
What is claimed is: 

1. A compound comprising a modified oligonucleotide consisting of 16 to 22 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: 1) and wherein the modified oligonucleotide  

comprises at least 16 contiguous nucleosides of the following nucleoside pattern I in the 

5' to 3' orientation: 

(R)x-NB-NQ-N Q-NB-(NB1-NQ-NQ-NB)3-NQ-N7  

wherein each R is, independently, a non-bicyclic nucleoside; X is from I to 4; 

each NB  is, independently, a bicyclic nucleoside; 

each NQ  is, independently, a non-bicyclic nucleoside; and 

each N7  is, independently, a modified nucleoside, and wherein 

(i) each bicyclic nucleoside comprises a non-methylated nucleobase, or 

(ii) no more than two non-bicyclic nucleosides are 2'-O-methoxyethyl nucleosides and 

each other non-bicyclic nucleoside is a p-D-deoxyribonucleoside. 

2. A compound comprising a modified oligonucleotide consisting of 16 to 19 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: 1) and wherein the modified oligonucleotide 

comprises at least 16 contiguous nucleosides of the following nucleoside pattern II in the 

5' to 3' orientation: 
Nm_NB_No_Nci_N 34N6_No_NQ_No

)3_No_Nz 

wherein NM  is, independently, a modified nucleoside that is not a bicyclic 

nucleoside; 

each NB  is, independently, a bicyclic nucleoside; 

each NQ  is, independently, a non-bicyclic nucleoside; and 

N7  is, independently, a modified nucleoside, and wherein 

(i) each bicyclic nucleoside comprises a non-methylated nucleobase, or 

(ii) no more than two non-bicyclic nucleosides are 2'-0-metboxyethyl nucleosides and 

each other non-bicyclic nucleoside is a il-D-deoxyribonucleoside. 

3. A compound comprising a modified oligonucleotide consisting of 16 to 19 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: 1) and wherein the modified oligonucleotide 

comprises at least 16 contiguous nucleosides of the following nucleoside pattern III in the 

5' to 3' orientation: 

(R)x-NB-NQ-NQ-NB-(NQ-NQ-NQ-ND)3-NY-N7  
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wherein each R is a non-bicyclic nucleoside; X is from 	to 4; 

each Na  is a bicyclic nucleoside; 

each N0  is a non-bicyclic nucleoside; 

Nm  is a modified nucleoside or an unmodified nucleoside; and 

each N1  is a modified nucleoside, and wherein 

(i) each bicyclic nucleoside comprises a non-methylated nucleobase, or 

(ii) no more than two non-bicyclic nucleosides are 2'-O-methoxyethyl 

nucleosides and each other non-bicyclic nucleoside is a p-D-

deoxyribonucleoside. 

4. 	A compound comprising a modified oligonucleotide consisting of 16 to 19 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: 1) and wherein the modified oligonucleotide 

comprises at least 16 contiguous nucleosides of the following nucleoside pattern IV in the 

5' to 3' orientation: 
Nm_NB_No_No_N B_(No_No_No_NB

)3_Ny_Nz 

wherein N M  is a modified nucleoside that is not a bicyclic nucleoside; 

each NB  is a bicyclic nucleoside; 

each N°  is a non-bicyclic nucleoside; 

NY  is a modified nucleoside or an unmodified nucleoside; and 

Ni  is a modified nucleoside, and wherein 

(i)  each bicyclic nucleoside comprises a non-methylated nucleobase, or 

(ii)  no more than two non-bicyclic nucleosides are 2'-0-methoxyethyl nucleosides and 

each other non-bicyclic nucleoside is a 13-D-deoxyribonucleoside. 

5. 	A compound comprising a modified oligonucleotide consisting of 16 to 19 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: I) and wherein the modified oligonucleotide 

comprises at least 16 contiguous nucleosides of the following nucleoside pattern V in the 

5' to 3' orientation: 

NM 
-NB-(N°-N°-Na-NB)4-Nz  

wherein NM  is a modified nucleoside that is not a bicyclic nucleoside; 

each NB  is a bicyclic nucleoside; 

each N° is a non-bicyclic nucleoside; and 

N' is a modified nucleoside. 
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6.  The compound of any one of claims 1 to 5, wherein the modified oligonucleotide 

comprises at least 17, at least 18, at least 19, at least 20, at least 21, or 22 contiguous 

nucleosides of nucleoside pattern I, II, III, IV or V. 

7.  The compound of any one of the preceding claims, wherein the nucleobase sequence of 

the modified oligonucleotide is at least 90% complementary is at least 95% 

complementary, or is 100% complementary to the nucleobase sequence of miR-21 (SEQ 

ID NO: 1). 

