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WHAT IS CLAIMED I8:

1. A method of treating hidradenitis suppurativa in a patient in need thereof,
comprising administering to the patient a therapeutically effective amount of a compound
which inhibits JAX T and/or JAKZ, or a pharmaceutically acceptable salt thereof, wherein
the compound is:

ruxoiitinib;

ruxolitinib, wherein one or more hydrogen atoms are replaced by deuterium
atoms,;

{1-{1-[3-Fluoro-2-{triflucromethyl}isonicotinoyl|piperidin-4-yl } -3-[4-(7TH-
pyrrolof 2, 3-d]pyrimidin-4-vi}-1H-pyrazeol-1-vlazetidin-3-vl} acetonitrile;

4-{3-(Cyanomethy}-3-[4-(7H-pyrrolo(2,3-d]pyrimidin-4-y}-1H-pyrazol-1-
viazetidin-1-y1}-N-[4-fluoro-2-(trifluoromethylphenyl Jpiperidine- 1 -carboxamide;

[3-[4-(TH-pyrrolof2,3-d]pyrimidin-4-y1)-1H-pyrazol-1-yl]-1-(1-{|2-
(trifluoromethyl}pyrimidin-4-ylicarbonyl}piperidin-4-vl)azetidin-3-yljacetonitrile;

4-[3-(cyanoroethyl)-3-(3",5"-dimethyl-1H,1'H-4,4'-bipyrazol - 1-yDazetidin-1-yl }-
2,5-difluoro-N-{{18)-2,2 2-triflucro-1-methylethyl |benzamide;

((ZR,58)-5-{ 2-[{1R)-1-hydroxyethyl}-1H-imidazof4,5-d Jthieno] 3, 2-blpyridin-1-
vljtetrahydro-2H-pyran-2-yljacetonitrile;

3-[1-{(&-chloropyridin-2-yDpyrrolidin-3-y1}-3-[4-( TH-pyrrolo[2 3-djpyrimidin-4-
yh-1H-pyrazol-1-yl]propanenitrile;

3-(1-{1,3Joxazolo[ 5 4-blpyrndin-2-ylpyrrolidin-3-y1}-3-[4-( 7TH-pyrrolo]2,3-
dlpyrimidin-4-y1)-1H-pyrazol-1-yl]propanenitrile;

4-[{4-{3-cyano-2-[4-(TH-pyrrolof2,3-dJpyrimidin-4-y1}-1H-pyrazol-1-
yiipropyl tpiperazin-1-ylcarbonyl}-3~-fluorobenzonitrile;

4-[{4-{3-cyano-2-{3-(7TH-pyrrolo[2,3-d]pyrimidin-4-y1}- 1H-pyrrol-1-
vijpropyl}piperazin-1-ylcarbonyl-3~fluorobenzonitrile;

{trans~1-[4-(7H-pyrrolo]2,3-d]pyrimidin-4-y1}-1H-pyrazot-1-yi]-3-(4-{{ 2-

{(trifluoromethyDpyrimidin-4-ylicarbonyl } piperazin-1-ylcyclobutylacetonitrile;
vips ; yigpip Yy ;
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{trans-3-(4-{[4-{(3-hydroxyazetidin-1-ylymethyl|-0-(triflucromethyl jpyridin-2-
vijoxy tpiperidin-1-y)-1-[4-{TH-pyrrolo[2, 3-dJpyrimidin-4-y1}- 1 H-pyrazol-1-
vijceyclobutyl b acetonitrile;

{trans-3-(4-{[4-{{(28)-2-(hydroxymethy])pyrrolidin-1-ylimethyl }-6-
(trifluoromethyl}pyridin-2-yljoxy }piperidin-1-y1)-1-[4-(7H-pyrrolof2,3-d]pyrimidin-4-
vi-1H-pyrazol-1-ylicyclobutyl tacetonitrile;

{trans-3-(4-{[4-{{(2R)-2-(hydroxymethylpyirolidin-1-ylmethyl}-6-
(triftuoromethyl ypyridin-2-yljoxy }piperidin-1-y1}-1-[4-{ 7TH-pyrrolo[2,3-d |pyrimidin-4-
vh-1H-pyrazol-1-ylicvclobutyl facetonitrile;

