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CLAIMS: 

 

1. An oligomeric compound comprising a modified oligonucleotide according to the following chemical notation:  

AnsGnoTnsTnoGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 24); 

AnsGnoTnsTnsGnoGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 25); 

AnsGnoTnoTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 23); 

AnsGnoTnsTnsGnsGnoAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 26); 

AnsGnoTnsTnsGnsGnsAnsGno
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 27); 

AnsGnsTnsTnoGnoGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 28); 

AnsGnsTnsTnsGnsGnsAnsGno
mCnoAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 29); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnsAnoAnoGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 30); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnoAnoTnsTnsAnsTns

mCn (SEQ ID NO: 31); 

AnsGnoTnsTnsGnsGnsAnsGns
mCnsAnoAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 32); 

AnsGnoTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnoAnsTnsTnsAnsTns

mCn (SEQ ID NO: 33); 

AnsGnoTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnoAnsTns

mCn (SEQ ID NO: 34); 

AnsGnsTnsTnsGnsGnoAnoGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 35); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnoTnoAnsTns

mCn (SEQ ID NO: 36); 

AnsGnsTnsTnsGnsGnsAnoGns
mCnsAnsAnsGnsAnsTnsTnoAnsTns

mCn (SEQ ID NO: 37); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnoAnsAnsGnsAnsTnsTnoAnsTns

mCn (SEQ ID NO: 38); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnoGnsAnsTnsTnoAnsTns

mCn (SEQ ID NO: 39); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnoTnsTnoAnsTns

mCn (SEQ ID NO: 40); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnoAnsAnsGnsAnsTnoTnsAnsTns

mCn (SEQ ID NO: 41); 

AnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnoAnsTnoTnsAnsTns

mCn (SEQ ID NO: 42); 

AnoAnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCn (SEQ ID NO: 43); or 

AnoAnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCno
mCn (SEQ ID NO: 44); 

wherein:  

A = an adenine nucleobase, 
mC = a 5-methylcytosine nucleobase,  

G = a guanine nucleobase, 

 T = a thymine nucleobase, 

 n = a 2’-NMA sugar moiety,  

s = a phosphorothioate internucleoside linkage, and 

o = a phosphodiester internucleoside linkage.  

2. An oligomeric compound comprising a modified oligonucleotide according to the following chemical notation:  

GnsGnsTnoAnoGns
mCnsAnsAnsAnsAnsGnsGnsGnsGnsTnsAnsAnsTnsAns

mCnsAnsGnsTn (SEQ ID NO: 45); 

GnsGnsTnsAnsGns
mCnsAnsAnsAnsAnsGnsGnsGnsGnsTnsAnsAnsTnsAns

mCnsAnsGnsTn (SEQ ID NO: 46); 

AnsTns
mCno

mCnoAnsAnoGnoTnsTnoGnoGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTn (SEQ ID NO: 47); 

Tns
mCns

mCnoAnoAnsGnoTnoTnsGnoGnoAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTnsAn (SEQ ID NO: 48); 
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mCns
mCnsAnoAnoGnsTnoTnoGnsGnoAnoGns

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTn (SEQ ID NO: 49); 
mCnsAnsAnoGnoTnsTnoGnoGnsAnoGno

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTnsAn (SEQ ID NO: 50); 

AnsTns
mCno

mCnoAnsAnoGnoTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTn  (SEQ ID NO: 51); 

Tns
mCns

mCnoAnoAnsGnoTnoTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTnsAn  (SEQ ID NO: 52); 

mCns
mCnsAnoAnoGnsTnoTnoGnsGnsAnsGns

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTn (SEQ ID NO: 53); 

mCnsAnsAnoGnoTnsTnoGnoGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTnsAnsTnsAn (SEQ ID NO: 54); 

 AnsTns
mCno

mCnoAnsAnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTn (SEQ ID NO: 55); 

 Tns
mCns

mCnoAnoAnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTnsAn (SEQ ID NO: 56); 

mCns
mCnsAnoAnoGnsTnsTnsGnsGnsAnsGns

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTn  (SEQ ID NO: 57); 

 
mCnsAnsAnoGnoTnsTnsGnsGnsAnsGns

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTnsAn (SEQ ID NO: 58); 