8.  The compound of any one of the preceding claims wherein each bicyclic nucleoside is 

independently selected from an LNA nucleoside, a cEt nucleoside, and an ENA 

nucleoside. 

9.  The compound of any one of claims 1 to 7, wherein each bicyclic nucleoside is an S-cEt 

nucleoside. 

10.  The compound of any one of claims 1 to 7, wherein each bicyclic nucleoside is an LNA 

nucleoside. 

11.  The compound of any one of the preceding claims wherein each non-bicyclic nucleoside 

is independently selected from a [3-D-deoxyribonucleoside and a 2'-O-methoxyethyl 

nucleoside. 

12.  The compound of any one of claims 1 to 10 wherein each non-bicyclic nucleoside is ail- 

D-deoxyribonucleoside. 

13.  The compound of any one of claims 1 to 10 wherein each non-bicyclic nucleoside is a 2'- 

O-methoxyethyl nucleoside. 

14.  The compound of any one of the preceding claims wherein the modified oligonucleotide 

consists of 16, 17, 18, 19, 20, 21, or 22 linked nucleosides of nucleoside pattern I, II, III, 

IV or V 

15.  The compound of any one of claims 1 to 14 wherein at least one cytosine is a 5-methyl 

cytosine, or wherein each cytosine is a 5-methylcytosine. 

16.  The compound of claim 1 wherein: 

a. R consists of four linked nucleosides NRI-N722_NR3..N124,  wherein NR)  is a 2'-O-

methoxyethyl nucleoside and each of Nic-N ru-NB4  is a 13-D-deoxyr bonucleoside; 

each NB  is an S-cEt nucleoside; 

each N°  is a p-D-deoxyribonucleoside; and 

N' is a 21 -0-methoxyethyl nucleoside; 

b. 	each R is a 2'-O-methoxyethyl nucleoside; Xis 1; 
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each NBis an S-cEt nucleoside; 

each NC' is a P-D-deoxyribonucleoside; and 

Nz  is a 2'-O-methoxyethyl nucleoside; 

c. each R is a 2'-O-methoxyethyl nucleoside; X is 1; 

each NB  is an S-cEt nucleoside; 

each N0  is a 2'-0-methoxyethyl nucleoside; and 

Nz  is a 2'-O-methoxyethyl nucleoside; 

d. each R is a 2'-O-methoxyethyl nucleoside; X is 1; 

each NB  is an S-cEt nucleoside; 

each N0  is a 13-D-deoxyribonucleoside; and 

Nz  is an S-cEt nucleoside; 

e. each R is a 2'-O-methoxyethyl nucleoside; X is I; 

each Na  is an LNA nucleoside; 

each No  is a P-D-deoxyribonucleoside; and 

N2  is a T-O-methoxyethyl nucleoside; or 

1. 	each R is a 2'-O-methoxyethyl nucleoside; X is I; 

each NB  is an LNA nucleoside; 

each N°  is a fl-D-deoxyribonucleoside; and 

Nz  is an LNA nucleoside. 

17. The compound of claim I, wherein the modified oligonucleotide has a structure selected 

from: 

TEmtEAEAECsAETECsAARTECsTEGEARUsAEAEGECsTEAr. and 

TEmtAACsATCsAGTCsTGAUsAAGCsTAE  

wherein nucleosides not followed by a subscript are II-D-deoxyribonucleosides, nucleosides 

followed by a subscript "E" are 2'-MOE nucleosides, nucleosides followed by a subscript "S" 

are S-cEt nucleosides, and superscript "Me" indicates a 5-methyl group on the base of the 

nucleoside. 

18. The compound of claim 2 wherein: 

a. NM  is a 2'-O-methoxyethyl nucleoside; 

each Na  is an S-cEt nucleoside; 

each N0  is a P-D-deoxyribonucleoside; and 

Nz  is a 2'-0-methoxyethyl nucleoside; 

b. NM  is a 2'-0-methoxyethyl nucleoside; 

each Na  is an S-cEt nucleoside; 
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each N°  is a 2'-O-methoxyethyl nucleoside; and 

N7  is a 2'-0-methoxyethyl nucleoside; 

c. NM  is a 2'-0-methoxyethyl nucleoside; 

each N8  is an S-cEt nucleoside; 

each N0  is a P-D-deoxyribonucleoside; 

each N is a p-D-deoxyribonucleoside; and 

N1  is an S-cEt nucleoside; 

d. NM  is a 2'-O-methoxyethyl nucleoside; 

each N8  is an LNA nucleoside; 

each .1\1° is a p-D-deoxyribonucleoside; and 

N7  is a 2'-O-methoxyethyl nucleoside; or 

e. NM  is a 2'-O-methoxyethyl nucleoside; 

each N8  is an LNA nucleoside; 

each N°  is a P-D-deoxyribonucleoside; and 

N7  is an LNA nucleoside. 