4-(4-{3-[(dimethylamino)methy!]-5-fluorophenoxy } piperidin-1-y1)-3-[4-(7TH-
pyrrolo[2,3~-dlpyrimidin-4-yl)- 1H-pyrazol-1-yl]butanenitrile;

5-{3~{cyanomethyl)-3-[4-(7TH-pyrrote]2,3~-d]pyrimidin-4-y1)}-1H-pyrazol-1-
vljazetidin- 1-yl }-N-isopropylpyrazine-2-carboxamide;

4-{3-(cyanomethyl}-3-[4-(TH-pyrrolof2,3-dlpyrimidin-4-y1}- TH-pyrazol-1-
vljazetidin-1-vl}-2 5-difluoro-N-{{15)-2,2, 2-triflucro-1-methylethyl lbenzamide;

5-{3~{cyvanomethyl-3-[4-( 1 H-pyrrolo]2,3-bipyridin-4-y1)- 1 H-pyrazol-1-
vijazetidin-1-y1}-N-isopropylpyrazine-2-carboxamide;

{ 1-(cis-4-{[6~(2-hydroxyethyl}-2-(trifluoromethyDpyrimidin-4-
viloxy tcyclohexyl}-3-[4-(7TH-pyrrolof 2,3-d pyrimidin-4-y}-1H-pyrazol-1-yljazetidin-3-
vitacetonitrile;

{1-{cis-4-{[4-[(ethylamino}methyl]-6-(triflucromethylypyridin-2-~
vijoxy teyclohexyl)-3-f4-{ 7TH-pyrrolo[2.3-d]pyrimidin-4-y1)- 1 H-pyrazol-1-vilazetidin-3-
vl jacetonitrile;

{1-(cis-4-{[4-(1-hydroxy-1-methylethyl}-6-(trifluoromethyDpyridin-2-
vljoxy jcyclohexyl)-3-[4-(TH-pyrrolof 2,3 -dpyrimidin-4-y1)- 1 H-pyrazol-1-yl]azetidin-3-
vltacetonitrile;

{1-(cis-4-{[4-4[(3R)-3-hydroxypyrrolidin-1-vljmethyl }-6-
(trifluoromethyl}pyridin-2-ylloxy jeyclohexyl)-3-[4-(7TH-pyrrolo|2,3-d]pyrimidin-4-y1}-

1H-pyrazol-1-yl]azetidin-3-yl Jacetonitrile;
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{1-{cis-4-{[4-{[(35)-3-hydroxypvrrolidin-1-ylimethyl }-6-
(trifluoromethylpyridin-2-yijoxy jeyelohexyi)-3-[4-(TH-pyrrolo[ 2, 3-d Jpyrimidin-4-y1)-
1H-pyrazol-1-yljazetidin-3-y! }acetonitrile;

{trans-3-(4-{[4-({[(18)-2-hydroxy-1-methylethyl Jamino } methy])-6-
(trifluoromethyl}pyridin-2-yljoxy }piperidin-1-y1)-1-[4-(7H-pyrrolof2,3-d]pyrimidin-4-
vi-1H-pyrazol-1-ylicyclobutyl tacetonitrile;

{trans-3-(4-{[4-({[(2R)-2-hydroxypropyl jamino} methyl)-6-

(triftuoromethyl ypyridin-2-yljoxy }piperidin-1-yl)-1-[4-{ 7TH-pyrrolof[2,3-d|pyrimidin-4-
vh-1H-pyrazol-1-ylicvclobutyl facetonitrile {trans-3-(4-{[4-({[(2S)-2-hydrox;

ypropyl laminomethy!}-6-(trifluoromethypyridin-2-yljoxy } piperidin-1-y1)-1-{4-
{(TH-pyrrolof2,3-d]pyrimidin-4-y1}-1H-pyrazol-1-yljcyclobutyl }acetonitrile;

{trans-3-(4-{[4-(2-hydroxyethyl)-6-(triflucromethypyridin-2-yijoxy }piperidin-
-y 1-[4-(TH-pyrrolo]2,3-djpyrimidin-4-y1)- 1 H-pyrazol-1-yl]cyclobutyl Jacetonitrile;

or a pharmaceuticaily acceptable salt of any of the aforementioned.

2. The method of claim 1, wherein the compound or salt is selective for JAKT and
JAXK2 over JAK3 and TYKZ.

3. The method of claim 2, wherein the compound is ruxolitinib, or a

pharmaceutically acceptable salt thereof.

