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(57) Séng ché dé cap dén céc oligonucleotit da duoc cai bién, hop chat oligome va dugc
pham dé lam giam lugng hodc hoat tinh cia KCNT1 ARN trong té bao hoic déi tuong,
va trong mét sb trudng hop nhit dinh, 1dm giam luong protein KCNT1 trong té bao hoic
d6i tugng. Cac oligonucleotit da duoc cai bién, hop chét oligome va duoc pham nay hiru
ich trong vi¢c cai thién it nhat mot triéu ching hoac dau hiéu nhan biét cta tinh trang
than kinh. Céc triéu chimg hodc dau hiéu nay bao gdm chimg co giat, bénh nio, va cac
tinh trang bat thuong vé hanh vi. Cac vi du khong gidi han vé tinh trang than kinh ma
dugc hudng loi tir cac hop chét, phuong phap va dugc pham nay la bénh dong kinh &
tré so sinh v6i chimg co gidt cuc b di chuyén (EIMFS), dong kinh thuy tran ban dém
di truyén trdi theo nhiém sac thé thuong (ADNFLE), hoi chimg West, va hoi ching
Ohtahara.
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Linh viee k§ thuit dwoc dé cip

Sang ché dé cap dén hop chit, phuong phap, va duoc phdm dé 1am giam ham lugng
ARN cuia thanh vién 1 thudc phan ho T kénh dugc hoat héa béi natri kali (KCNT1) trong
té bao hodc dbi twong, va trong cac truong hop nhét dinh, 1am gidm ham lugng cua protein
KCNT1 trong té bao hodc ddi tugng. Cac hop chét, phuong phéap, va duoc phdm nay hiru
dung dé 1am cai thién it nhit mét triéu ching hodc d4u hiéu nhan biét cua tinh trang than
kinh. Céc tri€éu ching va dAu hiéu nhan biét nay bao gém, nhung khong gidi han &, bénh
ndo, teo vo ndo, giat rung, ching co giat (dong kinh), va cdc bét thudng vé hanh vi nhu
hung hdng, hdi ching cang truong luc, roi loan tAm than, va céac khuyét tat vé tri tué khac.
Céc vi du khong gigi han vé céc tinh trang than kinh c6 thé dugc diéu tri béng cac hop
chit, cac phuong phap va cac dugc phim duge boc 16 & day 1a dong kinh & tré so sinh voi
chimg co giat cuc bo di chuyén (EIMFS), dong kinh thiy tran ban dém di truyén trdi theo
nhiém sic thé thuong (ADNFLE), va cac bénh ndo déng kinh khéi phéat sém bao gdbm Hoi
ching West va hoi ching Ohtahara.

Tinh trang ky thuit cia sang ché

DPong kinh 14 mét chimg r6i loan than kinh duoc dic trung boi nhitng bat thuong cé
tinh chu ky trong hoat dong ctia ndo bd. Vi du khong giéi han 13, dbi tugng bi dong kinh
thuong biéu hién hanh vi bat thuong nhu ching co giat (giat hodc co giat chi khong thé

kiém soat duoc), mét y thirc, cang truong lyc, 1u 14n va rdi loan tdm than. Pbi twong bi
| dong kinh c6 thé bi co giat cuc bo hodc co giat toan than. Co giat cuc bd anh hudng dén
mot khu vue cu thé trong ndo. Nguoc lai, co giat toan than anh hudng dén tit ca cac ving
ctia ndo. Pang budn 13, sy khoi phat bénh dong kinh c6 thé xay ra trong vai thang dau doi,
nhu da théy & nhitng bénh nhan bi EIMFS va bénh ndo sém do dong kinh & tré so sinh
(EIEE). EIMFS 1a bénh dong kinh khang thudc nang véi ty 18 tir vong dot ngdt cao & bénh
dong kinh. Su khoi phét co gidt ¢ nhitng d6i twong mic EIMFS thuong xay ra trong thang

dau doi.
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KCNT1, con dugc goi la Trinh ty Tuong tu kénh K+ dugc hoat hod bdi canxi
(SLACK), Kca4.1 va Slo2.2, 1a tiéu don vi kénh kali ¢6 cong natri tao thanh kénh tetrame
véi KCNT2 dé 1am trung gian cho dong kali nhay cam v6i natri trong pham vi céc té bao
than kinh. Hai ddng dang cét néi cia KCNT1 mARN dugc biéu hién & ngudi. Cac dong
dang nay c6 thé tao ra cac protein khac nhau v6i cdc ddc tinh dién vat Iy khac nhau, twong

tu nhu céc bién thé ddng dang SLACK dugc tim thiy & cac loai dong vat gam nham.

Su tang cécr do6t bién chirc nang & KCNT1 c6 thé gy ra mot s6 dang dong kinh, bao
odm ADNFLE va EIMFS. Cho dén nay, tét ca cac dot bién KCNT1 dugc tim thdy & cac
d6i twong bi dong kinh 1a cac dot bién sai nghia din dén sy tang chirc ning ciia protein
KCNT1. Nhitng dot bién sai nghia nay dan dén tang hoat tinh cua kénh kali va ting dong
kali cuc dai. Khoang 42-50% sb ca EIMFS la do tang dot bién chirc nang cia KCNTI.,

Ban chit k§ thuét ciia sang ché

Hién nay, van dang thiéu cac lua chon chép nhan duogc dé diéu tri bénh ndo va bénh
dong kinh & tré so sinh. Do d6, nhiing tinh trang nay cho thiy mot nhu cu cao chua dugc
dép ung. Ngoai ra, ¢6 nhidu ca dong kinh khang thudc khién bénh nhéan khong c6 hoic c6
it cac lua chon diéu tri. Do d6, muc dich cia sang ché 1a cung clp cac hop chit, cac phuong

phép va céc dugce pham dé diéu tri cdc bénh nhu vay.

Sang ché dé xuit cac hop chét, cac phuwong phap va céc duge pham dé 1am giam
ham luong hodc hoat tinh cia KCNT1 ARN, va theo cdc phuong an nhét dinh, lam giam
ham luong hodc hoat tinh cua protein KCNT1 ¢ té bao hoac dbi tugng. Theo cac phuong
an nhét dinh, déi twong 1a tré so sinh. Theo cac phuong 4n nhét dinh, ddi trong mic tinh
trang than kinh. Theo c4c phuong 4n nhét dinh, tinh trang than kinh la bénh ndo. Theo cac
phuong 4n nhat dinh, tinh trang thin kinh 1a chimg dong kinh. Theo cdc phuong én nhat
dinh, tinh trang thin kinh 12 EIMFS. Theo c4c phuong 4n nhét dinh, tinh trang than kinh 1a
ADNFLE. Theo cac phuong an nhit dinh, cac hop chat hitu ich dé lam giam ham lugng
hoic hoat tinh cia KCNT1 ARN 1 cac hop chét oligome. Theo céc phuong dn nhat dinh,
hop chét hitu dung dé 1am giam su biéu hién cia KCNT1 ARN la céc oligonucleotit da

duogc bién doi.

Sang ché ciing dé xuat cac phuong phap hitu dung dé cai thién it nhat mot tridu
ching hodc ddu hiéu nhan biét cua tinh trang than kinh. Theo cac phuong 4n nhét dinh,

tinh trang than kinh 13 EIMFS. Theo cdc phuong n nhét dinh, tinh trang than kinh la
2



44809 3/866

ADNFLE. Theo céc phuong 4n nhét dinh, it nhit mot triéu chimg hodc du hiéu nhén biét
dugce chon tir chiing co giat, ton thuong nao, mét myelin, giam truong luc, bénh ndo nhd,
trAm cam, lo léng, 161 loan chirc nang nhéan thire. Theo cac phuong an nhét dinh, cac phuong
phap dugc bdc 10 ¢ day hitu dung dé lam giam su xuét hién con co giat. Theo cac phuong
4n nhét dinh, cic phuong phéap boc 10 & day hitu dung dé 1am giam mirc do nghiém trong
cuia con co giat.
MO t4 chi tiét sang ché

CAn hidu ring ca phan ban chat k§ thuat trén day va phan mo ta chi tiét dudi day chi
dé 1am vi du va giai thich va khong lam gi¢i han sang ché. Trong ban mo ta nay, viéc st
dung danh tir s6 it bao gbm ca nghia s nhiéu trir khi ¢6 chi dan cu thé khac. Nhu dugce st
dung trong ban mo ta nay, viéc st dung “hodc” c6 nghia la “va/hodc” trur khi c6 chi dan
khéac. Ngoai ra, viéc sit dung thuét ngit "su bao gém”, cling nhu céc dang khéc, chéng han
nhu "bao gdm" va "duogc bao gdm", khong lam gi6i han sang ché. Ngoai ra, cac thuat ngt
ching han nhu "phan ti" hodc "thanh phan" bao ham ca c4c phan tir va cac thanh phan bao
gdm mot don vi va cac phin ti va cac thanh phan chira nhiéu tiéu don vi trir khi duoc quy

dinh cu thé khac.

Céac d& muc duge str dung trong ban md ta nay chi nham muc dich t6 chic va khong
duogc hiéu 1a 1am gi6i han déi twong dwge mo ta. Tt ca céc tai liéu, hodc cac phan cua tai
lieu, duge vién dan trong don nay, bao gdm, nhung khong gii han 6, bang sang ché, don
sang ché, bai bao, sach, va luan 4n, duogc két hop & day chi dé tham khao dén cac phén cua

tai liéu duogc thao ludn trong ban mod ta nay, cling nhu 1a toan bd ndi dung cta ching.

Dinh nghia

Trir khi c6 néu cac dinh nghia cu thé, danh phap dugc st dung lién quan dén, va cac
quy trinh va céac k¥ thudt cua, héa hoc phan tich, héa hiru co téng hop va hoa hoc duoc
pham va y hoc dugc mo ta & day la cac danh phép da biét va thuong duoc sir dung trong
linh vuc nay. Khi dugc phép, tAt ca cac béng sang ché, don séng ché, don da cong bd va
céc tai lidu cong bd khac va cac dit lidu khac dugc dé cap trong toan bd ban mo ta nay duoc

két hop trong ban md ta nay dé tham khao dén toan bd ndi dung clia chung.
Trir khi c6 chi dan khac, cac thuat ngit sau ddy c6 nghia sau day:
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Nhu duoc st dung trong ban mé ta nay, “2’-deoxynucleosit” c6 nghia 14 nucleosit
bao gbm gbc dudng 2’-H(H) deoxyribosyl. Theo cac phwong an nhit dinh, 2’-
deoxynucleosit 1a 2°-B-D-deoxynucleosit va bao gbm gbc duong 2’°-p-D-deoxyribosyl, co
cu hinh B-D nhu dugc tim thdy & cac axit deoxyribonucleic (ADN) c6 trong tw nhién.
Theo cac phuong 4n nhat dinh, 2’-deoxynucleosit hodc nucleosit bao gbm gbc duong 2’-
deoxyribosyl khong cai bién hodc c6 thé bao gdbm nucleobazo cii bién hodc c¢6 thé bao gdm

ARN nucleobazo (uraxin).

Nhu duogce str dung trong ban mo ta nay, “2°-MOE” hoac “gbc dudong 2°-MOE” ¢6
nghia 1a nhém 2°-OCH,CH>OCH; thay thé nhém 2°-OH clia gbe dudng ribosyl. “MOE”

c6 nghia la metoxyetyl.

Nhu duoc st dung trong ban mo ta nay, “nucleosit 2°-MOE” c¢6 nghia la nucleosit

bao gébm gdec dudng 2°-MOE.

Nhu duoc st dung trong ban mo ta nay, “2°-OMe” hodc “gbc duong 2°-O-metyl”

c6 nghia la nhém 2°-OCH3 thay thé nhom 2’°-OH cua gbe dudng ribosyl.

Nhu duoc st dung trong ban mo ta nay, “nucleosit 2’-OMe” c¢6 nghia la nucleosit

bao gébm gdc duong 2°-OMe.

Nhu duoc str dung trong ban md ta nay, “nucleosit dugc thé tai vi tri 2° ¢6 nghia
12 nucleosit bao gdbm gbc dudng duoc thé tai vi tri 2°. Nhu duoc sir dung trong ban md ta
nay, “dugc thé tai vi trf 2°” khi d& cap dén gdc dudng co nghia 1a gbc dudng bao gbdm it

nhét mot nhom thé 2' khong phai 1a H hozc OH.

Nhu duoc st dung trong ban mé ta nay, “S-metyl xytosin” c6 nghia la xytosin dugc

c4i bién bang nhom metyl gan vao vi tri 5. 5-Metyl xytosin 1a nucleobazo dugc cai bién.

Nhu duoc st dung trong ban mo ta nay, “cho dung” c6 nghia la vi€c cung cap dugc

chit cho dbi tugng.

Nhu duoc st dung trong ban mo ta nay, “hoat tinh d6i nghia” c6 nghia 1a su thay
dbi c6 thé phat hién dugc va/hodc c6 thé do duge bat ky dugce cho 1a do sy lai hoa ctia hop
chét d6i nghia v&i axit nucleic dich cua né. Theo cac phuong an nhit dinh, hoat tinh d6i
nghia 1a sy giam vé ham lugng hodc biéu hién cla axit nucleic dich hoac protein dugc ma
héa béi axit nucleic dich nay so véi ham lugng axit nucleic dich hodc ham lugng protein

dich khi khong c6 hop chét dbi nghia.
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Nhu duoc sir dung trong ban mo ta nay, “hop chét dbi nghia” c6 nghia 1a hop chat

oligome c6 kha nang dat duoc it nhét mot hoat tinh ddi nghia.