19. The compound of claim 2, wherein the modified oligonucleotide has a structure selected 

from: 

AECsATCsAGLCsLGAlisAAGCsLAB, 

AECSAETECSAEGETECSTEGEAEUSAEAEGECSTEAE, 

AilmcCsArtsAGreCsLGATsAAGmtsTAE, 

AECsALCsAGTCsTGAUsAAGCsTAs, and 

AEN'tsArtsAahmtsTGATsAAG mtsTAs, 

wherein nucleosides not followed by a subscript are p-D-deoxyribonucleosides, nucleosides 

followed by a subscript "E" are 2'-MOE nucleosides, nucleosides followed by a subscript "S" 

are S-cEt nucleosides, and superscript "Me" indicates a 5-methyl group on the base of the 

nucleoside. 

20. The compound of claim 19, wherein the modified oligonucleotide has the structure: 

AECsALCsAGTCsLGAUsAAGCsTAE, 

wherein nucleosides not followed by a subscript are P-D-deoxyribonucleosides, nucleosides 

followed by a subscript "E" are 2'-MOE nucleosides, and nucleosides followed by a subscript 

"S" are S-cEt nucleosides. 

21. The compound of claim 3 wherein: 

a. 	each R is a 2'-O-methoxyethyl nucleoside; Xis 1; 

each N8  is an S-cEt nucleoside; 
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each N° is a (3-D-deoxyribonucleoside; 

NY  is a P-D-deoxyribonucleoside; and 

Nz  is a 2'-O-methoxyethyl nucleoside; 

b. each R is a 2'-O-methoxyethyl nucleoside; X is I; 

each Na  is an S-cEt nucleoside; 

each N° is a P-D-deoxyribonucleoside; 

NY  is a 13-D-deoxyribonucleoside; and 

Nz  is an S-cEt nucleoside; or 

c. each R is a 2'-O-methoxyethyl nucleoside; Xis I; 

each Na  is an S-cEt nucleoside; 

each N°  is a 13-D-deoxyribonucleoside; 

NY  is an S-cEt nucleoside; and 

Nz  is an S-cEt nucleoside. 

22. The compound of claim 4 wherein: 

a. NM  is a 2'-O-methoxyethyl nucleoside; 

each leis an S-cEt nucleoside; 

each N° is a 13-D-deoxyribonucleoside; 

NY  is a P-D-deoxyribonucleoside; 

Nz  is a 2'-0-methoxyethyl nucleoside; and 

b. NM  is a 2'-O-methoxyethyl nucleoside; 

each Na  is an S-cEt nucleoside; 

each N° is a 13-D-deoxyribonucleoside; 

NY  is ail-D-deoxyribonucleoside; and 

Nz  is an S-cEt nucleoside; 

c. NM  is a 2'-O-methoxyethyl nucleoside; 

each Na  is an S-cEt nucleoside; 

each N° is a 13-D-deoxyribonucleoside; 

NY  is an S-cEt nucleoside; and 

Nz  is an S-cEt nucleoside. 

23. The compound of claim 5 wherein: 

NM  is a 2'-O-methoxyethyl nucleoside; 

each NB  is an S-cEt nucleoside; 

each N° is a P-D-deoxyribonucleoside; and 

Nz  is a 2'-O-methoxyethyl nucleoside. 
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24.  The compound of any one of the preceding claims wherein the modified oligonucleotide 

has the nucleobase sequence of SEQ ID NO: 3 or wherein the modified oligonucleotide 

has the nucleobase sequence of SEQ ID NO: 4, and wherein each T in the sequence is 

independently selected from a T and a U. 

25.  The compound of any one of the preceding claims, wherein at least one internucleoside 

linkage is a modified internucleoside linkage, or wherein each internucleoside linkage is 

a modified internucleoside linkage, and wherein the modified internucleoside linkage is 

optionally a phosphorothioate internucleoside linkage. 

26.  A modified oligonucleotide having the structure: 

AECsATCsAGTCsTGAUsAAGCsTAr:, 

wherein nucleosides not followed by a subscript arep-D-deoxyribonucleosides, 

nucleosides followed by a subscript "E" are 2'-MOE nucleosides, and nucleosides 

followed by a subscript "5" are S-cEt nucleosides; and wherein each internucleoside 

linkage is a phosphorothioate linkage. 

27.  A pharmaceutical composition comprising the modified oligonucleotide of claim 26 and 

a pharmaceutically acceptable carrier. 

28.  Use of a compound of any one of claims I to 25 or the modified oligonucleotide of claim 

26 in the manufacture of a medicament for inhibiting the activity of miR-21 in a cell, 

wherein the medicament is to be contacted to a cell. 

