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CLAIMS 

 

1. A sustained-release dosage form, comprising:  

at least one active ingredient which is ruxolitinib, or a pharmaceutically acceptable 

salt thereof;  

a sustained-release matrix former; and 

a filler; 

wherein the filler is present in an amount of about 50% to about 80% by weight; 

wherein said ruxolitinib, or pharmaceutically acceptable salt thereof, is present in said 

dosage form in an amount of about 10 to about 60 mg on a free base basis; 

wherein said dosage form is to be administered to a human and results in a ratio of 

mean peak plasma concentration (Cmax) to mean 12-hour plasma concentration (C12h) of 

ruxolitinib of about 10 or less and a mean half-life (t1/2) of from about 3.5 hours to about 11 

hours.   

 

2. The sustained-release dosage form of claim 1, wherein said ruxolitinib, or 

pharmaceutically acceptable salt thereof, is present in said dosage form in an amount of about 

10 to about 40 mg on a free base basis. 

 

3. The sustained-release dosage form of claim 1, wherein said ruxolitinib, or 

pharmaceutically acceptable salt thereof, is present in said dosage form in an amount of about 

10 mg on a free base basis. 

 

4. The sustained-release dosage form of claim 1, wherein said ruxolitinib, or 

pharmaceutically acceptable salt thereof, is present in said dosage form in an amount of about 

20 mg on a free base basis. 

 

5. The sustained-release dosage form of claim 1, wherein said ruxolitinib, or 

pharmaceutically acceptable salt thereof, is present in said dosage form in an amount of about 

30 mg on a free base basis. 

 

6.  The sustained-release dosage form of claim 1, wherein said ruxolitinib, or 

pharmaceutically acceptable salt thereof, is present in said dosage form in an amount of about 

40 mg on a free base basis. 
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7. The sustained-release dosage form of claim 1, wherein said ruxolitinib, or 

pharmaceutically acceptable salt thereof, is present in said dosage form in an amount of about 

50 mg on a free base basis. 

 

8. The sustained-release dosage form of any one of claims 1 to 7, wherein said active 

ingredient is ruxolitinib phosphate. 

 

9. The sustained-release dosage form of any one of claims 1 to 8, wherein said dosage 

form to be administered to a human results in a mean peak plasma concentration (Cmax) of 

ruxolitinib of about 700 nM or less. 

 

10. The sustained-release dosage form of any one of claims 1 to 8, wherein said dosage 

form to be administered to a human results in a mean peak plasma concentration (Cmax) of 

ruxolitinib of about 200 to about 700 nM. 

 

11.  The sustained-release dosage form of any one of claims 1 to 8, wherein said dosage 

form to be administered to a human results in a mean peak plasma concentration (Cmax) of 

ruxolitinib of about 300 to about 400 nM. 

 

12. The sustained-release dosage form of any one of claims 1 to 11, wherein said dosage 

form to be administered to a human results in a mean time to peak plasma concentration 

(Tmax) of ruxolitinib of about 1.5 hours or more. 

 

13. The sustained-release dosage form of any one of claims 1 to 11, wherein said dosage 

form to be administered to a human results in a mean time to peak plasma concentration 

(Tmax) of ruxolitinib of about 1.5 hours to about 5 hours. 

 

14. The sustained-release dosage form of any one of claims 1 to 13, wherein said dosage 

form to be administered to a human results in a ratio of mean peak plasma concentration 

(Cmax) to mean 12-hour plasma concentration (C12h) of ruxolitinib of about 4 or less. 
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15. The sustained-release dosage form of any one of claims 1 to 13, wherein said dosage 

form to be administered to a human results in a ratio of mean peak plasma concentration 

(Cmax) to mean 12-hour plasma concentration (C12h) of ruxolitinib of about 2 to 7. 

 

16. The sustained-release dosage form of any one of claims 1 to 15, wherein said dosage 

form to be administered to a human results in a mean half-life (t1/2) of from about 4 hours to 

about 8 hours. 

 

17. The sustained-release dosage form of any one of claims 1 to 16, wherein a single dose 

of said dosage form to be administered to a human results in mean bioavailability (AUC0-∞) 

of ruxolitinib of about 3000 to about 4000 nM*h. 