Nhu dugc sir dung trong ban mo ta nay, “lam thuyén gidm” khi d& cap dén viéc diéu
tri c6 nghia 1a sy cai thién it nhét mot triéu chimg so v6i cliing triéu chimg d6 khi khong
didu tri. Theo cac phuong 4n nhét dinh, 1am thuyén giam 1a 1am gidm d nghiém trong hodc
tan sudt cla triéu chirng hodc tri hoan khdi phéat hodc lam cham sy tién trién vé do nghiém

trong hodc tan suat cia triéu chimg.

Nhu dugc st dung trong ban md ta nay, “nucleosit hai vong™ hodc “BNA” c6 nghia

1a nucleosit bao gdbm gdc duong hai vong.

Nhu duge st dung trong ban md ta nay, “duong hai vong” hodc “gbc duong hai
vong” c¢6 nghia 1a gbc duong cai bién bao gbém hai vong, trong d6 vong thit hai dugc tao
thanh théng qua cdu ma ndi hai trong s6 cac nguyén tir & vong thir nhat bang cach dé tao
thanh c4u trac hai vong. Theo cac phuong 4n nhat dinh, vong thi nhit cia gbc dudng hai
vong 12 gbe furanosyl. Theo cac phwrong 4n nhét dinh, gdc dudng hai vong khong chira gbc

furanosyl.

Nhu dugce st dung trong ban md ta nay, “gdc phan cat dugc” c6 nghia la lién két
hodc nhom ctia cdc nguyén tir ma bi phén cat trong cac dieu kién sinh ly, vi du, bén trong

té bao, hoac dbi twong.

Nhu duogc st dung trong ban mo ta nay, “bd sung” khi dé cap dén oligonucleotit c6
nghia 14 it nhit 70% nucleobazo ctia oligonucleotit hodc mot hoac nhidu ving cta ching
va nucleobazo cua axit nucleic khac hodc mot hodc nhidu viing ctia chiing c6 kha ning lién
két hydro véi nhau khi trinh tw nucleobazo cuia oligonucleotit va axit nucleic khac dugc
sip xép thing hang theo chidu nguoc nhau. Nhu duge st dung trong ban mo ta nay,
“nucleobazo bd sung” c6 nghia 1a nucleobazo ¢6 kha ning tao lién két hydro véi mot
nucleobazo khéac. Céac cédp nucleobazo bd sung bao gdbm adenin (A) véi tymin (T), adenin
(A) véi uraxin (U), xytosin (C) véi guanin (G), va 5-metyl xytosin (mC) véi guanin (G).
Cac oligonucleotit va/hodc céc axit nucleic b sung khong can c6 tinh bo sung nucleobazo
tai mdi nucleosit. Thay vao d6, mot sb vi tri bat cap nham duoc chép nhan. Nhu dugc st
dung trong ban mo ta nay, “bd sung hoan toan” hogc “bd sung 100%” khi dé& cap dén
oligonucleotit, hodc mot phén cua no, co nghia la oligonucleotit, hodc mot phén ctia no, bd

sung vdi oligonucleotit hodc axit nucleic khac tai mdi nucleobazo cua oligonucleotit.
5
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Nhu duogc st dung trong ban mo ta nay, “nhom lién hop” c6 nghia 1a nhém cua cac
nguyén tir ma duoc gin truc tiép hodc gian tiép véi oligonucleotit. Nhém lién hgp bao gbm

goc lién hop va ciu noi lién hop ma gan goc lién hop v6i oligonucleotit.

Nhu dugce stt dung trong ban md ta nay, “cau noi lién hop” c6 nghia 1a lién két don
hodc nhom cia cac nguyén tir bao gom it nhat mot lién két ndi goc li€n hop véi

oligonucleotit.

Nhu duge st dung trong ban md ta nay, “goc lién hgp” c6 nghia la nhom cuia céac

nguyén tor ma dugc gin vé6i oligonucleotit thong qua cau nbi lién hop.

Nhu duoc sir dung trong ban mo ta nay, "lién ke" trong ngit canh cia oligonucleotit
dung dé chi cac nucleosit, cac nucleobazo, cdc goc duong, hodc cac lién két lién nucleosit
ma ngay sat nhau. Vi dy, “céc nucleobazo lién ké” c6 nghia la cac nucleobazo ngay sat

nhau trong trinh tu.

Nhu duoc str dung trong ban mo ta nay, “etyl duoc rang budc” hodc “cEt” hodc
“duong duoc cai bién bang cEt” ¢6 nghia 1a gbc duong hai vong B-D ribosyl trong d6 vong
thtr hai cia duong hai vong dugc tao thanh thong qua cau két ndi cacbon 4’ va cacbon 2’
ctia gbe dudng B-D ribosyl, trong d6 cdu nay c6 cong thirc 4'-CH(CH3)-0-2', va trong do6

nhom metyl cda cau c6 cau hinh S.

Nhu duge st dung trong ban mo ta nay, “nucleosit cEt” c6 nghia 1a nucleosit bao

gbm gbc duong dugce cai bién bang cEt.

Nhu duoc st dung trong ban mo ta nay, “quan thé duoc 1am giau bét dbi xtmg” c6
nghia la mot s6 phan tir ¢6 cong thirc phan tir gidng nhau, trong d6 s6 luong hodc ty 16 phan
trdm cla cac phan tir trong quan thé chira c4u hinh hoa hoc 1ap thé cu thé tai tim bat d6i
xtmg cu thé 16n hon s lugng hodc ty 1¢ phan trim cua cac phan tir duge ky vong 1a chira
cling céu hinh héa hoc 1ap thé cu thé tai cing tAm bit dbi xtmg cu thé trong quan thé néu
tam bét dbi xtmg cu thé nay 1a dang ngiu nhién lap thé. Cac quan thé dugc lam giau bat
d6i ximg cua cac phan ti co nhiéu tdm bat dbi ximg trong mdi phan tir c6 thé chira mot
hoic nhiéu tdm bét d6i xung dang ngiu nhién lap thé. Theo cac phuong 4n nhit dinh, cac
phén tir 1a cac oligonucleotit di dugc cai bién. Theo cac phuong 4n nhat dinh, cic phan tir

1a cac hop chit bao gdm céc oligonucleotit da dugc cai bién.



44809 7/866

Nhu dugce sir dung trong ban mé ta nay, “gapmer” c6 nghia la oligonucleotit da dugc
cai bién bao gém vung bén trong c6 mot s6 lugng cac nucleosit hd trg cho su phan cat
ARNaza H nim & gitta cic ving bén ngoai ¢c6 mot hodc nhiéu nucleosit, trong d6 cac
nucleosit bao gdbm viing bén trong khac biét v& mit hoa hoc véi nucleosit hodc cac nucleosit
bao gdm cac ving bén ngoai. Ving bén trong c6 thé duoc goi 1a “gap” va cac ving bén
ngoai ¢6 thé dwoc goi 1a “canh.” Trur khi ¢6 chi dan khac, “gapmer” ding dé chi métip
dudng. Trir khi c6 chi dan khéac, gbc duong cua mdi nucleosit cua gap 1a gbc duong 2°-p-
D deoxyribosyl. Do d6, thuat ngit “MOE gapmer” dung dé chi gapmer c6 gap bao gbm cac
2’-B-D-deoxynucleosit va cic canh bao gdém cac nucleosit 2°-MOE. Trur khi ¢6 chi dan
khac, MOE gapmer c6 thé bao gdm mét hodc nhiéu lién két lién nucleosit cai bién va/hoic
nucleobazo cai bién va cac dang cai bién nay khong can phai theo kiéu mau gapmer ciia

cac dang cai bién duong.

Nhu duoc st dung trong ban mo ta nay, “vung diém néng” la pham vi cda cac
nucleobazo trén axit nucleic dich ma chiu trach nhiém cho su giam di qua trung gian hop

chét oligome ctia ham lwgng hodc hoat tinh cta axit nucleic dich.

Nhu duoc st dung trong ban mé ta nay, "su lai hoéa" c6 nghia 1a su bét cap hodc u
bét cap clia cc oligonucleotit va/hodc cac axit nucleic bd sung. Mic du khong gi6i han &
co ché cu thé, co ché thong thudong nhét cua su lai hoa bao gbm lién két hydro, ma c6 thé
la lién két hydro Watson-Crick, Hoogsteen hodc Hoogsteen nghich ddo, gifta cac

nucleobazo bd sung.

Nhu dugc str dung trong ban mo ta nay, “lién két lién nucleosit™” ¢6 nghia 14 lién két
cdng hoa tri gita cac nucleosit lién ké trong oligonucleotit. Nhu dwge st dung trong ban
mo ta nay “lién két lién nucleosit cai bién” c6 nghia Ia lién két lién nucleosit bat ky khong
phai 1a lién két lién nucleosit phosphodieste. “Lién két lién nucleosit phosphorothioat™ 1a
lién két lién nucleosit cai bién ma trong d6 mdt trong cdc nguyén tir oxy khong béc cau cla

lién két lién nucleosit phosphodieste dugc thay thé bang nguyén tit luru huynh.

Nhu dugce sir dung trong ban mo ta nay, “nucleosit cau nbi” c6 nghia 13 nucleosit
ma két ndi, truc tiép hoac gian tiép, oligonucleotit véi géc lién hgp. Céc nucleosit cau ndi
ndm & trong ciu ndi lién hop ctia hop chit oligome. Cac nucleosit cdu nbi khong duoc coi
1a mot phan cta phan oligonucleotit ciia hop chét oligome ngay ca khi ching lién ké voi

oligonucleotit.
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Nhu duoc st dung trong ban md ta nay, “goc duong cai bién khong phai dang hai
vong” c6 nghia la goc dudng cai bién ma bao gom su cai bien, chiang han nhu phén tir the,

ma khong tao thanh cau giita hai nguyén tt ciia dudng dé tao thanh vong thir hai.

Nhu duge st dung trong ban mo ta nay, “bit cap nhadm” hodc “khong b sung” c6
nghia 1a nucleobazo cua oligonucleotit thir nhat ma khong bd sung véi nucleobazo twong
g ctia oligonucleotit thir hai hodc axit nucleic dich khi cac oligonucleotit thir nhét va thir

hai dugc sip xép thing hang.

Nhu duge st dung trong ban md ta nay, “mdtip” c6 nghia la kiéu cta goc duong,
nucleobazo, va/hodc lién két giita cac nucleosit khong dugce cai bién va/hodc dugc cai bién,

trong oligonucleotit.

Nhu dugc sir dung trong ban mo ta nay, “tinh trang than kinh” ¢6 nghia 1 tinh trang
ctia ndo, hé than kinh trung wong, hé than kinh ngoai bién, hodc dang két hop cua chung.
Tinh trang thin kinh ¢6 thé dugc biéu thi boi it nhit mot trong s6 cac sai léch chire nang té
bao than kinh, t6n thuong t& bao thin kinh va sy chét té bao than kinh. Tinh trang than kinh
¢6 thé bao gdbm chirc ning van dong giam. Tinh trang than kinh c6 thé bao gdbm kha ning

ki€m soat van dong giam.

Nhu duoc st dung trong ban mo ta nay, "nucleobazo” c6 nghia la nucleobazo khong
cai bién hodic nucleobazo cai bién. Nhu duge st dung trong ban mo ta nay, “nucleobazo
khong cai bién” 1a adenin (A), tymin (T), xytosin (C), uraxin (U), hodc guanin (G). Nhu
duoc st dung trong ban mo ta nay, “nucleobazo cai bién” 12 nhoém clia cac nguyén tir khong
phai 1a A, T, C, U, hoic G khong dugc cai bién c6 kha ning bat cdp véi it nhat mot
nucleobazo khong cai bién. “5-Metyl xytosin” 1a nucleobazo dugc cai bién. Bazo van ning
14 nucleobazo cai bién ma c6 thé bit cip vai bat ky nucleobazo khong céi bién nao trong
s6 nam nucleobazo khong cai bién. Nhu duoc st dung trong ban md ta nay, “trinh tu
nucleobazo” ¢6 nghia 1a th tu cia cdc nucleobazo lién ké trong axit nucleic hoic

oligonucleotit doc 14p cua duong bat ky hodc sw cai bién lién két lién nucleosit.

Nhu duoc st dung trong ban md ta nay, “nucleosit” c6 nghia l1a hop chit bao gdbm
nucleobazo va gbc duong. Mdi nucleobazo va gbc duong doc 1ap 1a khong duge cai bién
hodc dugc cai bién. Nhu duge sir dung trong ban md ta nay, “nucleosit cai bién” ¢6 nghia
1a nucleosit bao gdbm nucleobazo cai bién va/hoic gbc duong cai bién. Cac nucleosit cai

bién bao gom cac nucleosit khong bazo, ma thiéu nucleobazo. “Cac nucleosit dugc lién
8
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két” 1a cac nucleosit ma dugce két noi trong trinh tu lién ké (tire 13, khong c6 nucleosit bd

sung nao c6 mit gitta cac nucleosit ma dugc li€n két).