29.  The use of claim 28, wherein the cell is in vivo or wherein the cell is in vitro.  

30.  The use of claim 28 or 29 wherein the cell is a fibroblast cell, a hyperproliferative cell, a 

keratinocyte, or a hypoxic cell. 

31.  Use of a compound of any one of claims Ito 25 or the modified oligonucleotide of claim 

26 in the manufacture of a medicament for decreasing collagen expression in a cell, 

wherein the medicament is to be contacted to a cell. 

32.  Use of a compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 

26 in the manufacture of a medicament for treating, preventing or delaying the onset of a 

disease associated with miR-21 in a subject having a disease associated with miR-21, 

wherein the medicament is to be adiministered into the subject having a disease 

associated with miR-21. 

33.  The use of claim 32, wherein the disease is fibrosis. 

34.  The use of claim 33, wherein the fibrosis is selected from kidney fibrosis, lung fibrosis, 

liver fibrosis, cardiac fibrosis, skin fibrosis, age-related fibrosis, spleen fibrosis, 

scleroderma, and post-transplant fibrosis. 
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35. The use of claim 34 wherein: 

a. the kidney fibrosis is present in a subject having a disease selected from 

glomerulosclerosis, tubulointerstitial fibrosis, IgA nephropathy, interstitial 

fibrosis/tubular atrophy; chronic kidney damage, glomerular disease, 

glomerulonephritis, diabetes mellitus, idiopathy focal segmental 

glomerulosclerosis, membranous nephropathy, collapsing glomerulopathy, 

chronic recurrent kidney infection, and end stage renal disease; 

b. the kidney fibrosis results from acute or repetitive trauma to the kidney; 

c. the liver fibrosis is present in a subject having a disease selected from chronic 

liver injury, hepatitis infection, non-alcoholic steatohepatitis, and cirrhosis; the 

pulmonary fibrosis is idiopathic pulmonary fibrosis; and/or 

d. the subject has chronic obstructive pulmonary disease. 

36. Use of a compound of any one of claims I to 25 or the modified oligonucleotide of claim 

26 in the manufacture of a medicament for treating a fibroproliferative disorder in a 

subject, wherein the medicament is to be administered into the subject. 

37. The use of any one of claims 32 to 36 comprising selecting a subject having elevated 

miR-21 expression in one or more tissues. 

38. The use of any one of claims 32 to 36 wherein the subject is in need of improved organ 

function, wherein the organ function is selected from cardiac function, pulmonary 

function, liver function, and kidney function. 

39. The use of any one of claims 32 to 38 wherein the adminstration improves organ function 

in the subject, wherein the organ function is selected from cardiac function, pulmonary 

function, liver function, and kidney function. 

40. The use of any one of claims 32 to 39 wherein said treatment comprising administration 

of at least one therapeutic agent selected from an anti-inflammatory agent, an 

immunosuppressive agent, an anti-diabetic agent, digoxin, a vasodilator, an angiotensin II 

converting enzyme (ACE) inhibitors, an angiotensin II receptor blockers (ARB), a 

calcium channel blacker, an isosorbide dinitrate, a hydralazine, a nitrate, a hydralazine, a 

beta-blocker, a natriuretic peptides, a heparinoid, and a connective tissue growth factor 

inhibitor. 

41. The use of claim 40, wherein said therapeutic agent is at least one ACE inhibitor. 

42. The use of claim 41, wherein the ACE inhibitor is selected from captopril, enalapril, 

lisinopril, benazepril, quinapril, fosinopril, and ramipril. 

43. The use of claim 40, comprising administration of at least one ARB inhibitor. 
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44.  The use of claim 43, wherein the ARB inhibitor is selected from candesartan, irbesartan, 

olmesartan, losartan, valsartan, telmisartan, and eprosartan. 

45.  The use of claim 32, wherein the disease is cancer. 

46.  The use of claim 45 wherein the cancer is liver cancer, breast cancer, bladder cancer, 

prostate cancer, colon cancer, lung cancer, brain cancer, hematological cancer, pancreatic 

cancer, head and neck cancer, cancer of the tongue, stomach cancer, skin cancer, or 

thyroid cancer. 

47.  The use of any one of claims 45 or 46 wherein said treatment further comprising 

administration of at least one additional anti-cancer therapy to the subject. 

48.  The use of any one of claims 32 to 47, wherein the subject is a human. 

49.  The use of any one of claims 32 to 48, wherein the compound is present as a 

pharmaceutical composition. 

50.  A compound of any one of claims Ito 25 or the modified oligonucleotide of claim 26, for 

use in therapy. 

51.  A compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 26, for 

use in the treatment of fibrosis. 

52.  A compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 26, for 

use in promoting wound healing. 

53.  A compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 26, for 

use in treating cancer. 