 

18. The sustained-release dosage form of any one of claims 1 to 16, wherein a single dose 

of said dosage form to be administered to a human results in mean bioavailability (AUC0-∞9) 

of ruxolitinib of about 3100 to about 3800 nM*h. 

 

19. The sustained-release dosage form of any one of claims 1 to 18, wherein the 

sustained-release matrix former is one or more cellulosic ethers. 

 

20. The sustained-release dosage form of any one of claims 1 to 18, wherein the 

sustained-release matrix former is hydroxypropyl methylcellulose. 

 

21. The sustained-release dosage form of any one of claims 1 to 18, wherein the 

sustained-release matrix former is from about 10% to about 30% by weight of hydroxypropyl 

methylcellulose. 

 

22. The sustained-release dosage form of any one of claims 1 to 21, which is in the form 

of a tablet or capsule. 

 

23. A sustained release-dosage form of any one of claims 1 to 22 for use in treatment of a 

disease associated with JAK activity, wherein said disease is selected from an autoimmune 

disease, a skin disorder, allograft rejection, graft versus host disease, multiple sclerosis, 

rheumatoid arthritis, juvenile arthritis, type I diabetes, lupus, inflammatory bowel disease, 

Crohn’s disease, myasthenia gravis, immunoglobulin nephropathies, myocarditis, 
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autoimmune thyroid disorder, a viral disease, Epstein Barr Virus (EBV), Hepatitis B, 

Hepatitis C, HIV, HTLV 1, Varicella-Zoster Virus (VZV), Human Papilloma Virus (HPV), 

cancer, a myeloproliferative disorder, an inflammatory disease, an inflammatory disease of 

the eye, iritis, uveitis, scleritis, conjunctivitis, an inflammatory disease of the respiratory tract, 

an inflammatory disease of the upper respiratory tract, an inflammatory disease of the lower 

respiratory tract, an inflammatory myopathy, myocarditis, ischemia reperfusion or a disorder 

related to an ischemic event, anorexia or cachexia resulting from or associated with cancer, 

fatigue resulting from or associated with cancer, a bone resorption disease, or mast cell 

activation syndrome. 

 

24. The sustained release-dosage form for use according to of claim 23, wherein said 

autoimmune disease is bullous skin disorder. 

 

25. The sustained release-dosage form for use according to claim 24, wherein said bullous 

skin disorder is pemphigus vulgaris (PV) or bullous pemphigoid (BP). 

 

26. The sustained release-dosage form for use according to claim 23, wherein said skin 

disorder is atopic dermatitis, psoriasis, skin sensitization, skin irritation, skin rash, contact 

dermatitis or allergic contact sensitization. 

 

27.  The sustained release-dosage form for use according to claim 23, wherein said skin 

disorder is psoriasis. 

 

28. The sustained release-dosage form for use according to claim 23, wherein said 

myeloproliferative disorder (MPD) is polycythemia vera (PV), essential thrombocythemia 

(ET), primary myelofibrosis (PMF), post-polycythemia vera myelofibrosis (post PV-MF), 

post-essential thrombocythemia myelofibrosis (post ET-MF), chronic myelogenous leukemia 

(CML), chronic myelomonocytic leukemia (CMML), hypereosinophilic syndrome (HES), or 

systemic mast cell disease (SMCD).    

 

29.  The sustained release-dosage form for use according to claim 23, wherein said 

myeloproliferative disorder (MPD) is primary myelofibrosis (PMF), post-polycythemia vera 

myelofibrosis (post PV-MF), post-essential thrombocythemia myelofibrosis (post ET-MF), 

polycythemia vera (PV), or essential thrombocythemia (ET); or 
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30.  The sustained release-dosage form for use according to claim 23, wherein said 

myeloproliferative disorder (MPD) is primary myelofibrosis (PMF), post-polycythemia vera 

myelofibrosis (post PV-MF), or post-essential thrombocythemia myelofibrosis (post ET-MF). 

 

31. The sustained release-dosage form for use according to claim 23, wherein said 

myeloproliferative disorder (MPD) is polycythemia vera (PV). 

 

32. The sustained release-dosage form for use according to claim 23, wherein said cancer 

is a solid tumor, myeloma, prostate cancer, renal cancer, hepatic cancer, breast cancer, lung 

cancer, thyroid cancer, Kaposi’s sarcoma, Castleman’s disease, pancreatic cancer, 

hematological cancer, lymphoma, leukemia, multiple myeloma, skin cancer, cutaneous T-cell 

lymphoma or cutaneous B-cell lymphoma. 