Nhu duoc sir dung trong ban md tad nay, "hop chit oligome" c6 nghia la
oligonucleotit va tuy y mot hodc nhiéu d4u hiéu bd sung, chang han nhu nhém lién hop
hodic nhém déu tan cing. Hop chét oligome c6 thé duogc bat cap véi hop chét oligome thir
hai ma bd sung v6i hop chit oligome thit nhat hodc c6 thé khong duge bét cap. “Hop chat
oligome soi don” 1a hop chét oligome khong dugc bét cip. Thuat ngit “bd doi oligome” c6
nghia 1a bo doi dugc tao thanh boi hai hop chét oligome c6 céc trinh tir nucleobazo bd
sung. Mbi hop chét oligome ciia cip ddi oligome c6 thé dugc dé cap dén dudi dang “hop

chét oligome dugc cap doi.”

Nhu duoc sir dung trong ban mo ta nay, "oligonucleotit" c6 nghia Ia soi cia cac
nucleosit duge lién két duoc ndi thong qua cac lién két lién nucleosit, trong d6 mdi
nucleosit va lién két lién nucleosit c6 thé duge cai bién hoac khong dugc cai bién. Trir khi
¢6 chi dan khac, cic oligonucleotit gém c0 8-50 nucleosit dugc lién két. Nhu duge st dung
trong ban mé ta nay, “oligonucleotit da dugc cai bién” ¢6 nghia 13 oligonucleotit, trong d6
it nhat mot nucleosit hodc lién két lién nucleosit da duoc cai bién. Nhu duoc sir dung trong
ban mo ta nay, “oligonucleotit khong cai bién” c6 nghia la oligonucleotit ma khong chira

bat ky su cai bién nucleosit hodc sy cai bien gitta cac nucleosit nao.

Nhu dugc st dung trong ban mo ta nay, “ch4t mang hodc chat pha loang dugc dung”
c6 nghia 1a chat bét ky thich hop dé st dung trong viéc dung cho d6i twong. Cac chat mang
nhét dinh nay gitp cho duoc phém duoc tao ché phém dudi dang, vi du, vién nén, vién
tron, vién bao dudng, vién nang, dich long, gel, si ro, bot nhdo, huyén phu va vién thude
hinh thoi dé nuét bing miéng boi dbi twong. Theo céc phuong an nhét dinh, chit mang
hoac chét pha loang dugc dung la nuéc tiét trung, nude mudi tiét trung, dung dich dém tiét

trung hodc dich ndo tuy nhan tao tiét trung.

Nhu dugce st dung trong ban mo ta nay “mudi duge dung” c6 nghia Ia mudi chap
nhéan duoc vé& mat sinh 1y duge dung ctia hop chat. Mudi duge dung giir lai hoat tinh sinh
hoc mong muén ctia hop chét ban dau va khong truyén tac dung gy doc khong mong mudn

cho no.

Nhu dugce sir dung trong ban mo ta nay “dugce pham” ¢6 nghia 1a hdn hgp cia cac

chét thich hop cho viéc dung cho dbi tuong. Vi du, duoc phém c6 thé bao gém hop chét
9
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oligome va dung dich trong nudc tiét tring. Theo cac phuong an nhat dinh, duoc phdm thé

hién hoat tinh trong thir nghiém hép thu tw do & cac dong té bao nhét dinh.

Nhu dugc st dung trong ban mo ta nay, “tién dugc chit” c6 nghia 1a chét trj lidu &
dang bén ngoai co thé ma dugc bién ddi thanh dang khac & bén trong d6i twong hodc té
bao cuia chung. Thong thudong viéc bién ddi cta tién duoc chit bén trong dbi twong dugce
lam cho thuén lgi béng tac dong cua enzym (vi du, enzym ndi sinh hodc enzym cta virut)

hoidc hoa chat c6 mit trong t€ bao hodc mo va/hodc bai diéu kién sinh ly.

Nhu duoc st dung trong ban md ta nay, "lam giam hodc trc ché ham lugng hoac
hoat tinh" dung dé chi sy khir hodc phong bé su biéu hién hoic hoat tinh phién ma so v6i
su biéu hién hodc hoat tinh phién ma & mAu khong dugc xtt Iy hodc d6i ching va khong

can phai chi ra su loai trlr tong thé cuia sy biéu hién hodc hoat tinh phién ma.

Nhu duoc st dung trong ban mé ta nay, “ARN” c¢6 nghia la ban phién ma ARN va
bao gdm tién mMARN va mARN truéng thanh, trir khi c6 quy dinh khac.

Nhu duoc sir dung trong ban mo ta nay, “hop chat ARNi” ¢6 nghia 1a hop chat ddi
nghia ma tac dong, it nhit mot phan, thong qua RISC hodc Ago2 dé diéu bién axit nucleic
dich va/hoic protein dugc ma hoa béi axit nucleic dich nay. Hop chit ARNi bao gom,
nhung khong gi6i han &, siARN soi doi, ARN soi don (ssARN), va microARN, bao gdm
cht gia microARN. Theo céc phurong 4n nhat dinh, hop chdt ARNi diéu bién lwgng, hoat
tinh, va/hodc su ghép nbi clia axit nucleic dich. Thuat ngit hop chét ARNI loai trir cac hop
chét dbi nghia ma tac dong thong qua RNaza H.

Nhu dugc str dung trong ban mo ta nay, “tu bd sung” khi dé cap dén oligonucleotit

¢6 nghia 1a oligonucleotit ma lai hoa it nhit mét phan véi chinh ban than né.

Nhu duoc st dung trong ban md ta nay, “thir nghiém té bao tiéu chuin” c6 nghia la

thir nghiém dugc mo ta trong Vi du 1 va cac dang bién dbi hop 1y ctia ching.

Nhu duoc st dung trong badn mo ta nay, “ngau nhién lap thé” trong ngit canh cla
quén thé cac phan tir c6 cong thirc phén tir giéng nhau c6 nghia 1a tAm bét di ximg c¢6 ciu
hinh héa hoc 1ap thé ngiu nhién. Vi du, trong quan thé cac phan tir bao gdm tam bat doi
xtmg ngau nhién 1ap thé, s6 lrong phan ti c6 cAu hinh (S) ctia tim bat déi xtimg ngéu nhién
14p thé ¢6 thé nhung khong nhét thiét 1a gidng sé lugng phén tir c6 cAu hinh (R) cta tam

bét déi xtmg ngAu nhién 14p thé. Cau hinh héa hoc 1ap thé cta tim bat dbi xtmg duoc coi
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12 ngiu nhién khi n6 1a két qua ctia phwrong phép tong hop ma khong dugc thiét ké dé kiém
soat cAu hinh héa hoc 1ap thé. Theo cac phuong 4n nhat dinh, tam bat dbi xtng ngau nhién

1ap thé 14 lién két lién nucleosit phosphorothioat ngdu nhién 14p thé.

Nhu dugce st dung trong ban mo ta nay, "d6i tugng" c6 nghia 12 ngudi hodc dong

vat khong phai 1a nguoi. Theo mdt sé phuong 4n nhét dinh, d6i twong 1a nguoi.

Nhu dugc st dung trong badn mo ta nay, “gbc dudng” c6 nghia 1a gbc duong khong
dugc cai bién hodc gbc duong cai bién. Nhu duoc sir dung trong ban mo ta nay, “obc duong
khong dugce cai bién” ¢6 nghia 1a gdc 2°-OH(H) ribosyl, nhu phét hién thiy trong ARN
(“gbc duong ARN khéng dugc cai bién”), hodc gbe 2’-H(H) deoxyribosyl, nhu phat hié¢n
thay trong ADN (“gbc duong ADN khong dugc cai bién™). Cac gbc duong khong duoc cai
bién c6 mot hydro & mdi vi tri trong sb cac vitri 1°,3°, va 4’, oxy & vi tri 3°, va hai hydro
& vi tri 5°. Nhu dugce st dung trong ban mo ta nay, “gbc duong cai bién” hodc “dudng cai

bién” c6 nghia la gdc dudng furanosyl cai bién hodc chét thay thé duong.

Nhu dugce st dung trong ban mo ta nay, "chit thay thé dudong" c6 nghia la gbc duong
cai bién c6 gbc khong phai 1a gbc furanosyl ma c6 thé lién két nucleobazo véi nhém khéac,
chéng han nhu lién két lién nucleosit, nhém lién hgp, hodc nhom dau tan cung &
oligonucleotit. Cac nucleosit cai bién bao gdm céc chét thay thé duong co thé duoc két hop
vao mdt hodc nhiéu vi tri trong oligonucleotit va cac oligonucleotit nay ¢ kha nang lai hoa

v6i cac hop chat oligome bo sung hodc céac axit nucleic.

Nhu duoc st dung trong ban mo ta nay, “triéu ching hodc d4u hiéu nhan biét” c6
nghfa 12 bt ky dic diém vat 1y hodc két qua thir nghiém nao chi ra su ton tai hoac murc do
cua bénh hoac r6i loan. Theo céc phuong an nhét dinh, triéu ching 1a rd rang dbi voi dbi
twong hodc dbi voi chuyén gia y té dang kham hodc xét nghiém d6i twong d6. Theo cic
phuong 4n nhét dinh, ddu hiéu nhan biét 1a r5 rang khi thir nghiém chan dodn xam 14n, bao

gbm nhung khong gidi han & cac thtr nghiém tir thi.

Nhu duge sit dung trong ban mo ta nay, “axit nucleic dich” va “ARN dich” c6 nghia

4 axit nucleic ma hop chét ddi nghia dugc thiét ké dé tac dong dén.

Nhu duoc st dung trong ban mod ta nay, “vung dich” c6 nghia la phan cla axit

nucleic dich ma hop chét oligome dugc thiét ké lai héa véi no.
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Nhu duoc sir dung trong ban md ta nay, "nhom dau tan cung" c6 nghia 1a nhém hoa
hoc hodc nhém cia cac nguyén tir ma lién két cong hoa tri véi dau tdn cung cua
oligonucleotit.

Nhu duoc st dung trong ban md ta nay, “luong hitu hiéu trong dicu tri” ¢6 nghia la

ham luong dugce chit ma mang lai 1¢i ich tri liéu cho dbi twong. Vi du, Iugng hitu hiéu

trong diéu tri cai thién triéu chiing hoac dau hiéu nhéan bi€t cua bénh.

Céc phuong 4an nhit dinh

Sang ché dé xuit cac phuong an dugc ddnh s6 ma khong 1am gi6i han sdng ché sau
day:

Phuong an 1. Hop chét oligome, bao gbm oligonucleotit da dugc céi bién gbm c6
tir 12 dén 50 nucleosit duge lién két trong d6 trinh tu nucleobazo cta oligonucleotit da
duoc cai bién bd sung it nhit 90% voi phan c6 chiéu dai bang nhau cuia axit nucleic KCNTT,
va trong d6 oligonucleotit da dugc cai bién bao gdm it nhat mot cai bién dugc chon tir gbe
dudng da dugc cai bién va lién két lién nucleosit da dugc cai bién.

Phuong 4n 2. Hop chit oligome bao gbm oligonucleotit da dugc cai bién gdm c6 tir
12 @n 50 nucleosit duoc lién két va co trinh tu nucleobazo bao gém it nhat 8,9, 10, 11,
12, 13, 14, 15, 16, 17, 18, 19, hodc 20 nucleobazo lién k& cua trinh tu bat ky trong sb céc
SEQ ID NO: 21-2939.

Phuong 4n 3. Hop chit oligome bao gdm oligonucleotit da dugc cai bién gbém c6 tir
12 dén 50 nucleosit dugc lién két va ¢6 trinh tu nucleobazo bao gém it nhat 8, it nhét 9, it
nhét 10, it nhét 11, it nhét 12, it nhat 13, it nhét 14, it nhit 15, it nhét 16, it nhat 17, it nhét
18, it nhit 19, hogc it nhét 20 nucleobazo lién ké bd sung véi:

phan ¢6 chiéu dai bang nhau ctia cac nucleobazo tir 24523-24561 ctia SEQ ID NO: 2,
phdn c6 chiéu dai bing nhau ctia cic nucleobazo tir 27568-27603 cta SEQ ID NO: 2,
phéan c6 chiéu dai bang nhau ctia cac nucleobazo tir 30772-30811 cua SEQ ID NO: 2,
phan ¢6 chiéu dai bang nhau ctia cac nucleobazo tir 54372-54428 cia SEQ ID NO: 2,

phén c6 chiéu dai bang nhau ctia cdc nucleobazo tir 55785-55818 clia SEQ ID NO: 2,
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phan c6 chidu dai bang nhau cta cic nucleobazo tir 56048-56073 cua SEQ ID NO:
phn ¢6 chidu dai bing nhau cua cic nucleobazo tir 56319-56349 cua SEQ ID NO:
phén c6 chiéu dai bing nhau clia cac nucleobazo tir 57683-57710 ciia SEQ ID NO:
phdn c6 chidu dai bing nhau cta cic nucleobazo tir 61117-61153 cua SEQ ID NO:
phén ¢6 chidu dai bing nhau clia cac nucleobazo tir 71033-71060 ciia SEQ ID NO:
phén ¢6 chiéu dai bing nhau clia cac nucleobazo tir 87135-87174 ciia SEQ ID NO:
phan c6 chiéu dai bing nhau cia cic nucleobazo tir 92109-92149 cua SEQ ID NO:
phén c6 chiéu dai bing nhau clia cac nucleobazo tir 94221-94280 ciia SEQ ID NO:

phan c6 chiéu dai bing nhau cta cic nucleobazo tir 94352-94380 cua SEQ ID NO:

13/866

phén ¢6 chiéu dai bing nhau ctia cac nucleobazo tir 94993-95036 ciia SEQ ID NO: 2, hogc

phan c6 chiéu dai bang nhau clia cac nucleobazo tir 95074-95144 ciia SEQ ID NO:

2.