54.  A compound of any one of claims Ito 25 or the modified oligonucleotide of claim 26, for 

use in preventing and/or delaying the onset of metastasis. 

55.  A compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 26, for  

use in treating cardiac disease. 

56.  Use of a compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 

26 for the preparation of a medicament. 

57.  Use of a compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 

26 for the preparation of a medicament for treating fibrosis. 

58.  Use of a compound of any one of claims 1 to 25 or the modified oligonucleotide of claim 

26 for the preparation of a medicament for promoting wound healing. 

59.  Use of a compound of any one of claims I to 25 or the modified oligonucleotide of claim 

26 for the preparation of a medicament for treating cancer. 
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60. Use of a compound of any one of claims Ito 25 or the modified oligonucleotide of claim 

26 for the preparation of a medicament for preventing and/or delaying the onset of 

metastasis. 
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What is claimed is: 

1.  A compound comprising a modified oligonucleotide consisting of 8 to 22 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotid 	s 

complementary to miR-21 (SEQ ID NO: I) and wherein the modified org 	ucleotide 

comprises at least 8 contiguous nucleosides of the following nucleoside pattern I in the 5' 

to 3' orientation: 

(R)x-NB-NQ-NQ-NB-(NQ-NQ-NQ-NB)3-NQ-Nz  

wherein each R is, independently, a non-bicyclic nucleoside; X 	from 1 to 4; 

each NB  is, independently, a bicyclic nucleoside; 

each NQ is, independently, a non-bicyclic nucleoside; and 

each Nz  is, independently, a modified nucleoside. 

2.  A compound comprising a modified oligonucleotide onsisting of 8 to 19 linked 

nucleosides, wherein the nucleobase sequence o 	e modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: 1) an wherein the modified oligonucleotide 

comprises at least 8 contiguous nucleosides 	the following nucleoside pattern II in the 

5' to 3' orientation: 

NM-NB-NQ-NQ-NB-(NQ-NQ-NQ; 	3)3-NQ-Nz  

wherein N
M.

is, independent, 	a modified nucleoside that s not a bicyclic 

nucleoside; 

each NB  is, independen t y, a bicyclic nucleoside; 

each NQ is, indepen ently, a non-bicyclic nucleoside; and 

Nz  is, independe 	ly, a modified nucleoside. 

3.  A compound compris 	a modified oligonucleotide consisting of 8 to 19 linked 

nucleosides, where 	the nucleobase sequence of the modified oligonucleotide is 

complementary 	1,2.-21 (SEQ ID NO: 1) and wherein the modified oligonucleotide 

comprises at 	ast 8 contiguous nucleosides of the following nucleoside pattern III in the 

5' to 3' o I 	ation: 

(R)x-NB 	Q-NQ-NB-(NQ-NQ-NQ-1\18)3-NY-Nz  

wherein each R is a non-bicyclic nucleoside; X is from 1 to 4; 

each NB  is a bicyclic nucleoside; 

each NQ is a non-bicyclic nucleoside; 

NY  is a modified nucleoside or an unmodified nucleoside; and 

each Nz  is a modified nucleoside. 

90 



4.  A compound comprising a modified oligonucleotide consisting of 8 to 19 linked 

nucleosides, wherein the nucleobase sequence of the modified oligonucleotide 

complementary to miR-21 (SEQ ID NO: 1) and wherein the modified oligon 	leotide 

comprises at least 8 contiguous nucleosides of the following nucleoside pa ern IV in the 

5' to 3' orientation: 

NM
-NB-NQ-NQ-NB-(NQ-NQ-N-Q-NB)3-NY-Nz  

wherein NM  is a modified nucleoside that s not a bicyclic 	cleoside; 

each NB  is a bicyclic nucleoside; 

each NQ  is a non-bicyclic nucleoside; 

NY  is a modified nucleoside or an unmodified nucl-, side; and 

Nz  is a modified nucleoside. 

5.  A compound comprising a modified oligonucleotide c f s sting of 8 to 19 linked 

nucleosides, wherein the nucleobase sequence of th modified oligonucleotide is 

complementary to miR-21 (SEQ ID NO: 1) and 	7 erein the modified oligonucleotide 

comprises at least 8 contiguous nucleosides of, e following nucleoside pattern V in the 

5' to 3' orientation: 

Nm-NB-(NQ-NQ-NB-NB)4-Nz  

wherein Nm  is a modified nucl reside that is not a bicyclic nucleoside; 

each NB  is a bicyclic nucleo de; 

each NQ is a non-bicyclic 	ucleoside; and 

Nz  is a modified nucle .. ide. 