 AnsTns
mCns

mCnsAnsAnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTn (SEQ ID NO: 59); 

Tns
mCns

mCnsAnsAnsGnsTnsTnsGnsGnsAnsGns
mCnsAnsAnsGnsAnsTnsTnsAnsTns

mCns
mCnsTnsAn (SEQ ID NO: 60);  

mCns
mCnsAnsAnsGnsTnsTnsGnsGnsAnsGns

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTn (SEQ ID NO: 61); or 
mCnsAnsAnsGnsTnsTnsGnsGnsAnsGns

mCnsAnsAnsGnsAnsTnsTnsAnsTns
mCns

mCnsTnsAnsTnsAn (SEQ ID NO: 62), 

     wherein:  

A = an adenine nucleobase, 
mC = a 5-methylcytosine nucleobase,  

G = a guanine nucleobase, 

 T = a thymine nucleobase, 

 n = a 2’-NMA sugar moiety,  

s = a phosphorothioate internucleoside linkage, and 

o = a phosphodiester internucleoside linkage. 

3. The oligomeric compound of claim 1 or claim 2, consisting of the modified oligonucleotide. 

4. The oligomeric compound of any of claims 1-3, wherein: 

a. the modified oligonucleotide is a free acid; or 

b. the modified oligonucleotide is a salt, optionally wherein the modified oligonucleotide is a sodium salt 

or a potassium salt. 

5. An oligomeric compound comprising a modified oligonucleotide consisting of 17 to 30 linked nucleosides and 

having a nucleobase sequence comprising at least 12, at least 13, at least 14, at least 15, at least 16, at least 17, 

at least 18, at least 19, at least 20, at least 21, at least 22, at least 23, at least 24, or at least 25 consecutive 

nucleobases of any of the nucleobase sequences of SEQ ID NOs:19-22 or 63-86, wherein the modified 

oligonucleotide comprises at least one modification selected from a modified sugar moiety and a modified 

internucleoside linkage. 

6. The oligomeric compound of claim 5, wherein the modified oligonucleotide consists of 18-25 linked 

nucleosides. 

7. The oligomeric compound of claim 5, wherein the modified oligonucleotide consists of 18, 23 or 25 linked 

nucleosides. 

8. The oligomeric compound of any of claims 5-7, wherein the nucleobase sequence of the modified 

oligonucleotide comprises the nucleobase sequence of any of SEQ ID NOs: 19-22 or 63-86. 
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9. The oligomeric compound of any of claims 5-7, wherein the nucleobase sequence of the modified 

oligonucleotide consists of the nucleobase sequence of any of SEQ ID Nos: 19-22 or 63-86. 

10. The oligomeric compound of any of claims 5-9, wherein the modified oligonucleotide comprises at least one 

modified sugar moiety; optionally wherein 

a. the modified oligonucleotide comprises at least one non-bicyclic modified sugar moiety, optionally  

wherein the non-bicyclic modified sugar moiety is a 2’-MOE sugar moiety or a 2’-NMA sugar moiety; 

and/or 

b. each nucleoside of the modified oligonucleotide comprises a modified sugar moiety; and/or 

c. each modified sugar moiety is a 2’-NMA sugar moiety. 

11. The oligomeric compound of any of claims 5-10, wherein the modified oligonucleotide comprises at least one 

modified internucleoside linkage, optionally wherein: 

a. each internucleoside linkage is a phosphorothioate internucleoside linkage; or 

b. the at least one modified internucleoside linkage is a phosphorothioate internucleoside linkage; and/or 

c. the modified oligonucleotide comprises at least one phosphodiester internucleoside linkage; and/or 

d. each internucleoside linkage is independently selected from a phosphodiester internucleoside linkage 

and a phosphorothioate internucleoside linkage. 

12. The oligomeric compound of any of claims 5-11, wherein the modified oligonucleotide comprises at least one 

modified nucleobase, optionally wherein the modified nucleobase is a 5-methylcytosine. 