4. The method of claim 3, wherein the compound is ruxolitinib, or a
pharmaceutically acceptable salt thereof, wherein one or more hydrogen atoms are

replaced by deuterium atoms.

(Y

The method of claim 3, wherein the salt is ruxolitinib phosphate.

6. The method of claim 1, wherein the compound or salt is selective for JAK1 over

JAK2, JAK3, and TYK2.

o7



WO 2019/191684 PCT/US2019/024998

7. The method of claim 6, wherein the compound is {1-{1-[3-fluoro-2-
(trifluoromethyl)isonicotinoyl jpiperidin-4-vi }-3[4-(TH-pyrrolof 2, 3-dpyrimidin-4-yi)-

1H-pyrazol-1-yljazetidin-3-yl tacetonitrile, or a pharmaceutically acceptable salt thereof.

8. The method of claim 7, wherein the salt is {1-{1-[3-fluoro-2-
(trifluoromethyl)isonicotinoyl jpiperidin-4-y1 }-3[4-(TH-pyrrolo[ 2, 3-dlpyrimidin-4-vi}-

1H-~pyrazol-1-yljazetidin-3-yl jacetonitrile adipic acid salt.

g1

9. The method of claim 6, wherein the compound is 4-[3-(cyanomethyl}-3-(3",5'"-
dimethyl-1H,1'H-4,4'-bipyrazol-1-yhazetidin-1-y1}-2, 5-difluoro-N-[(15)-2,2,2-triflucro-

1-methylethyljbenzamide, or a pharmaceutically acceptable salt thereof.

10.  The method of claim 9, wherein the salt is 4-[3-{cyanomethyl}-3-(3' §'-dimethyl-
1H,1'H-4,4-bipyrazol-1-vhiazetidin-1-yi]-2, S~difluore-N-{{15)-2,2 2-trifluoro-~1-

methylethyl]benzamide phosphoric acid sait.

11. The method of claim 6, wherein the compound is (2R,58)-5-{2-[(I1R)-1-
hydroxyethyl}-1H-imidazo[4,5-d}thieno[3,2-blpyridin-1-yl jtetrahydro-2H-pyran-2-

vljacetonitrile, or a pharmaceuticaily acceptable salt thereof.

12. The method of claim 6, wherein the compound is (2R, 583-5-{2-[{1R}-1-
hydroxyethyl]-1H-imidazo{4,5-dJthieno[3,2-blpyridin-1-yl }tetrahydro-2H-pyran-2-

vljacetonitrite monohydrate.

13. The method of any one of claims 7-12, wherein the compound or salt is

administered at a dosage of 15, 30, 60 or 90 mg on a free base basis.

14 The method of any one of claims 1-13, further comprising administering an

additional therapeutic agent.

15, The method of claim 14, wherein the additional therapeutic agent is an antibiotic,

a retinoid, a corticosteroid, an anti-TNF-alpha agent, or an immunosuppressant.
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16. The method of claim 15, wherein the antibiotic is clindamycin, doxycycline,
minocycline, trimethoprim-sulfamethoxazole, erythromycin, metronidazole, rifampin,

moxifloxacin, dapsone, or a combination thereof.

17. The method of claim 15, wherein the retinoid is etretinate, acitretin, or
isotretinoin.
18. The method of claim 15, wherein the corticosteroid is triamcinolone,

dexamethasone, fluocinolone, cortisone, prednisone, prednisolone or flumetholone.

19, The method of claim 15, wherein the anti-TNF-alpha agent 15 infliximab,

etanercept, or adalimumab.

20. The method of claim 15, wherein the immunosuppressant is methotrexate,

cyclosporin A, mycophenolate mofetil, or mycophenolate sodium.

21 The method of claim 14, wherein the additional therapeutic agent is finasteride,

metformin, adapalene, or azelaic acid.

22 The method of any one of claims 1-21, wherein the administrating of the

compound or salt is topical.

23. The method of any one of claims 1-21, wherein the administering of the

compound or salt is oral.

24. The method of any one of claims 1-23, wherein the method results in a 10%, 20%,
30%, 40%, or 50% improvement in HiSCR (Hidradenitis Suppurativa Clinical

Response).
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