6.  The compound of any of elan 	s I to 5, wherein the modified oligonucleotide comprises 

at least 9, at least 10, at ie sit 11, at least 12, at least 13, at least 14, at least 15, at least 16, 

at least 17, at least 18, a least 19, at least 20, at least 21, or 22 contiguous nucleosides of 

nucleoside pattern I, 	, III, IV or V. 

7.  The compound of 	y of the above claims, wherein the nucleobase sequence of the 

modified oligon cleotide is at least 90% complementary is at least 95% complementary, 

or is 100% co, plementary to the nucleobase sequence of miR-21 (SEQ ID NO: I). 

8.  The comp dnd of any of the above claims wherein each bicyclic nucleoside is 

indepen 	ntly selected from an LNA nucleoside, a cEt nucleoside, and an ENA 

nucle 	'de. 

9.  Th compound of any of claims 1 to 7, wherein each bicyclic nucleoside is an 5-cEt 

leoside. 
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10. The compound of any of claims 1 to 7, wherein each bicyclic nucleoside is an LNA/  

nucleoside. 

11. The compound of any of the above claims wherein each non-bicyclic nucleosi e is 

independently selected from a 13-D-deoxyribonucleoside and a 2'-0-methox ethyl 

nucleoside. 

12. The compound of any of claims 1 to 10 wherein each non-bicyclic nuc 	°side is a 0-D- 

deoxyribonucleoside. 

13. The compound of any of claims 1 to 10 wherein each non-bicyclic nucleoside is a 2'-0-

methoxyethyl nucleoside. 

14. The compound of any of the above claims wherein the modi ed oligonucleotide consists 

of 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, or 22inked nucleosides of 

nucleoside pattern I, II, III, IV or V. 

15. The compound of any of the above claims wherein a 	east one internucleoside linkage is 

a modified internucleoside linkage, or wherein eainternucleoside linkage is a modified 

internucleoside linkage, and wherein the modif d internucleoside linkage is optionally a 

phosphorothioate internucleoside linkage. 

16. The compound of any of claims 1 to 15 	ein at least one cytosine is a 5-methyl 

cytosine, or wherein each cytosine is a 5 	ethylcytosine. 

17. The compound of claim 1 wherein: 

a. 	R consists of four linked nucleosid s NR'-NR2-NR3-NR4, wherein NR' is a 2'-0-

methoxyethyl nucleoside and eak of NR2-NR3-NR4 is  a p  n_ D-deoxyribonucleoside; 

each NB  is an S-cEt nucleosith 

each NQ is a P-D-deoxyrib 	ucleoside; and 

Nz  is a 2'-0-methoxyet 	nucleoside; 

b. each R is a 2' $-methoxyethyl nucleoside; Xis I; 

each NB  is an S-cEt 	ucleoside; 

each NQ is a ii-D j eoxyribonucleoside; and 

Nz  is a 2'-O- 	hoxyethyl nucleoside; 

c. eac 	R is a 2'-O-methoxyethyl nucleoside; Xis 1; 

each NB  i an S-cEt nucleoside; 

each 	is a 2'-O-methoxyethyl nucleoside; and 

N7  i is 2'-O-methoxyethyl nucleoside; 

d. each R is a 2'-O-methoxyethyl nucleoside; X is 1; 

each NB  is an S-cEt nucleoside; 
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each NQ is a f3-D-deoxyribonucleoside; and 

Nz  is an S-cEt nucleoside; 

e. each R is a 2'-0-methoxyethyl nucleoside; Xis 1; 

each NB  is an LNA nucleoside; 

each NQ is a f3-D-deoxyribonucleoside; and 

N' is a 2'-O-methoxyethyl nucleoside; or 

E 	each R is a 2'-O-methoxyethyl nucleoside; Xis 1; 

each NB  is an LNA nucleoside; 

each NQ  is a f3-D-deoxyribonucleoside; and 

Nz  is an LNA nucleoside. 

18. The compound of claim I, wherein the modified oligonucleatide has a structure selected 

from: 

TemeCEAEAECsAETECsAEGETECsTEGEABUsAEAEG 	TEAS, and 

TEmeCAACsATCsAGTCsTGAUsAAGCsTAE  

wherein nucleosides not followed by a subscript indi a e f3-D-deoxyribonucleosides, 

nucleosides followed by a subscript "E" indicate 	OE nucleosides, nucleosides followed 

by a subscript "S" indicate S-cEt nucleosides, a d superscript "Me" indicates a 5-methyl 

group on the base of the nucleoside. 