 

33. The sustained release-dosage form for use according to claim 23, wherein said bone 

resorption disease is osteoporosis, osteoarthritis, bone resorption associated with hormonal 

imbalance, bone resorption associated with hormonal therapy, bone resorption associated 

with autoimmune disease, or bone resorption associated with cancer. 

 

34. The sustained release-dosage form for use according to claim 23, wherein the disease 

is graft versus host disease. 

 

35. Use of a sustained release-dosage form of any one of claims 1 to 22 in the 

manufacture of a medicament for the treatment of a disease associated with JAK activity, 

wherein said disease is selected from an autoimmune disease, a skin disorder, allograft 

rejection, graft versus host disease, multiple sclerosis, rheumatoid arthritis, juvenile arthritis, 

type I diabetes, lupus, inflammatory bowel disease, Crohn’s disease, myasthenia gravis, 

immunoglobulin nephropathies, myocarditis, autoimmune thyroid disorder, a viral disease, 

Epstein Barr Virus (EBV), Hepatitis B, Hepatitis C, HIV, HTLV 1, Varicella-Zoster Virus 

(VZV), Human Papilloma Virus (HPV), cancer, a myeloproliferative disorder, an 

inflammatory disease, an inflammatory disease of the eye, iritis, uveitis, scleritis, 

conjunctivitis, an inflammatory disease of the respiratory tract, an inflammatory disease of 

the upper respiratory tract, an inflammatory disease of the lower respiratory tract, an 

inflammatory myopathy, myocarditis, ischemia reperfusion or a disorder related to an 
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ischemic event, anorexia or cachexia resulting from or associated with cancer, fatigue 

resulting from or associated with cancer, a bone resorption disease, or mast cell activation 

syndrome. 

 

36. The use of claim 35, wherein said autoimmune disease is bullous skin disorder. 

 

37. The use of claim 36, wherein said bullous skin disorder is pemphigus vulgaris (PV) or 

bullous pemphigoid (BP). 

 

38. The use of claim 35, wherein said skin disorder is atopic dermatitis, psoriasis, skin 

sensitization, skin irritation, skin rash, contact dermatitis or allergic contact sensitization.  

 

39.  The use of claim 35, wherein said skin disorder is psoriasis. 

 

40. The use of claim 35, wherein said myeloproliferative disorder (MPD) is polycythemia 

vera (PV), essential thrombocythemia (ET), primary myelofibrosis (PMF), post-polycythemia 

vera myelofibrosis (post PV-MF), post-essential thrombocythemia myelofibrosis (post ET-

MF), chronic myelogenous leukemia (CML), chronic myelomonocytic leukemia (CMML), 

hypereosinophilic syndrome (HES), or systemic mast cell disease (SMCD).    

 

41. The use of claim 35, wherein said myeloproliferative disorder (MPD) is primary 

myelofibrosis (PMF), post-polycythemia vera myelofibrosis (post PV-MF), post-essential 

thrombocythemia myelofibrosis (post ET-MF), polycythemia vera (PV), or essential 

thrombocythemia (ET). 

 

42. The use of claim 35, wherein said myeloproliferative disorder (MPD) is primary 

myelofibrosis (PMF), post-polycythemia vera myelofibrosis (post PV-MF), or post-essential 

thrombocythemia myelofibrosis (post ET-MF). 

 

43. The use of claim 35, wherein said myeloproliferative disorder (MPD) is polycythemia 

vera (PV). 

 

44. The use of claim 35, wherein said cancer is a solid tumor, myeloma, prostate cancer, 

renal cancer, hepatic cancer, breast cancer, lung cancer, thyroid cancer, Kaposi’s sarcoma, 
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Castleman’s disease, pancreatic cancer, hematological cancer, lymphoma, leukemia, multiple 

myeloma, skin cancer, cutaneous T-cell lymphoma or cutaneous B-cell lymphoma. 

 

45. The use of claim 35, wherein said bone resorption disease is osteoporosis, 

osteoarthritis, bone resorption associated with hormonal imbalance, bone resorption 

associated with hormonal therapy, bone resorption associated with autoimmune disease, or 

bone resorption associated with cancer. 

 

46. The use of claim 35, wherein the disease is graft versus host disease. 

 

  