Phuong 4n 4. Hop chét oligome bao gdbm oligonucleotit da dugc cai bién gdm c6 tir

12 dén 50 nucleosit dugc lién két va c6 trinh tu nucleobazo bao gém it nht 8, it nhat 9, it

nhat 10, it nhat 11, it nhét 12, it nhat 13, it nhét 14, it nht 15, it nhét 16, it nhat 17, it nhét

18, it nhit 19, hoic it nhit 20 nucleobazo lién ké bo sung véi:

phan c6 chiéu dai bang nhau clia cac nucleobazo tir 16586-16649 ctia SEQ ID NO:
phén c6 chidu dai bing nhau clia cac nucleobazo tir 16586-17823 ciia SEQ ID NO:
phan c6 chiéu dai bing nhau clia cac nucleobazo tir 16586-18663 ciia SEQ ID NO:
phan c6 chiéu dai bang nhau ctia cac nucleobazo tr 19220-20568 cua SEQ ID NO:
phén c6 chiéu dai bing nhau clia cac nucleobazo tir 23003-25391 ciia SEQ ID NO:
phén c6 chiéu dai bing nhau clia cac nucleobazo tir 27095-29908 ciia SEQ ID NO:
phén ¢6 chidu dai bing nhau cta céc nucleobazo tir 30452-30891 ciia SEQ ID NO:
phan c6 chiéu dai biang nhau ctia cic nucleobazo tir 31773-34427 cta SEQ ID NO:
phén c6 chiéu dai bing nhau ctia cac nucleobazo tir 38458-47003 ciia SEQ ID NO:
phan c6 chiéu dai bing nhau clia cac nucleobazo tir 40432-42873 cua SEQ ID NO:

phén c6 chiéu dai bing nhau clia cac nucleobazo tir 44414-45718 cia SEQ ID NO:

13



44809

phan c6 chidu dai bing nhau ctia cic nucleobazo tir 52096-52153 ciia SEQ ID NO:
phin ¢6 chidu dai bang nhau clia cac nucleobazo tir 52096-58525 clia SEQ ID NO:
phan ¢6 chidu dai bing nhau ciia cdc nucleobazo tir 59308-61697 cua SEQ ID NO:
phdn c6 chidu dai bang nhau cla cac nucleobazo tr 60111-61697 clia SEQ ID NO:
phan c6 chidu dai bing nhau ctia cdc nucleobazo tir 65270-67169 cua SEQ ID NO:
phan ¢6 chidu dai bing nhau cia cic nucleobazo tir 65270-67150 cua SEQ ID NO:
phn c6 chidu dai bang nhau ciia céc nucleobazo tir 67026-67065 cua SEQ ID NO:
phan c6 chidu dai bing nhau cta cic nucleobazo tir 67026-67087 cua SEQ ID NO:
phdn c6 chidu dai bang nhau ciia céc nucleobazo tir 67648-68527 cua SEQ ID NO:
phén c6 chidu dai bang nhau ctia cic nucleobazo tr 67955-67998 cua SEQ ID NO:
phdn c6 chidu dai bang nhau clia cac nucleobazo tir 68515-68583 ctia SEQ ID NO:
phan c6 chiéu dai bing nhau ctia cic nucleobazo tir 68538-68592 cuia SEQ ID NO:
phan ¢6 chiéu dai bing nhau ctia cic nucleobazo tir 68571-70874 cua SEQ ID NO:
phdn c6 chidu dai bang nhau cuia cc nucleobazo tir 71037-71313 cua SEQ ID NO:
phan c6 chidu dai bing nhau cuia céc nucleobazo tir 71037-71184 cua SEQ ID NO:
phin ¢6 chidu dai bang nhau clia cdc nucleobazo tir 72851-72887 ciia SEQ ID NO:
phén ¢6 chiéu dai bing nhau clia cic nucleobazo tir 79368-79483 ciia SEQ ID NO:
phén c6 chidu dai bang nhau clia cic nucleobazo tr 86554-90150 cua SEQ ID NO:
phin ¢6 chiéu dai bang nhau ctia cac nucleobazo tir 88332-88448 cia SEQ ID NO:

phén c6 chiéu dai bang nhau ctia cic nucleobazo tr 91686-95485 cua SEQ ID NO:

14/866

phén c6 chiéu dai bang nhau cua cac nucleobazo tr 91686-94431 ciia SEQ ID NO: 2, hoac

phan c6 chidu dai bing nhau cta cic nucleobazo tir 94219-94275 cua SEQ ID NO:

2.

Phuong an 5. Hop chit oligome theo phuong 4n bét ky trong s cac phwong 4n tir 1

dén 4, trong d6 oligonucleotit da dugc cai bién c6 trinh tu nucleobazo ma bd sung it nhat

80%, 85%, 90%, 95%, hodc 100% v&i phin ¢6 chiéu dai bang nhau cua trinh tw nucleobazo
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dugc chon tir cic SEQ ID NO: 1-3 khi do trén toan bd trinh tu nucleobazo cua

oligonucleotit da dugc cai bién.

Phuong an 6. Hop chét oligome theo phuong 4n bét ky trong sd cac phuong 4n tir 1

dén 5, trong d6 it nhat mot nucleosit da dugc cai bién bao gom goc dudng dugc cai bién.

Phuong an 7. Hop chét oligome theo phuong 4n 6, trong d6 gbc dudng duge cai

bién bao gdm goc dudng hai vong.

Phuong é4n 8. Hop chét oligome theo phwong an 7, trong d6 gbe duong hai vong bao
gbm cdu 2°-4° duge chon tir —O-CHa-; va —O-CH(CHj)-.

Phuong 4n 9. Hop chat oligome theo phuong 4n 6, trong do gbc dudng duge cai

bién bao gdbm goc dudng duge cai bién khong phai hai vong.

Phuong én 10. Hop chét oligome theo phuong an 9, trong d6 gbc duong duoc cai

bién khong phai hai vong bao gdm gbe duong 2°-MOE hodc gbc dudong 2°-OMe.

Phuong an 11. Hop chét oligome theo phuong an bét k¥ trong sd cac phuong an tr

1 dén 5, trong do it nhit mot nucleosit da duoc cai bién bao gdbm chét thay thé duong.

Phuong an 12. Hop chét oligome theo phuong 4n 11, trong d6 chét thay thé duong

duogc chon tir morpholino va PNA.

Phuong an 13. Hop chét oligome theo phuong édn bat ky trong sd cac phuong 4an tur

1 dén 12, trong d6 oligonucleotit da dugc cai bién c6 métip dudng bao gom:
viing 5’ gdm c6 1-5 nucleosit ving 5> duoc lién két;

vung trung tam gdm c6 6-10 nucleosit ving trung tdm duoc lién két; va
viing 3’ gdm c6 1-5 nucleosit ving 3 duoc lién két; trong d6

mdi trong so cic nucleosit ving 5° va moi trong s6 cic nucleosit ving 3’ bao gébm goc
duong duge cai bien va moi trong sd cac nucleosit ving trung tdm bao gdm goc duong 2°-

deoxyribosyl khong duoc cai bién.

Phuong 4n 14. Hop chét oligome theo phuong 4n bét k¥ trong s6 cac phuong an tir
1 d&n 13, trong d6 oligonucleotit da dugc cai bién bao gdm it nhat mot lién két lién nucleosit

da duoc cai bién.
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Phuong 4n 15. Hop chét oligome theo phuong an 14, trong d6 mdi lién két lién

nucleosit ctia oligonucleotit da dugc cai bién 1a lién két lién nucleosit da dugc cai bién.

Phuong 4n 16. Hop chét oligome theo phuong an 14 hodc 15, trong d6 lién két lién

nucleosit da dugc cai bién 1a lién két lién nucleosit phosphorothioat.

Phuong an 17. Hop chét oligome theo phurong 4n 14 hodc 16, trong d6 oligonucleotit

da dwoc cai bién bao gdm it nhit mot lién két lién nucleosit phosphodieste.

Phuong an 18. Hop chét oligome theo phurong 4n bat ky trong s6 cac phuwong 4n 14,
16, hodc 17, trong d6 mdi lién két lién nucleosit doc 1ap duge chon tir lién két lién nucleosit

phosphodieste hodc lién két lién nucleosit phosphorothioat.

Phuong an 19. Hop chét oligome theo phuong 4n bét k¥ trong s6 cac phuong én tir
1 dén 18, trong d6 oligonucleotit da dugc cai bién bao gém it nhAt mot nucleobazo duogc
cai bién.

Phuong 4n 20. Hop chét oligome theo phuong 4n 19, trong d6 nucleobazo dugc céi

bién 1 5-metyl xytosin.

Phuong 4an 21. Hop chét oligome theo phurong 4n bét k¥ trong s6 cac phuong én tir
1 dén 20, trong d6 oligonucleotit da dugc cii bién gdbm c6 12-30, 12-22, 12-20, 14-20, 15-
25, 16-20, 18-22 hoac 18-20 nucleosit dugc li€n Kkét.

Phuong éan 22. Hop chét oligome theo phuong én bat k¥ trong sb cac phuong 4n tir
1 dén 21, trong do oligonucleotit da dugc cai bién gbdm c6 20 nucleosit dugc lién két.

Phuong 4n 23. Hop chét oligome theo phuong an 22, trong d6 oligonucleotit da
duoc cai bién c6 motip lién két lién nucleosit soooossssssssssooss, trong d6 “s” 1a lién két
lién nucleosit phosphorothioat va “o 1a lién két lién nucleosit phosphodieste.

Phuong é4n 24. Hop chét oligome theo phurong 4n bét k¥ trong sb cac phurong an tir
1 dén 23, gdm c6 oligonucleotit da dugc cai bién.

Phuong 4n 25. Hop chét oligome theo phurong 4n bét ky trong s6 cac phuong én tir
1 dén 23, bao gdm nhém lién hop bao gbm gbc lién hop va cau nbi lién hop.

Phuong an 26. Hop chét oligome theo phuong 4n 25, trong d6 nhoém lién hop bao
gbdbm cum GalNAc bao gbm 1-3 phdi tir GalNAc.
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Phuong 4n 27. Hop chét oligome theo cac phuong an 25 hodc 26, trong d6 cau ndi

lién hop gdm c6 lién két don.

Phuong 4n 28. Hop chat oligome theo phuong 4n 25, trong d6 cau nbi lién hop c6

thé phan cat duorc.

Phuong 4n 29. Hop chét oligome theo phwong én 28, trong d6 cau ndi lién hop bao

gom 1-3 nucleosit-cau noi.

Phuong 4n 30. Hop chét oligome theo phwong én bét k¥ trong sd cac phuong an tir
25 dén 29, trong @6 nhém lién hop duge gin vao oligonucleotit da duge ci bién & dau 5°

cta oligonucleotit da dugc cai bién.

Phuong 4n 31. Hop chat oligome theo phuong 4n bét ky trong s cac phurong 4n tir
25 dén 29, trong d6 nhém lién hop duoc gin vao oligonucleotit di dugc cai bién ¢ dau 3’

cta oligonucleotit da dugc cai bién.

Phuong 4n 32. Hop chit oligome theo phuong 4n bét ky trong sb cac phuong 4n tir

1 dén 31, bao g@)m nhém dau tan cung.

Phuong 4n 33. Hop chét oligome theo phuong 4n bét ky trong sd cac phuong an tir

1 dén 32, trong d6 hop chét oligome nay 1a hop chét oligome sgi don.

Phuong an 34. Hop chit oligome theo phuong an bét ky trong sb cac phurong 4n tir

1 dén 28 hodc 30-31, trong d6 hop chét oligome khong chita nucleosit-cau néi.

Phuong 4n 35. Hop chit oligome theo phuong én bét ky trong sb cac phurong 4n tir
1 dén 34, trong d6 oligonucleotit da dugc cai bién ctia hop chat oligome 1a mudi, va trong

d6 muoi nay la mudi natri hodc mudi kali.

Phuong an 36. B§ doi oligome bao gbdm hop chit oligome theo phuong én bat ky

trong s6 cac phuong 4n tir 1 dén 32, 34, hoic 35.

Phuong 4an 37. Hop chét ddi nghia bao gdbm hoic gbm c6 hop chat oligome theo
phwong 4n bat ky trong s6 cac phuong 4n tir 1 dén 35 hoic bd ddi oligome theo phuong an

36.