19. The compound of claim 2 wherein: 

a. NM  is a 2'-O-methoxyethyl nucleos 	e 

each NB  is an S-cEt nucleoside; 

each NQ is a f3-D-deoxyribon 	leoside; and 

N' is a 2'-O-methoxyethyl 	cleoside; 

b. NM  is a 2'-O-methoxyet 	nucleoside; 

each NB  is an S-cEt n 	leoside; 

each NQ is a 2'-O- 	ethoxyethyl nucleoside; and 

N' is a 2'-0-me 	oxyethyl nucleoside; 

c. NM  is a 2'-0- 	ethoxyethyl nucleoside; 

each NB  is 	S-cEt nucleoside; 

each NQ 's a f3-D-deoxyribonucleoside; 

each 	is a f3-D-deoxyribonucleoside; and 

Ni  s an S-cEt nucleoside; 

d. is a 2'-O-methoxyethyl nucleoside; 

each NB  is an LNA nucleoside; 
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each NQ is a 13-D-deoxyribonucleoside; and 

Nz' is a 2'-O-methoxyethyl nucleoside; or 

e. 	NM  is a 2'-O-methoxyethyl nucleoside; 

each NB  is an LNA nucleoside; 

each NQ is a fi-D-deoxyribonucleoside; and 

1\12  is an LNA nucleoside. 

20. The compound of claim 2, wherein the modified oligonucleo de has 	cture selected 

from: 

AECsATCsAGTCsTGAUsAAGCsTAE, 

AECsAETECsAEGETECsTEGEAEUsAEAEGECsTEAE, 

AEmeCsAT'CsAGTmeCsTGATsAAGmeCsTAE, 

AECsATCsAGTCsTGAUsAAGCsTAs, and 

AtmeCsAreCsAGTmeCsTGATsAAGmeCsTAs, 

wherein nucleosides not followed by a subscript indic to p-D-deoxyribonucleosides, 

nucleosides followed by a subscript "E" indicate 2' 	OE nucleosides, nucleosides followed 

by a subscript "S" indicate S-cEt nucleosides, ay 	superscript "Me" indicates a 5-methyl 

group on the base of the nucleoside. 

21. The compound of claim 3 wherein: 

a. each R is a 2'-0-methoxyet yl nucleoside; Xis 1; 

each N8  is an S-cEt nucleoside; 

each NQ is a [3-D-deoxyribonu 	eoside; 

NY  is a 13-D-deoxyribonucl aside; and 

N7  is a 2'-O-methoxyet f nucleoside; 

b. each R is a 2'. 	-methoxyethyl nucleoside; X is I; 

each NB  is an S-cE nucleoside; 

each NQ is a 13- 	deoxyribonucleoside; 

NY  is a 13-D- 	oxyribonucleoside; and 

N7  is an S 	nucleoside; or 

c. ach R is a 2'-O-methoxyethyl nucleoside; Xis 1; 

each 	s an S-cEt nucleoside; 

ea/ NQ is a P-D-deoxyribonucleoside; 
Y an S-cEt nucleoside; and 

/
is 

11.17  is an S-cEt nucleoside. 

22. The compound of claim 4 wherein: 
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a.  NM  is a 2'-O-methoxyethyl nucleoside; 

each NB  is an S-cEt nucleoside; 

each NQ is a P-D-deoxyribonucleoside; 

NY  is a P-D-deoxyribonucleoside; 

NZ is a 2'-0-methoxyethyl nucleoside; and 

b.  NM  is a 2'-O-methoxyethyl nucleoside; 

each NB  is an S-cEt nucleoside; 

each NQ is a P-D-deoxyribonucleoside; 

NY  is a P-D-deoxyribonucleoside; and 

NZ  is an S-cEt nucleoside; 

c.  NM  is a 2'-O-methoxyethyl nucleoside; 

each NB  is an S-cEt nucleoside; 

each NQ is a P-D-deoxyribonucleoside; 

NY  is an S-cEt nucleoside; and 

NZis an S-cEt nucleoside. 

23.  The compound of claim 5 wherein: 

NM  is a 2'-O-methoxyethyl nucleoside; 

each NB  is an S-cEt nucleoside; 

each NQ is a P-D-deoxyribonucleos de: and 

NZ  is a 2'-O-methoxyethyl nucleos 

24.  The compound of any of the abo 	claims wherein the modified oligonucleotide has the 

nucleobase sequence of SEQ 	Ti NO: 3 or wherein the modified oligonucleotide has the 

nucleobase sequence of SE. ID NO: 4, and wherein each Tin the sequence is 

independently selected from a T and a U. 

25.  Use of a compound of, 	y of claims Ito 24 in the manufacture of a medicament for 

inhibiting the activi 	of miR-21 in a cell, wherein the medicament is to be contacted to a 

cell. 

26.  The use of cla 	25, wherein the cell is in vivo or wherein the cell is in vitro. 

27.  The 	 25 	26 use of 	a m 	or 	wherein the cell is a fibroblast cell, a hyperproliferative cell, a 

keratinoc 	e, or a hypoxic cell. 

