable salt thernwherein

the X-ray powder diffraction pattern further congas one or moreb/aluesatselected from the
group consisting cdbout 10.73,about11.03,aboutl1.15,about12.58,about19.17,about
19.54,about20.88,about22.47, anchbout25.59.

45, The crystalline form of claim,br a pharmaceutically acceptable salt thenwherein

the X-ray powder diffraction pattern is substatyiah accordance with that shown in FIG. 10A.

56.  The crystalline form ofay-ene-of-elaimsclaim 1-4, or a pharmaceutically acceptable salt

thereof wherein a differential scanning calorimetry (DS0)ve comprises an endotherm at
about 51 °C, about 90 °C, or about 211 °C.

67. The crystalline form ofssyenre-etelaimsclaim 1-4, or a pharmaceutically acceptable salt

thereof wherein the DSC curve is substantially as showRIGG. 13
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8. A crystalline form of {6-[(2-amino-3-chloropyria-4-yl)sulfanyl]-3-[(354S)-4-amino-3-
methyl-2-oxa-8-azaspiro[4.5]decan-8-yl]-5-methykmin-2-yl}methanol, or a pharmaceutically

acceptable salt thereof, characterized as Compburmtm B.

9. The crystalline form of claim 8y a pharmaceutically acceptable salt therabirein an

X-ray powder diffraction pattern comprise®\Zalues: about 20.0 and about 17.9.

10.  The crystalline form of claim 9y a pharmaceutically acceptable salt therabirein

the X-ray powder diffraction pattern further cong®s one or moreb/aluesatselected from the

group consisting cdbout 7.8,about9.1,about9.4,aboutl1.4,aboutl2.8,aboutl3.4,about
15.7,about18.9,about20.9,about23.1, andabout25.0.

11. The crystalline form of claim 8r a pharmaceutically acceptable salt thenwherein

the X-ray powder diffraction pattern is substamyiad accordance with that shown in FIG. 3A.

12.  The crystalline form ofay-ene-of-elaimsclaim 8-+, or a pharmaceutically acceptable

salt thereafwhereina-ditferential seannine-ealorimetry{the DSG curveeemptises-an-
endothermatabout188-2Candforabout2142Cis substantially as shown in FIG. 6.




4513. A crystalline form of {6-[(2-amino-3-chloropyridi4-yl)sulfanyl]-3-[(35,4S)-4-amino-3-

methyl-2-oxa-8-azaspiro[4.5]decan-8-yl]-5-methykmin-2-yl}methanol, or a pharmaceutically

acceptable salt thereof, characterized as Compbuiiutm C.

1+614. The crystalline form of claim513, or a pharmaceutically acceptable salt thereof

wherein an X-ray powder diffraction pattern comesi® values: about 18.56 and about 16.62.

+715. The crystalline form of claimé14, or a pharmaceutically acceptable salt thereof

wherein the X-ray powder diffraction pattern furtftemprises one or moré 2aluesa+selected
from the group consisting about 10.78,about11.11,aboutl12.29,about19.06,aboutl19.57,
about20.83, andibout25.61.

1816. The crystalline form of claim513, or a pharmaceutically acceptable salt thereof

wherein the X-ray powder diffraction pattern is stamtially in accordance with that shown in
FIG. 8A.

2017. A crystalline form of {6-[(2-amino-3-chloropyridi4-yl)sulfanyl]-3-[(354S)-4-amino-3-
methyl-2-oxa-8-azaspiro[4.5]decan-8-yl]-5-methylmin-2-yl}methanol, or a pharmaceutically

acceptable salt thereof, characterized as Compburmm A.

2118, The crystalline form of claifd617, or a pharmaceutically acceptable salt thereof

wherein an X-ray powder diffraction pattern comesi® values: about 16.66 and about 18.50.
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2219. The crystalline form of claim+18, or a pharmaceutically acceptable salt thereof

wherein the X-ray powder diffraction pattern funtitemprises one or moré 2aluesa+selected
from the group consisting @bout 10.76,about11.11,aboutl12.35,about19.08,aboutl9.52,
about20.85, anchbout25.63.

2320. The crystalline form of claifd617, or a pharmaceutically acceptable salt thereof

wherein the X-ray powder diffraction pattern is stantially in accordance with that shown in
FIG. 1A.

24—TFhe21 A pharmaceutical composition comprising engstalline form of clain®26;-

C

1-24, or a pharmaceutically acceptable salt thereaf,aapharmaceutically acceptable carrier.

2622. A pharmaceutical compositiammmprising the crystalline forof claim 25, swherein-the-
pharmaceutical composition-comprises- Compoundt+FHorm D8, or a pharmaceutically

acceptable salt thereof, and a pharmaceuticallgable carrier.