Phuong 4an 38. Dugc pham bao gbm hop chat oligome theo phwong 4n bét ky trong
s6 cac phuong an tir 1 dén 35 hozc bd doi oligome theo phuong 4n 36, va chat mang hoic

chét pha loang duoc dung.
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Phuong 4n 39. Dugc phdm theo phuong 4n 38, trong d6 chét pha lodng dugc dung
1a dich ndo tiy nhan tao hodc PBS.

Phuong 4an 40. Dugc pham theo phurong 4n 39, trong d6 dugc phim v& co ban gém

¢6 oligonucleotit da dugc cai bién va dich ndo tiy nhan tao.

Phuong an 41. Phuong phap bao gbm budce cho dbi tugng st dung dugc phim theo

phwong 4n bat ky trong s& cac phuong 4n tir 38 dén 40,

Phuong an 42. Phuong phap diéu tri tinh trang thin kinh bao gdm buéc cho c4 thé
méc hodc c6 nguy co phat trién bénh tinh trang thin kinh sir dung lugng hitu hiéu trong
didu tri cia dugc phim theo phuong 4n bét ky trong sd cac phuong 4n tir 38 dén 40; va

bang cach d6 diéu tri tinh trang than kinh.

Phuong 4n 43. Phuong phép lam giam KCNT1 ARN hoéc protein KCNT1 & hé than
kinh trung wong & ¢4 thé méc hodc c6 nguy co phat trién tinh trang than kinh bao gbdm budc
cho st dung luong hitu hiéu trong didu tri ciia dugc phim theo phwong 4n bat ky trong s6
cac phuong 4n tir 38 dén 40; va bang cach d6 1am giam KCNT1 ARN hoic protein KCNT1
& hé than kinh trung wong.

Phuong 4n 44. Phuong phép theo phuong an 42 hodc 43, trong do tinh trang than
kinh 1a bénh ndo.

Phuong 4n 45. Phuong phap theo phuong an 42 hodc 43, trong do tinh trang than
kinh la ching dong kinh.

Phuong 4n 46. Phuong phap theo phuong an 42 hodc 43, trong d6 tinh trang than
kinh 1a ching dong kinh & tré so sinh.

Phuong 4n 47. Phuong phép theo phuong an 46, trong d6 chirng dong kinh & tré so
sinh 14 dong kinh & tré so sinh vdi con dong kinh cuc b0 di chuyén (EIMFS).

Phuong 4n 48. Phuong phap theo phuong an 42 hodc 43, trong do tinh trang than
kinh 1a chimg dong kinh thiy tran ban dém di truyén trdi theo nhidm sdc thé thuong
(ADNFLE).

Phuong an 49. Phuong 4n theo phuong an bét ky trong sd cac phwong 4n tir 42 dén

48, trong d6 budc st dung 1a theo phuong thirc dung ndi mac tay.
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Phurong an 50. Phuong én theo phuong an bét k¥ trong s6 cac phuong an tlr 42 dén
49, trong do it nhat mot triéu ching hodc dAu hiéu nhan biét ciia tinh trang than kinh duoc
cai thién.

Phuong 4n 51. Phuong phap theo phuong an 50, trong d6 triéu chimg hoéc déu hiéu
nhan biét duogc chon tir ching co giat, tdn thuwong nio, mét myelin, giam truong luc, bénh

ndo nhd, tram cam, lo lang, roi loan chirc ndng nhan thuec.

Phuwong an 52. Phuong 4n theo phuong 4n bét ky trong s6 cac phuong an tlr 42 dén

51, trong d6 phuong phéap nay ngan ngura hodc lam cham su thoai trién ctia bénh.

Phuong 4n 53. Phuong phap 1am giam KCNT1 ARN 6 té bao bao gdm bude cho té
bao nay tiép xic véi hop chét oligome theo phuong 4n bét ky trong s6 cac phuong an tir 1
dén 35, bo d6i oligome theo phwong 4n 36, hodc hop chit d6i nghia theo phwong 4n 37; va
bing cach d6 lam giam KCNT1 ARN trong té bao.

Phuong an 4. Phuong phap lam giam protein KCNTI1 & té bao bao gdbm budec cho té
bao nay tiép xuc véi hop chét oligome theo phuong 4n bét ky trong s6 cac phuong an tur 1
dén 35, bo doi oligome theo phuong an 36, hodc hop chét ddi nghia theo phwong 4n 37; va
bang cach d6 lam giam protein KCNT1 trong té bao.
I. Cac oligonucleotit nhét dinh

Theo céc phuong an nhit dinh, sang ché dé& xuét hop chit oligome bao gdm
oligonucleotit, ma gdm c6 cac nucleosit dugc lién két. Cac oligonucleotit ¢ thé 1a céac
oligonucleotit (ARN hodac ADN) khong cai bién hodc c6 thé 1a céc oligonucleotit da duoc
cai bién. Cac oligonucleotit da dugc cai bién bao gdm it nhat mot su cai bién so v6i ARN
hoic ADN khong céi bién. Trc 13, cac oligonucleotit di dugc ci bién bao gdm it nhat mot
nucleosit cai bién (bao gdm gbc duong cai bién va/hodc nucleobazo cai bién) va/hoic it
nhat mot lién két lién nucleosit cai bién.
A. Céc nucleosit cai bién nhét dinh

Céc nucleosit cai bién bao gdm gbc duong ci bién hodc nucleobazo cai bién hoic

ca gbc dudng cai bién va nucleobazo céi bién.

1. Céc gbc duong nhét dinh
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Theo cac phwong an nhét dinh, cac gbc duomg cai bién 1a cac gdc duong cai bién
khong phai hai vong. Theo cac phuong an nhét dinh, cac gbc dudng ci bién 1a cac gdc
duong hai vong hodc ba vong. Theo cac phuwong an nhét dinh, cac gdc dudng cai bién 1a
céc chét thay thé duong. Céc chét thay thé duong nay c6 thé bao gdm mot hoic nhiéu 1an

thé twong (mg vai cac chat thay thé cua cac loai goc dudng cai bién khac.

Theo cac phuong an nhét dinh, cac gbc dudng cai bién 1a cac gbc duong cai bién
khong phai hai vong bao gbdm vong furanosyl c6 mot hodc nhiéu nhém thé ma khong co
nhom nao trong sb chiing bic cau hai nguyén tir cia vong furanosyl dé tao thanh ciu tric
hai vong. Céc phan tir thé khong béc cu nay c6 thé & vi tri bt ky ctia furanosyl, bao gdm
nhung khong gi6i han ¢ cac phan tix thé & cac vitri 2°, 4°, va/hodc 5°. Theo cac phuong an
nhit dinh mdt hodc nhidu phan tir thé khong béc ciu cta cic gbe dudng cai bién khong
phai hai vong dugc phan nhanh. Céc vi du v& nhom thé 2’ thich hop dbi véi cac gbc dudong
cai bién khong phai hai vong bao gdm nhung khong gi6i han &: 2°-F, 2'-OCHs (“OMe”
hodc “O-metyl”), va 2'-O(CH2),OCH3 (“MOE”). Theo cac phuong an nhét dinh, nhém
phﬁn tr thé 2° duoc chon trong s6: halo, allyl, amino, azido, SH, CN, OCN, CF3, OCF3, O-
C1-Cio alkoxy, O-Ci-Cio alkoxy dugc thé, O-Ci-Cyo alkyl, O-C1-Cio alkyl duoc thé, S-
alkyl, N(Rm)-alkyl, O-alkenyl, S-alkenyl, N(Rm)-alkenyl, O-alkynyl, S-alkynyl, N(Rm)-
alkynyl, O-alkylenyl-O-alkyl, alkynyl, alkaryl, aralkyl, O-alkaryl, O-aralkyl,
O(CH2)2SCH3, O(CH2)20N(Rm)(Rn) hodc OCH2C(=0)-N(Rm)(Rn), trong dé mdi Rm va Ry
doc 1ap 1a H, nhom bao vé amino, hodc Ci-Cio alkyl dugc thé hoic khong dugc thé, va
nhom ph’?m t thé 2° dugc mo ta trong Cook va cong su, U.S. 6,531,584; Cook va cong sy,
U.S. 5,859,221; va Cook va cong su, U.S. 6,005,087. Cac phuong an nhét dinh cta cac
nhém thé 2' nay co thé duogc thé thém béng mot hodc nhiéu nhom thé doc 1ap dugc chon
trong sd: hydroxyl, amino, alkoxy, carboxy, benzyl, phenyl, nitro (NO2), thiol, thioalkoxy,
thioalkyl, halogen, alkyl, aryl, alkenyl va alkynyl. Cac vi du vé nhém thé 4 thich hop cho
cac gbe duong cai bién khong phai hai vong bao gb6m nhung khong gidi han & alkoxy (vi
du, metoxy), alkyl, va cac nhém dugc md ta trong Manoharan va cong sy, WO
2015/106128. Cac vi du vé& nhom thé 5° thich hop ddi véi cac gbe dudng cai bién khong
phai hai vong bao g6m nhung khong gi6i han &: 5-metyl (R hodc S), 5'-vinyl, va 5’-metoxy.
Theo cac phuong an nhét dinh, cac gbc dudong cai bién khong phai hai vong bao gbdm nhiéu

hon mot phan tir thé duong khong béc ciu, vi du, cac gdc duong 2'-F-5"-metyl va cac gbc
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duong cai bién va céc nucleosit da dugc cai bién duge mo ta trong Migawa va cong su,

WO 2008/101157 va Rajeev va cong su, US2013/0203836.

Theo cac phuong 4n nhét dinh, nucleosit cai bién khong phai hai vong dugc thé
tai vi tri 2’ bao gdbm gdc dudng bao gbém nhém thé 2’ khong bic cau duoc chon tir: F, NHa,
N3, OCFs, OCH;, O(CHz);NH,, CH,CH=CH,, OCH,CH=CH., OCH>CH,OCHs,
O(CH2)2SCH3, O(CH2)20N(Rm)(Rn), O(CH2)20(CH2)>N(CHzs)2, va axetamit dugc thé tai
N (OCH2C(=0)-N(Rm)(Ru)), trong do mdi R va Ry doc 1ap 14 H, nhém bao v€ amino, hodc
C1-Cio alkyl duge thé hodc khong dugce thé.

Theo cac phuong an nhét dinh, nucleosit cai bién khong phai hai vong nucleosit
duoc thé tai vi tri 2° bao gdbm gdc dudng bao gdm nhém thé 2> khong bic cau duge chon
tr: F, OCF;, OCHs;, OCH,CH,OCH3;, O(CH2)SCH3, O(CH2)20N(CH3)2,
O(CH2)20(CH2):N(CH3)2, va OCH2C(=0)-N(H)CH3 (“NMA”).

Theo cac phuong 4n nhét dinh, nucleosit cai bién khong phai hai vong dugc thé
tai vi trf 2° bao gdm gdc duong bao gébm nhom thé 2° khong béc cau dugc chon tur: F,

OCH3, va OCH2CH>OCHjs.

Céc gbe dudng dugc cai bién nhat dinh bao gdm phan tir thé ma béc ciu hai nguyén
ttr cua vong furanosyl dé tao thanh vong tht hai, dan dén gbc duong hai vong. Theo cac
phwong 4n nhét dinh, gbc dudng hai vong bao gbm cau gitta cic nguyén tir vong furanoza
4'va2'. Cac vi du v& cac phan tir thé duong bac cau tir 4° dén 2’ nay bao gdm nhung khong
gi6i han ¢: 4'-CHx-2', 4'-(CHa)-2', 4'-(CH2)3-2', 4'-CH>-0-2' (“LNA”), 4'-CHp-S-2', 4'-
(CH2)2-0-2' (“ENA”), 4'-CH(CH3)-0-2' (dugc d& cap dén dudi dang “etyl bi rang budc”
hodc “cEt”), 4’-CH»-0O-CH»-2°, 4’-CH2-N(R)-2°, 4'-CH(CH,OCH3)-0-2' (“MOE bi rang
budc” hodc “cMOE”) va chét twong tu cua chung (xem, vi du nhu, Seth va cong su, U.S.
7,399,845, Bhat va cong su, U.S. 7,569,686, Swayze va cong su, U.S. 7,741,457, va
Swayze va cong su, U.S. 8,022,193), 4'-C(CH3)(CH3)-O-2' va chét tuong tu clia ching
(xem, vi du nhu, Seth va cong su, U.S. 8,278,283), 4'-CH>-N(OCH3)-2' va chét tuong tu
cua chung (xem, vi du nhu, Prakash va cong su, U.S. 8,278,425), 4'-CH»-O-N(CHs)-2'
(xem, vi du nhu, Allerson va cong su, U.S. 7,696,345 va Allerson va cong su, U.S.
8,124,745), 4'-CH,-C(H)(CH3)-2' (xem, vi du nhu, Zhou, va cong su, J. Org. Chem.,20009,
74, 118-134), 4'-CH,-C(=CH>)-2' va chét trong tu clia chiing (xem vi du nhu, Seth va cong
su, U.S. 8,278.,426), 4’-C(RaRb)-N(R)-0-2’, 4’-C(RaRp)-O-N(R)-2’, 4'-CH2-O-N(R)-2', va
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4'-CH2-N(R)-0-2', trong d6 mdi R, Ra, va Ry ddc 1ap 1a H, nhém bao vé, hodc Ci-Cr2 alkyl
(xem, vi du nhu Imanishi va cong su, U.S. 7,427,672).