28.  Use of 	compound of any of claims 1 to 24 in the manufacture of a medicament for 

decr, as ng collagen expression in a cell, wherein the medicament is to be contacted to a 

c 
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29. Use of a compound of any of claims 1 to 24 in the manufacture of a medicament f 

treating, preventing or delaying the onset of a disease associated with miR-21 i 	a subject 

having a disease associated with miR-21, wherein the medicament is to be ad 	nstered 

into the subject having a disease associated with miR-21. 

30. The use of claim 29, wherein the disease is fibrosis. 

31. The use of claim 30, wherein the fibrosis is selected from kidney fibrosis, lung fibrosis, 

liver fibrosis, cardiac fibrosis, skin fibrosis, age-related fibrosis, spy ' en fibrosis, 

sclerodenna, and post-transplant fibrosis. 

32. The use of claim 31 wherein: 

a. the kidney fibrosis is present in a subject having a 	isease selected from 

glomerulosclerosis, tubulointerstitial fibrosis, L; nephropathy, interstitial 

fibrosis/tubular atrophy; chronic kidney dame, glomerular disease, 

glomerulonephritis, diabetes mellitus, idio . hy focal segmental 

glomerulosclerosis, membranous nephreiathy, collapsing glomerulopathy, 

chronic recurrent kidney infection, a 	end stage renal disease; 

b. the kidney fibrosis results from ac 	e or repetitive trauma to the kidney; 

c. the liver fibrosis is present in a s..ject having a disease selected from chronic 

liver injury, hepatitis infectioi , non-alcoholic steatohepatitis, and cirrhosis; the 

pulmonary fibrosis is idiope hic pulmonary fibrosis; and/or 

d. the subject has chronic o.+structive pulmonary disease. 

33. Use of a compound of any of 	aims I to 24 in the manufacture of a medicament for 

treating a fibroproliferative 	isorder in a subject, wherein the medicament is to be 

administered into the sus ec . 

34. The use of any of clai 	s 25 to 33 comprising selecting a subject having elevated miR-21 

expression in one o amore tissues. 

35. The use of any o claims 29 to 33 wherein the subject is in need of improved organ 

function, whe 	n the organ function is selected from cardiac function, pulmonary 

function 	function, and kidney function. 

36. The use e any of claims 29 to 35 wherein the adminstration improves organ function in 

the subject, wherein the organ function is selected from cardiac function, pulmonary 

fun 	o , liver function, and kidney function. 

37 e use of any of claims 29 to 36 wherein said treatment comprising administration of at 

east one therapeutic agent selected from an anti-inflammatory agent, an 

immunosuppressive agent, an anti-diabetic agent, digoxin, a vasodilator, an ang o ens n II 
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converting enzyme (ACE) inhibitors, an angiotensin II receptor blockers (ARB), I 

calcium channel blocker, an isosorbide dinitrate, a hydralazine, a nitrate, a hyd jlazine, a 

beta-blocker, a natriuretic peptides, a heparinoid, and a connective tissue gr 	h factor 

inhibitor. 

38. The use of claim 29, wherein the disease is cancer. 

39. The use of claim 38 wherein the cancer is liver cancer, breast cance 	ladder cancer, 

prostate cancer, colon cancer, lung cancer, brain cancer, hematological cancer, pancreatic 

cancer, head and neck cancer, cancer of the tongue, stomach ca cer, skin cancer, or 

thyroid cancer. 

40. The use of any of claims 38 or 39 wherein said treatment 	her comprising 

administration of at least one additional anti-cancer the 	py to the subject. 

41. The use of any of claims 25 to 40, wherein the subjep is a human. 

42. The use of any of claims 25 to 

composition. 

41, wherein the co 	pound is present as a pharmaceutical 

43. A compound of any of claims 1 to 24, for use n therapy. 

44. A compound of any of claims 1 to 24, for 	se in the treatment of fibrosis. 

45. A compound of any of claims 1 to 24, fan use in promoting wound healing. 

46. A compound of any of claims 1 to 24 for use in treating cancer. 

47. A compound of any of claims 

metastasis. 

1 to %4, for use in preventing and/or delaying the onset of 

48. A compound of any of claim 11 to 24, for use in treating cardiac disease. 

49. Use of a compound of any 	e of claims 1 to 24 for the preparation of a medicament. 

50. Use of a compound of a.' y one of claims 1 to 24 for the preparation of a medicament for 

treating fibrosis. 

51. Use of a compoun of any one of claims 1 to 24 for the preparation of a medicament for 

promoting wo 	;+ healing. 

52. Use of a compound of any one of claims I to 24 for the preparation of a medicament for 

treating ca cer. 

53. Use of compound of any one of claims 1 to 24 for the preparation of a medicament for 

preventing and/or delaying the onset of metastasis. 
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