13. A population of oligomeric compounds of any of claims 1-12, wherein all of the phosphorothioate 

internucleoside linkages of the modified oligonucleotide are stereorandom. 

14. A pharmaceutical composition comprising an oligomeric compound of any of claims 1-12 or a population of 

oligomeric compounds of claim 13, and a pharmaceutically acceptable diluent. 

15. The pharmaceutical composition of claim 14, wherein the pharmaceutically acceptable diluent is artificial 

cerebrospinal fluid (aCSF) or PBS. 

16. The pharmaceutical composition of claim 14 or claim 15, wherein the pharmaceutical composition consists 

essentially of the oligomeric compound or population of oligomeric compounds and aCSF or PBS. 

17. An oligomeric compound of any of claims 1-12, a population of oligomeric compounds of claim 13, or a 

pharmaceutical composition of any of claims 14-16, for use in therapy. 

18. An oligomeric compound of any of claims 1-12, a population of oligomeric compounds of claim 13, or 

pharmaceutical composition of any of claims 14-16, for use in treating a disease associated with SCN1A, 

optionally wherein:  

a. the disease associated with SCN1A is a developmental or epileptic encephalopathic disease, optionally 

wherein: 

i. the developmental or epileptic encephalopathic disease is Dravet Syndrome; and/or 

ii. the developmental or epileptic encephalopathic disease is any of Genetic Epilepsy with 

Febrile Seizures Plus (GEFS+), febrile seizures, Idiopathic/Generic Generalized Epilepsies 

(IGE/GGE), Temporal Lobe Epilepsy, Myoclonic Astatic Epilepsy (MAE), Lennox-Gastaut 

Syndrome, or Migrating Partial Epilepsy of Infancy (MMPSI); and/or   
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b. treatment with the oligomeric compound, the population of oligomeric compounds, or the 

pharmaceutical composition reduces the frequency of seizures, reduces the duration of seizures, 

reduces status epilepticus, improves behavioral functions, improves movement and balance, improves 

orthopedic conditions, improves motor functions, reduces cognitive impairment, improves language 

and speech, improves visual motor integration functions, improvise visual perception functions, 

improves executive functions, or reduces dysautonomia, optionally wherein:     

i. the seizures are frequent or prolonged in duration; and/or 

ii. the seizure is any of convulsive, myoclonic, absence, focal, obtundation status, or tonic; 

and/or 

c. the subject is human. 

19. Use of an oligomeric compound of any of claims 1-12, a population of oligomeric compounds of claim 13, or a 

pharmaceutical composition of any of claims 14-16 in the manufacture of a medicament for treating a disease 

associated with SCN1A. 

20. The use of claim 19, wherein:  

a. the disease associated with SCN1A is a developmental or epileptic encephalopathic disease, optionally 

wherein: 

i. the developmental or epileptic encephalopathic disease is Dravet Syndrome; and/or 

ii. the developmental or epileptic encephalopathic disease is any of Genetic Epilepsy with 

Febrile Seizures Plus (GEFS+), febrile seizures, Idiopathic/Generic Generalized Epilepsies 

(IGE/GGE), Temporal Lobe Epilepsy, Myoclonic Astatic Epilepsy (MAE), Lennox-Gastaut 

Syndrome, or Migrating Partial Epilepsy of Infancy (MMPSI); and/or   

b. treatment with the oligomeric compound, the population of oligomeric compounds, or the 

pharmaceutical composition reduces the frequency of seizures, reduces the duration of seizures, 

reduces status epilepticus, improves behavioral functions, improves movement and balance, improves 

orthopedic conditions, improves motor functions, reduces cognitive impairment, improves language 

and speech, improves visual motor integration functions, improvise visual perception functions, 

improves executive functions, or reduces dysautonomia, optionally wherein:     

i. the seizures are frequent or prolonged in duration; and/or 

ii. the seizure is any of convulsive, myoclonic, absence, focal, obtundation status, or tonic; 

and/or 

c. the subject is human. 