Theo cac phuong an nhét dinh, cau tir 4> dén 2’ nay doc 1ap bao gbm tir 1 dén 4
nhém lién két doc lap duoc chon tr: -[C(Ra)(Ro)]a-, -[C(Ra)(Rb)]n-O-, -C(Ra)=C(Rs)-
D -C(Ra):N-, -C(:NRa)-, _C(:O)_a _C(:S)_a _O'a -Si(Ra)2-, 'S(:O)X': va -N(Ra)';

trong do:
X béng 0, 1, hoac 2;
nbang 1, 2, 3, hoic 4;

mdi R, va Ry doc 1ap 1a H, nhom bao vé, hydroxyl, Ci-Ci2 alkyl, Ci-Ci2 alkyl duge
thé, C2-C1 alkenyl, C2-C12 alkenyl dugc thé, Co-Cio alkynyl, C2-C2 alkynyl dugce thé, Cs-
Coo aryl, Cs-Cao aryl dugce thé, géc di vong, géc di vong dugc thé, heteroaryl, heteroaryl
duoc thé, Cs-C7 géc vong béo, Cs-C7 géc vong béo dugc thé, halogen, OJ1, NJ1J2, SJ1, N3,
COOI,, axyl (C(=0)-H), axyl dugc thé, CN, sulfonyl (S(=0)2-J1), hodc sulfoxyl (S(=0)-

J1); va

mdi Ji va Jo doc 1ap 1a H, Ci-Ci2 alkyl, C1-Cr2 alkyl dugc thé, C,-C12 alkenyl, Co-
C1 alkenyl duge thé, C2-C12 alkynyl, Co-Ci alkynyl dugc thé, Cs-Cao aryl, Cs-Cao aryl
duoc thé, axyl (C(=0)-H), axyl dugc thé, gbc di vong, gbc di vong dugc thé, C1-Ci

aminoalkyl, C1-C12 aminoalkyl duoc thé, hodc nhom bao vé.

Céc gbe duong hai vong khac da dugc biét dén trong linh vire nay, xem, vi du: Freier
va cong su, Nucleic Acids Research, 1997, 25(22), 4429-4443, Albaek va cong su, J. Org.
Chem., 2006, 71, 7731-7740, Singh va cong su, Chem. Commun., 1998, 4, 455-456;
Koshkin va cong su, Tetrahedron, 1998, 54, 3607-3630; Kumar va cdng su, Bioorg. Med.
Chem. Lett., 1998, 8,2219-2222; Singh va cdng su, J. Org. Chem., 1998, 63, 10035-10039;
Srivastava va cong su, J. Am. Chem. Soc., 2007, 129, 8362-8379;Wengel et a., U.S.
7,053,207; Imanishi va cong su, U.S. 6,268,490; Imanishi va cong su U.S. 6,770,7438,;
Imanishi va cdng su, U.S. RE44,779; Wengel va cong su, U.S. 6,794,499; Wengel va cong
su, U.S. 6,670,461; Wengel va cong su, U.S. 7,034,133; Wengel va cong su, U.S.
8,080,644; Wengel va cong su, U.S. 8,034,909; Wengel va cong su, U.S. 8,153,365;
Wengel va cong su, U.S. 7,572,582; va Ramasamy va cong su, U.S. 6,525,191;; Torsten
va cong su, WO 2004/106356;Wengel va cong sw, WO 1999/014226; Seth va cong su,
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WO 2007/134181; Seth va cdng su, U.S. 7,547,684; Seth va cdng su, U.S. 7,666,854; Seth
va cong su, U.S. 8,088,746; Seth va cong sw, U.S. 7,750,131; Seth va cong sy, U.S.
8,030,467; Seth va cdng su, U.S. 8,268,980; Seth va cong su, U.S. 8,546,556; Seth va cong
su, U.S. 8,530,640; Migawa va cong su, U.S. 9,012,421; Seth va cong su, U.S. 8,501,805;
va Cong Bb Bang Sang Ché My S6 Allerson va cdng sy, US2008/0039618 va Migawa va
cong su, US2015/0191727.

Theo cac phuong an nhét dinh, gbc dudng hai vong va cac nucleosit két hop gbc
duong hai vong nay duoc xac dinh thém bang c4u hinh dong phan. Vi du, nucleosit LNA

(dwoc mo ta trong ban md ta nay) co thé 6 cAu hinh a-L hodic ¢6 cAu hinh B-D.

— 0 Bx -
AT o7 Bx
L] s S
-0 e
LNA { ciu hinh [-D) o-L-LNA (cau hinh o-L )

can = 4' CH, 0 cin = 4 CH, 0

Cac nucleosit hai vong a-L-metylenoxy (4’-CHz-O-2") hodc a-L-LNA dugc két hop
vao cac oligonucleotit ma thé hién hoat tinh d6i nghia (Frieden va cong su, Nucleic Acids
Research, 2003, 21, 6365-6372). O day, md ta chung vé nucleosit hai vong bao gdbm cé hai
cAu hinh déng phén. Khi vi tri cia nucleosit hai vong cu thé (vi du, LNA hodc cEt) dugc
xac dinh trong cac phuwong an vi du trong ban mo ta nay, ching c6 cAu hinh B-D, trir khi c6
chi dan khéac.

Theo cac phuong an nhit dinh, cac gbc duong cai bién bao gdm mdt hodc nhiéu
phén tir thé duong khong béc cAu va mot hodc nhidu phéan tir thé dudng béc cau (vi du,

duong duoc thé 5° va bac cau 4°-2°).

Theo cac phuong an nhét dinh, cac gbc dudng cai bién 1a cac chét thay thé duong.
Theo cac phuong an nhét dinh, nguyén tir oxy cla gbc duong duge thay thé, vi du, bang
nguyén tir luu huynh, cacbon hodc nito. Theo cac phuong an nhéat dinh, cac gbc duong cai
bién nay con chira cac phan tir thé béc cau va/hoic khong bic cau nhu duge md ta trong
ban m6 ta ndy. Vi du, céc chét thay thé duong nhit dinh bao gdm nguyén t luu huynh 4’
va su thé ¢ vi trf 2' (xem, vi du, Bhat va cong su, U.S. 7,875,733 va Bhat va cong su, U.S.

7,939,677) va/hodc vi tri 5°.
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Theo cac phuong 4n nhat dinh, cac chét thay thé dudng bao gbm vong khong phai
la ¢6 5 nguyén tir. Vi du, theo cac phuong an nhat dinh, chit thay thé dudong bao g6m
tetrahydropyran c6 sau canh (“THP”). Tetrahydropyran nay c6 thé duoc cai bién hoic dugc
thé thém. Nucleosit bao gdm tetrahydropyran dugc cai bién nay bao gdbm nhung khong giéi
han ¢ axit nucleic hexitol (“HNA”), axit nucleic anitol (“ANA”), axit nucleic manitol

(“MINA”) (xem, vi dy, Leumann, CJ. Bioorg. & Med. Chem. 2002, 10, 841-854), flo HNA:

30\61

L

F-HNA

Bx

(“F-HNA”, xem vi du Swayze va cong su, U.S. 8,088,904; Swayze va cong sy, U.S.
8,440,803; Swayze va cdng su, U.S. 8,796,437; va Swayze va cong su, U.S. 9,005,906; F-
HNA ciing ¢6 thé duge goi 1a F-THP hogc 3'-flo tetrahydropyran), va cic nucleosit bao

gdm cac hop chit THP duoc cai bién khac c6 cong thirc:

a, a,
T,—0 0 SE]
Qqy *
[P Bx

trong do, mot cach doc lap, doi voi mdi nucleosit THP dugc cai bién nay:
Bx 1a goc nucleobazo;

mdi T3 va Ts doc 1ap 1a nhom lién két lién nucleosit lién két nucleosit THP duoc cai
bién v6i phan con lai ctia oligonucleotit hodc mot trong s& T3 va T4 12 nhom lién két lién
nucleosit lién két nucleosit THP dugc cai bién voi phan con lai clia oligonucleotit va nhom
kia trong s6 T va Ty 12 H, nhém bao vé hydroxyl, nhom lién hop duge lién két, hogc nhom
d4u tan cing 5" hodc 3'; mdi q1, gz, 3, g4, g5, qs va q7 doc 1ap 1a H, C1-Cs alkyl, C1-Ce alkyl

duoc thé, C-Cs alkenyl, C2-Cs alkenyl dugc thé, Co-Ce alkynyl, hodc Co-Cs alkynyl duoc

thé; va
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mdi trong s6 Ry va R, doc 14p duge chon trong s6: hydro, halogen, alkoxy dugc thé
hodc khong duge thé, NI1J2, SJi, N3, OC(=X)J1, OC(=X)NJ1J2, NJ3C(=X)NJiJ2, va CN,
trong d6 X 1a O, S hodc NJi, va mdi J1, Jo, va J3 ddc 1ap 1a H hodc Cy-Cs alkyl.

Theo c4c phuong an nhét dinh, THP nucleosit da dugc cai bién dugc dé xuét trong
d6 mdi qu, q2, 93, q4, g5, q6 va q7 1a H. Theo cac phuong an nhét dinh, it nhit mot trong s6
qi, 92, 43, 94 g5, qs va q7 khong phai 1a H. Theo cac phuong an nhét dinh, it nhat mot trong
sd q1, q2, 93, g4, g5, g6 va q7 1a metyl. Theo cac phuong an nhét dinh, THP nucleosit di dugc
ci bién dugc dé xuét trong d6 mot trong s6 R1 vaRa1a F. Theo c4c phuong 4n nhét dinh,
Ri 14 F va Ry 1a H, theo céc phuong 4n nhét dinh, R; 1a metoxy va R» 1a H, va theo cic
phwong 4n nhat dinh, Ry 12 metoxyetoxy va R, 1a H.

Theo cac phuong an nhét dinh, c4c chét thay thé duong bao gbm vong ¢ nhiéu hon
5 nguyén tir va nhiéu hon mot nguyén tit khéc loai. Vi dy, cac nucleosit bao gbm cac gbc
duong morpholino va viéc st dung ching trong cac oligonucleotit da dugc bdo céo (xem,
vi du, Braasch va cong su, Biochemistry, 2002, 4/, 4503-4510 va Summerton va cong su,
U.S. 5,698.685; Summerton va cdng su, U.S. 5,166,315; Summerton va cong su, U.S.
5,185,444; va Summerton va cong su, U.S. 5,034,506). Nhu duoc st dung trong ban mo
ta nay, thuat ngit “morpholino” c6 nghia la chét thay thé dudng c6 cAu triic sau day:
§—OYOTBX

N

|

v

Theo céc phuwong an nhét dinh, morpholino c6 thé dugc cai bién, vi du bé‘lng cach
bb sung hodc lam thay dbi cac nhom thé khac nhau tir cdu tric morpholino néu trén. Céc
chét thay thé dudong nay dugc dé cap dén trong ban mod ta nay 1a “morpholino dwgc cai
bién.”

Theo c4c phwong 4n nhat dinh, c4c chét thay thé dudong bao gébm gbc khong vong.
Céc vi du v& nucleosit va oligonucleotit bao gbm chit thay thé duong khong vong nay bao
g6m nhung khong giéi han &: axit nucleic peptit (“PNA™), axit nucleic butyl khong vong
(xem, vi dy, Kumar va cdng su, Org. Biomol. Chem.,2013, 11,5853-5865), va cac nucleosit

va oligonucleotit duge md ta trong Manoharan va cong sw, WO2011/133876.

Nhiéu hé vong duong va chét thay thé duong hai vong va ba vong khac da dugc biét
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dén trong linh vuec ma co thé duoc st dung trong cac nucleosit da dugc cai bién.
2. Nucleobazo da duoc cai bién nhit dinh

Theo céc phuong an nhét dinh, oligonucleotit da dugc cai bién bao gdbm mot hoidc
nhiéu nucleosit bao gdm nucleobazo khong duge cai bién. Theo cac phuong an nhét dinh,
oligonucleotit da dugc cai bién bao gdbm mat hoic nhiéu nucleosit bao gdm nucleobazo da
duoc cai bién. Theo cac phuong 4n nhat dinh, céc oligonucleotit da duge cai bién bao gom
mot hodc nhiéu nucleosit ma khong chira nucleobazo, dugc dé cap dén dudi dang nucleosit

khong bazo.