2723. A pharmaceutical compositiammmmprising the crystalline forof claim25;svherein-the-
pharmacentical compositioncomprises Compound+Horm-C13, or a pharmaceutically

acceptable salt thereof, and a pharmaceuticallgable carrier.

2824. A pharmaceutical compositimomprising a crystalline forrof claim25;~hereinthe-
pharmacentical compositioncomprises Compound - FormB17, or a pharmaceutically

acceptable salt thereof, and a pharmaceuticallgpable carrier.

2925. A pharmaceutical composition of claita21, wherein the pharmaceutical composition
furthercomprisesCempeund-t-Form-A;0neor apharmacenticallyaceeptablesalt-thereofand
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eomprisesatteast-twomorecrystalline forms selected frothe group consisting of

Compound 1 Form A, or a pharmaceutically acceptsaliethereof,

Compound 1 Form B, or a pharmaceutically acceptsditethereofand
Compound 1 Form C, or a pharmaceutically acceptditehereaf

and a pharmaceutically acceptable carrier.

26. Use of an effective amount of the crystallioerf of claim 1, or a pharmaceutically

acceptable salt thereafd-
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34— —A-method-efmanufacture of a medicament toeating a disease associated with SHP2
modulation in a subject in need thereefnprisineadministerineto-the subjectan—effective

35— The-method-ofelaim34, wherein the disease is selected from Noonan Symelr

Leopard Syndrome, juvenile myelomonocytic leukepmmesiroblastoma, melanoma, acute

myeloid leukemia and cancers of the breast, lunbcaton.

3827. Use ofzan effective amount of therystalline form obas—enre-eofelaimst-24claim § or

a pharmaceutically acceptable salt thereof, imtaaufacture of a medicament for treating

S el it SIIP odalation

39— A-method-of treating-a disease associated with SHP2 modulation in a&suinj need

thereof comprisine-administerine to-the subjectan-effe c-amountotapharmacenten

compeositien-ofanyone-ofelaims25-33wherein the disease is selected from Noonan

Syndrome, Leopard Syndrome, juvenile myelomonodgtikemias, neuroblastoma, melanoma,

acute myeloid leukemia and cancers of the braast, &nd colon

40— The-method-ofelaim3928. Use of an effective amount of the crystallioaf of claim

13, or a pharmaceutically acceptable salt theredhe manufacture of a medicament for treating

a disease associated with SHP2 modulation in @suin need therepWwherein the disease is

selected from Noonan Syndrome, Leopard Syndromenjle myelomonocytic leukemias,
neuroblastoma, melanoma, acute myeloid leukemiaanders of the breast, lung and colon.
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H—Apharmacentieal compeosition-eofanyone29. Use of an effective amouotf elairms-
25-33 foruseas-the crystalline form of claim 17, or a pharmaceaiticacceptable salt thereof,

in the manufacture & medicament

for treatinge+

preventing-a disease associated with SHP2 modulatiomsubject in need thereof, wherein the

disease is selected from Noonan Syndrome, Leopardr8me, juvenile myelomonocytic

leukemias, neuroblastoma, melanoma, acute myedakemia and cancers of the breast, lung

and colon

4330. Useeofapharmacentieal composition 0f any-onean effective amouraf elaims25-33the
crystalline form of claim 1, or a pharmaceuticabceptable salt thereof, in the manufacture of a

medicament for treating a disease associated wfi2Snodulation in a subject in need thereof,

wherein the disease is selected from esophagee¢icarastric carcinoma, anaplastic large-cell

lymphoma, and glioblastoma.

31. Use of an effective amount of the crystallioerf of claim 8, or a pharmaceutically

acceptable salt therean the manufacture of a medicament for treating+eventine-a disease

associated with SHP2 modulatiom a subject in need thereof, wherein the diseaselected

from esophageal cancer, gastric carcinoma, anaplasie-cell lymphoma, and glioblastoma.

32. Use of an effective amount of the crystalliosf of claim 13, or a pharmaceutically

acceptable salt thereof, in the manufacture of dicaenent for treating a disease associated with

SHP2 modulation in a subject in need thereof, wihahee disease is selected from esophageal

cancer, gastric carcinoma, anaplastic large-ceiblyoma, and glioblastoma.

33. Use of an effective amount of the crystalliosf of claim 17, or a pharmaceutically

acceptable salt thereof, in the manufacture of dicaenent for treating a disease associated with
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SHP2 modulation in a subject in need thereof, wihahee disease is selected from esophageal

cancer, gastric carcinoma, anaplastic large-ceiplyoma, and glioblastoma.
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