Theo cac phuong an nhét dinh, nucleobazo cai bién dugc chon tir: 5-pyrimidin dugc
thé, 6-azapyrimidin, pyrimidin dugc thé alkyl hodc alkynyl, purin dwoc thé alkyl, va purin
duoc thé N-2, N-6 va O-6. Theo cac phuong 4n nhét dinh, nucleobazo cai bién dugc chon
tir: 2-aminopropyladenin, 5-hydroxymetyl xytosin, xanthin, hypoxanthin, 2-aminoadenin,
6-N-metylguanin, 6-N-metyladenin, 2-propyladenin, 2-thiouraxin, 2-thiotymin va 2-
thioxytosin, 5-propynyl (-C=C-CHs3) uraxin, S5-propynylxytosin, 6-azouraxin, 6- |
azoxytosin, 6-azotymin, 5-ribosyluraxin (gia uraxin), 4-thiouraxin, 8-halo, 8-amino, 8-
thiol, 8-thioalkyl, 8-hydroxyl, 8-aza va cdc purin dugc thé 8 khac, 5-halo, cu thé 1a 5-
bromo, 5-triflometyl, 5-halouraxin, va 5-haloxytosin, 7-metylguanin, 7-metyladenin, 2-F-
adenin, 2-aminoadenin, 7-deazaguanin, 7-deazaadenin, 3-deazaguanin, 3-deazaadenin, 6-
N-benzoyladenin, 2-N-isobutyrylguanin, 4-N-benzoylxytosin, 4-N-benzoyluraxin, 5-
metyl 4-N-benzoylxytosin, 5-metyl 4-N-benzoyluraxin, bazo van nang, bazo ky nudc,
bazo pha tap, bazo m& rong kich thudc, va bazo dugc flo héa. Cac nucleobazo cai bién
khac bao gdm pyrimidin ba vong, ching han nhu 1,3-diazaphenoxazin-2-on, 1,3-
diazaphenothiazin-2-on ~ va  9-(2-aminoetoxy)-1,3-diazaphenoxazin-2-on  (G-kep).
Nucleobazo cai bién ciing c6 thé bao gbm nucleobazo trong d6 bazo purin hodc pyrimidin
dugc thay thé bang di vong khic, vi du 7-deaza-adenin, 7-deazaguanosin, 2-aminopyridin
va 2-pyridon. Nucleobazo khac bao gbm cac nucleobazo duogc boc 1§ trong Merigan va
cong su, U.S. 3,687,808, cic nucleobazo dugc boc 10 trong The Concise Encyclopedia of
Polymer Science And Engineering, Kroschwitz, J.1., Ed., John Wiley & Sons, 1990, 858-
859; Englisch va cong sw, Angewandte Chemie, International Edition, 1991, 30, 613;
Sanghvi, Y.S., Chapter 15, Antisense Research and Applications, Crooke, S.T. and Lebleu,
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B., Eds., CRC Press, 1993, 273-288; va cac nucleobazo dugc boc 16 trong Chuong 6 va
15, Antisense Drug Technology, Crooke S.T., Ed., CRC Press, 2008, 163-166 va 442-443.

Céc tai liéu cong bd ma huéng din viée diu ché nucleobazo cai bién nhét dinh trong so
céc nucleobazo cai bién néu trén ciing nhu 14 nucleobazo cai bién khac bao gdbm nhung
khong gi6i han &, Manoharan va cong sw, US2003/0158403; Manoharan va cong su,
US2003/0175906; Dinh va cong su, U.S. 4,845,205; Spielvogel va cong su, U.S.
5,130,302; Rogers va cdng su, U.S. 5,134,066; Bischofberger va cong su, U.S. 5,175,273;
Urdea va cong su, U.S. 5,367,066; Benner va cong su, U.S. 5,432,272; Matteucci va cong
su, U.S. 5,434,257; Gmeiner va cong su, U.S. 5,457,187; Cook va cong su, U.S. 5,459,255;
Froehler va cong su, U.S. 5,484,908; Matteucci va cong su, U.S. 5,502,177; Hawkins va
cong su, U.S. 5,525,711; Haralambidis va cong su, U.S. 5,552,540; Cook va cong su, U.S.
5,587,469; Froehler va cOng su, U.S. 5,594,121; Switzer va cong su, U.S. 5,596,091; Cook
va cOng su, U.S. 5,614,617; Froehler va cong su, U.S. 5,645,985; Cook va cong sy, U.S.
5,681,941; Cook va cdng su, U.S. 5,811,534; Cook va cong su, U.S. 5,750,692; Cook va
cong su, U.S. 5,948,903; Cook va cong su, U.S. 5,587,470; Cook va cdng sy, U.S.
5,457,191; Matteucci va cdng su, U.S. 5,763,588; Froehler va cong su, U.S. 5,830,653;
Cook va cong su, U.S. 5,808,027; Cook va cong su, 6,166,199; va Matteucci va cng su,
U.S. 6,005,096.

3. Cac lien két lién nucleosit cai bién nhat dinh

Theo cac phuong an nhét dinh, cac nucleosit ciia cdc oligonucleotit da dugc cai
bién c6 thé duoc lién két v6i nhau biang cach sir dung lién két lién nucleosit bét ky. Hai
nhém chinh ciia cac nhom lién két lién nucleosit duoc xac dinh béi sy ¢6 mit hodc khong
¢6 mit cua nguyén tir photpho. Céc lién két lién nucleosit chira photpho dai dién bao gbm
nhung khong gidi han & photphat, ma chira lién két phosphodieste (“P=0") (con dugc goi
1a lién két khong dwoc cai bién hodc co trong tw nhién), phosphotrieste, metylphosphonat,
phosphoramidat, va phosphorothioat (“P=S”), va phosphorodithioat (“HS-P=S”). Cac
nhom lién két lién nucleosit khong chita photpho dai dién bao gdm nhung khong gii han
& metylenmetylimino  (-CH2-N(CH3)-O-CHa-), thiodieste, thionocarbamat (-O-
C(=0)(NH)-S-); siloxan (-O-SiH»-0O-); va N,N'-dimetylhydrazin (-CH>-N(CH3)-N(CH3)-).
Cac lién két lién nucleosit cai bién, so véi lién két photphat c6 trong tu nhién, c6 thé duoc

sir dung dé 1am thay doi, thuong 14 1am ting, tinh khang nucleaza cua oligonucleotit. Theo
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cac phuong an nhit dinh, lién két lién nucleosit c6 nguyén tir bat d6i xtmg c6 thé duoc diéu
ché duéi dang hdn hop triét quang, hodc du6i dang chat ddng phan d6i anh riéng ré. Phuong
phap diéu ché cac lién két lién nucleosit chira photpho va khdng chira photpho di dugc biét

10 doi v6i ngudi ¢6 hiéu biét trung binh trong linh vuc.

Céc lién két lién nucleosit dai dién c6 tAm bét di xtmg bao gdm nhung khong gidi
han & alkylphosphonat va phosphorothioat. Cac oligonucleotit da dugc cai bién bao gdm
cac lién két lién nucleosit c6 tim bat ddi ximg c6 thé duoc diéu ché dudi dang quan thé cia
cac oligonucleotit da duogc cai bién bao gdbm dang ngiu nhién lap thé cac lién két lién
nucleosit, hodc dudi dang quéan thé cta céac oligonucleotit da dugc cai bién bao gdm lién
két phosphorothioat ¢6 cAu hinh hoa hoc 14p thé cu thé. Theo cac phuong édn nhat dinh,
quin thé cua cac oligonucleotit dd dugc cai bién bao gdm cac lién két lién nucleosit
phosphorothioat trong do tht ca cac lién két lién nucleosit phosphorothioat & dang ngiu
nhién 14p thé. C4c oligonucleotit da dugc cai bién nay c6 thé dugc tao ra bang cach st dung
phwong phép tong hgp ma déan dén su chon loc ngAu nhién ctia cau hinh héa hoc 1ap thé
ctia mdi lién két phosphorothioat. Tuy nhién, nhu da biét rd boi ngudi ¢ hiéu biét trung
binh trong 1inh vuc, mdi phosphorothioat riéng 1& cua mdi phan tir oligonucleotit riéng 1&
¢6 céu hinh 14p thé xac dinh. Theo cdc phuong an nhit dinh, quin thé cua cac oligonucleotit
da duogc cai bién duoc 1am giau d6i véi cac oligonucleotit da dugc cai bién bao gém mot
hodc nhiéu lién két lién nucleosit phosphorothioat cu thé c¢6 cAu hinh héa hoc 1ap thé duoc
chon ddc 1ap, cu thé. Theo cac phuong an nhét dinh, cdu hinh cu thé cua lién két
phosphorothioat cu thé c6 mit trong it nhit 65% ctia cic phan tir trong quan thé. Theo cac
phuong an nhét dinh, cdu hinh cu thé cia lién két phosphorothioat cu thé c6 mat trong it
nhét 70% ctia cac phén tit trong quén thé. Theo c4c phuong én nhat dinh, cdu hinh cu thé
ctia lién két phosphorothioat cu thé c6 mat trong it nhat 80% ctia cdc phan tr trong quan
thé. Theo cac phuong an nhét dinh, céu hinh cu thé cua lién két phosphorothioat cu thé c6
mat trong it nhat 90% ctia cdc phén t trong quan thé. Theo cac phuong 4n nhét dinh, cdu
hinh cu thé cua lién két phosphorothioat cu thé c6 mat trong it nhit 99% cua cac phan t
trong quan thé. Quan thé dugc lam giau bat dbi ximg nay cuia cac oligonucleotit da dugc
cai bién c6 thé duoc tao ra bang cach st dung phuong phép tbng hop da biét trong linh
vuc, vi du, phuong phap dugc md ta trong Oka va cong su, JACS 125, 8307 (2003), Wan
va cdng su Nuc. Acid. Res. 42, 13456 (2014), va WO 2017/015555. Theo cac phuong an

nhét dinh, quan thé cua céc oligonucleotit da dugc cai bién duoc lam giau doi vdi cac
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oligonucleotit da dugc cai bién c6 it nhat mot phosphorothioat dugc chi ra c6 cAu hinh (Sp).
Theo cac phuong an nhét dinh, quin thé ciia cac oligonucleotit dd dugc cai bién dugc 1am
giau ddi véi cac oligonucleotit da dugce cai bién c6 it nhat mot phosphorothioat c6 c4u hinh
(Rp). Theo céc phuong 4n nhat dinh, cac oligonucleotit dd dugc cai bién bao gbm
phosphorothioat (Rp) va/hodc (Sp) bao gdm mdt hogc nhidu cong thirc sau day, theo tuong

tng, trong d6 “B” ding dé chi nucleobazo:

B B
Q | 9 |
O=|?<SH O=|‘T ISH
o) o)
W B B
o] o}
Rt Rt
(Rp) (Sp)

Trir khi ¢6 chi dan khac, cac lién két lién nucleosit bat do6i xGng cia cac
oligonucleotit da dugc cai bién duge mo ta trong ban md ta nay co6 the ngau nhién 14p the

hoic ¢6 cAu hinh hoa hoc 1ap thé cu thé.

Cac lién két lién nucleosit trung tinh bao gbm, nhung khong gi6i han &,
phosphotrieste, metylphosphonat, MMI (3'-CH2-N(CH3)-0-5"), amit-3 (3'-CH2-C(=0)-
N(H)-5"), amit-4 (3'-CH,-N(H)-C(=0)-5"), formaxetal (3'-O-CH»-O-5"), metoxypropyl, va
thioformaxetal (3'-S-CHa-0-5"). Céc lién két lién nucleosit trung tinh khac bao gdm céc
lién két khong ion bao gdm siloxan (dialkylsiloxan), carboxylat este, carboxamit, sulfua,
sulfonat este va amit (Xem vi du: Carbohydrate Modifications in Antisense Research; Y .S.
Sanghvi and P.D. Cook, Eds., ACS Symposium Series 580; Chuong 3 va 4, 40-65). Cac
lién két lién nucleosit trung tinh khac bao gdm cac lién két khong ion bao gdm bd phan

thanh phan N, O, S va CH, hdn hop.

B. Céc mdtip nhit dinh

Theo cac phuong an nhét dinh, cac oligonucleotit da dugc cai bién bao gdm mot
hoic nhiéu nucleosit d& dwoc cai bién bao gdbm gbc duong cai bién. Theo cdc phuong &n
nhét dinh, céac oligonucleotit da dugc cai bién bao gém mot hoac nhiéu nucleosit da duoc
cai bién bao gdm nucleobazo cai bién. Theo cac phuong 4n nhat dinh, cic oligonucleotit

d& duoc cai bién bao gom mdt hodc nhiéu lién két lién nucleosit cai bién. Theo cac phuong
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an nay, cac géc duong, cac nucleobazo, va/hodc céc lién két lién nucleosit d& duoc cai bién,
khong dugc cai bién, va duge cai bién khac nhau ctia oligonucleotit d& dugc cai bién xéc
dinh kiéu hodc métip. Theo cac phuong an nhit dinh, cac kiéu ciia cac goc dudng, cac
nucleobazo, va cac lién két lién nucleosit doc 1ap véi nhau. Do do, oligonucleotit da dugc
cai bién ¢6 thé duge mo ta béi motip dudong, motip nucleobazo va/hoic métip lien két lién
nucleosit ctia né (nhu duge st dung trong ban mo ta nay, moétip nucleobazo mo ta cic cai

bién dbi v6i nucleobazo doc 1ap chia trinh tw nucleobazo).
1. Cac motip dudong nhat dinh

Theo céac phuong an nhét dinh, cac oligonucleotit bao gébm mot hodc nhiéu loai gbc
duong cai bién va/hodc duong khong duge cai bién duge sip xép doc theo oligonucleotit
hodc vung cua ching ¢ kiéu hodc métip dudng x4c dinh. Trong cac trudong hop nhét dinh,
motip duong nay bao g6m nhung khong gi6i han & dang cai bién bit ky trong sb cac dang

cai bién duong dugce thdo luan trong ban mo ta nay.

Theo cac phuong an nhét dinh, cac oligonucleotit di dugc céi bién bao gdbm hoic
gdm c6 viing c6 motip gapmer, ma duge xac dinh boi hai viing bén ngoai hodc “canh” va
viung trung tAm hodc bén trong hodc “gap.” Ba ving ciia motip gapmer (canh 5°, gap, va
canh 3’) tao thanh trinh ty lién k& ctia cac nucleosit trong do it nhat mot s6 gbe duong cia
céc nucleosit ciia mdi canh khéc biét v6i it nhat mot s gde dudng cuia cée nucleosit cua
gap. Cu thé 13, it nhat cac gbc dudng cua cic nucleosit clia mdi canh ma gin Vi gap nhét
(nucleosit gan 3’ nhit clia canh 5° va nucleosit gin 5° nhét ctia canh 3”) khéc biét véi gdc
duong cua cac nucleosit gap 14n can, do d6 xac dinh ranh gi6i gilta canh va gap (tire la, chd
ndi canh/gap). Theo cac phuong an nhat dinh, cac gbc dudng & trong gap 1a gidng nhau.
Theo c4c phuong an nhét dinh, gap bao gbm mot hodc nhiéu nucleosit ¢6 gbc duong ma
khac véi gbe duong ctia mot hodc nhiéu nucleosit khac cia gap. Theo cdc phuong an nhét
dinh, métip duong cla hai canh la gidng nhau (gapmer d6i xtng). Theo cdc phwong 4n
nhét dinh, métip dudng cta canh 5' khac voi métip duong cua cdnh 3' (gapmer bét d6i

xung).

Theo cdc phuong an nhét dinh, canh ctia gapmer bao gdm 1-5 nucleosit. Theo céc
phuong 4n nhat dinh, mdi nucleosit ctia mdi canh clia gapmer 1a nucleosit cai bién. Theo
cac phuong an nhét dinh, it nhat mot nucleosit ctia mdi cdnh cua gapmer 12 nucleosit cai
bién. Theo cac phwong 4n nhét dinh, it nhat hai nucleosit cia mdi canh cta gapmer 1a
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nucleosit da dwogc cai bién. Theo cac phuong 4n nhit dinh, it nhit ba nucleosit ctia mdi
canh ctia gapmer 1a nucleosit da dugc cai bién. Theo cac phwong an nhat dinh, it nhét bdn

nucleosit ciia moi canh ctia gapmer 1a nucleosit da duogc cai bién.

Theo cac phuwong an nhat dinh, gap clia gapmer bao gbm 7-12 nucleosit. Theo cac
phuong &n nhét dinh, mdi nucleosit ctia gap ctia gapmer la 2’-deoxynucleosit khong duogc
cai bién. Theo cac phuong 4n nhét dinh, it nhit mot nucleosit ctia mdi chd cach quang cia

gapmer l1a nucleosit cai bién.

Theo cac phuong an nhét dinh, gapmer 14 deoxy gapmer. Theo cdc phuong an nhét
dinh, cac nucleosit trén phia quang cach ctia mdi chd ndi canh/quing cach la 2’-
deoxynucleosit khong dugc céi bién va céc nucleosit trén phia canh cia mdi chd nbi
canh/quang cach 1a nucleosit da duogc cai bién. Theo cac phuong an nhét dinh, mdi
nucleosit ciia gap 1a 2°-deoxynucleosit khong duoc cai bién. Theo cac phuong an nhat dinh,

moi nucleosit clia moi canh ciia gapmer la nucleosit cai bién.

Theo céc phuong én nhét dinh, cac oligonucleotit dd dugc cai bién bao gdm hodc
gbm c6 ving c¢6 motip dudng duge cai bién diy du. Theo cac phuong 4n ndy, mdi nucleosit
cua vung dugce cai bién déy du cia oligonucleotit dd duoc cai bién bao gdbm gbc dudng cai
bién. Theo cic phuong an nhét dinh, mdi nucleosit cta oligonucleotit da dugc cai bién
hoan toan bao gdm gdc duong cai bién. Theo cac phuong 4n nhét dinh, céc oligonucleotit
da duoc cai bién bao gdm hoic gdm c6 ving c6 mdtip dudng dugc cai bién déy du, trong
d6 mdi nucleosit & trong ving dugc cai bién diy du bao gom cing gbc duong cai bién,
dwoc dé cap dén trong ban md ta ndy dudi dang motip dudng duoc cai bién giéng nhau.
Theo cc phuong 4n nhét dinh, oligonucleotit di dugc cai bién day du 1a oligonucleotit da
duogc cai bién gidng nhau. Theo céc phuong 4n nhét dinh, mdi nucleosit ctia dugc cai bién

giong nhau bao gdm cung sy cai bién 2°.

O day, chiéu dai (s6 lwong ctia nucleosit) ctia ba ving clia gapmer c6 thé duoc néu
bang cach sir dung ky hiéu [# clia cac nucleosit trong canh 5°] — [# clia cac nucleosit trong
gap] — [# cta cac nucleosit trong canh 3’]. Do d6, gapmer 5-10-5 g6m c6 5 nucleosit dugc
lién két trong mdi canh va 10 nucleosit dugc lién két trong gap. Khi danh phép nay dugc
kém theo su cai bién cu thé, thi sw cai bién nay 1a sy cai bién 6 mdi gbe duong cia mdi
canh va cac nucleosit gap bao gdbm dudng deoxynucleosit khong dugc cai bién. Do do,
MOE gapmer 5-10-5 gdm c6 5 nucleosit dd dugc cai bién MOE dugc lién két trong cénh
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5°, 10 deoxynucleosit dugc lién két trong gap, va 5 nucleosit MOE dugc lién két trong canh
3.

Theo c4c phuong an nhét dinh, c4c oligonucleotit da dugc cai bién 12 MOE gapmer
5-10-5. Theo c4c phwong 4n nhét dinh, cic oligonucleotit da dugc cai bién 14 gapmer BNA
3-10-3. Theo cac phuong an nhét dinh, cac oligonucleotit di dugc cai bién 12 gapmer cEt
3-10-3. Theo cac phuong an nhat dinh, cac oligonucleotit da dugc cai bién 13 gapmer LNA
3-10-3.

2. C4c métip nucleobazo nhat dinh

Theo cac phuong 4n nhat dinh, cic oligonucleotit bao gbém nucleobazo cai bién
va/hogc nucleobazo khong cai bién dugc sap xép theo oligonucleotit hodc ving cta ching
theo kiéu mau hoic motip da dinh. Theo cdc phuong an nhét dinh, mdi nucleobazo dugc
cai bién. Theo cac phuong an nhét dinh, khong nucleobazo nao dugc cai bién. Theo cac
phuong an nhét dinh, mdi purin hodc mdi pyrimidin dugc cai bién. Theo cic phwong an
nhét dinh, mdi adenin dugc cai bién. Theo cac phuong an nhét dinh, mdi guanin dugc cai
bién. Theo cic phuong 4n nhét dinh, mdi tymin duoc cai bién. Theo cac phuong 4n nhét
dinh, m&i uraxin dugc cai bién. Theo céc phwong 4n nhét dinh, mdi xytosin dugc cai bién.
Theo cac phuong an nhét dinh, mot sé hodc tit ca nucleobazo xytosin trong oligonucleotit
da dugc cai bién 1a 5-metyl xytosin. Theo c4c phuong an nhéit dinh, tit ca cac nucleobazo
xytosin 14 5-metyl xytosin va tat ca cac nucleobazo khéac cta oligonucleotit da duge cai

bién 1a nucleobazo khong duoc cai bién.

Theo cac phuong 4n nhét dinh, oligonucleotit da dugc cai bién bao gdm khdi cua
nucleobazo d4 duoc cai bién. Theo cac phuong 4n nhat dinh, khdi nay 1a & dau 3' cla
oligonucleotit. Theo cac phuong an nhit dinh khdi nay 12 & trong 3 nucleosit ctia dau 3' cia
oligonucleotit. Theo cac phuong an nhét dinh, khéi nay 14 & dau 5' ctia oligonucleotit. Theo

cac phuong 4n nhit dinh khéi nay 1a & trong 3 nucleosit cua dau 5' ciia oligonucleotit.

Theo cac phuong an nhét dinh, cic oligonucleotit c6 motip gapmer bao gdm
nucleosit bao gdm nucleobazo cai bién. Theo cc phuong 4n nhét dinh, mét nucleosit bao
gdm nucleobazo cai bién & gap trung tAm ctia oligonucleotit ¢6 motip gapmer. Theo cac
phuong an nhét dinh, géc dudong ciia nucleosit nay 1a gbc 2’-deoxyribosyl. Theo cac
phuong 4n nhit dinh, nucleobazo dugc cai bién dugc chon tir: 2-thiopyrimidin va 5-

propynepyrimidin.
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3. Cac motip lién két lién nucleosit nhit dinh

Theo cac phwong an nhét dinh, cac oligonucleotit bao gbm cc lién két lién nucleosit
d4 duoc cai bién va/hodc khong cai bién dugc sap xép doc theo oligonucleotit hodc ving
ctia chiing theo kiéu mau hodc métip da dinh. Theo cac phwong 4n nhét dinh, m&i nhém
lién két lién nucleosit 12 lién két lién nucleosit phosphodieste (P=0). Theo cac phuong an
nhét dinh, mai nhom lién két lién nucleosit cua oligonucleotit da duoc cai bién 1a lién két
lién nucleosit phosphorothioat (P=S). Theo cac phuong 4n nhit dinh, mdi lién két lién
nucleosit ctia oligonucleotit dd dugc cai bién doc 1ap dugc chon tir lién két lién nucleosit
phosphorothioat va lién két lién nucleosit phosphodieste. Theo cac phuong an nhét dinh,
mdi lién két lién nucleosit phosphorothioat doc 1ap dugc chon tir phosphorothioat ngau
nhién 14p thé, phosphorothioat (Sp), va phosphorothioat (Rp). Theo cac phwong 4n nhét
dinh, métip dudng cia oligonucleotit dd dugc cai bién 13 gapmer va céc lién két lién
nucleosit & trong gap déu duogc cai bién. Theo cac phuong 4n nhat dinh, mot s6 hodc tt ca
céc lién két lién nucleosit trong canh 14 lién két lién nucleosit phosphodieste khong dugc
ci bién. Theo cac phuong an nhat dinh, céc lién két lién nucleosit & du tan cing duoc cai
bién. Theo céc phuong 4n nhat dinh, motip dudng ciia oligonucleotit da dugc cai bién 1a
gapmer, va motip lién két lién nucleosit bao gdm it nhit mot lién két lién nucleosit
phosphodieste trong it nhit mot canh, trong d6 it nhat mot lién két phosphodieste khong
phai 12 lién két lién nucleosit & dAu tan cing, va cac lién két lién nucleosit con lai 1a céc
lién két lién nucleosit phosphorothioat. Theo cac phuong an nhét dinh, tit ca cac lién két
phosphorothioat 12 dang ngau nhién 1ap thé. Theo cac phuong 4n nhat dinh, tat ca céac lién
két phosphorothioat trong canh 1a phosphorothioat (Sp), va gap bao gbm it nhit mot motip
Sp, Sp, Rp. Theo cac phuong an nhit dinh, quéan thé cia cac oligonucleotit da dugc cai
bién dugc lam giau ddi véi cac oligonucleotit dd duge cai bién bao gbdm cac motip lién két

lién nucleosit nay.
C. Chiéu dai nhat dinh

C6 thé tang hodc giam chiéu dai ciia oligonucleotit ma khong lam mét hoat tinh. Vi
du nhu, trong Woolf va cong su (Proc. Natl. Acad. Sci. USA 89:7305-7309, 1992), mot
loat cac oligonucleotit c6 chiu dai 13-25 nucleobazo dugc thir nghiém vé kha ning cua
ching dé gy ra su phan cat cia ARN dich trong m6 hinh tiém noan bao. Céc oligonucleotit

c6 chiéu dai 25 nucleobazo v6i 8 hodac 11 bazo bat cap nham & gin cac dau cua cac
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oligonucleotit c6 thé gdy ra sy phan cét dic hiéu cia ARN dich, mic du dén muc d6 nho
hon so véi cac oligonucleotit ma khong chira vi tri bét cap nhim. Tuong tu, su phan cit
dic hiéu dich dat duoc bang cach st dung cac oligonucleotit c6 13 nucleobazo, bao g6m

cac oligonucleotit ¢6 1 hodc 3 vi tri bét cap nham.

Theo cac phuong 4n nhat dinh, cic oligonucleotit (bao gbm cac oligonucleotit da
duoc cai bién) c6 thé c6 chidu dai bat ky trong s6 nhidu khoang chiéu dai. Theo cic phuong
4n nhat dinh, cac oligonucleotit gém ¢ tir X dén Y nucleosit dugc lién Kkét, trong d6 X thé
hién sb lugng it nhat cua cac nucleosit trong khoang gid tri va 'Y thé hién sb luong 16n nhat
cua céc nucleosit trong khoang gié tri. Theo cdc phuong 4n nhit dinh nhu vay, mdi X va 'Y
doc lap dwoc chon tir 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26,
27,28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, va
50; v6i didu kién 1a X<Y. Vi du nhu, theo cac phwong an nhét dinh, c4c oligonucleotit gdm
c6 tir 12 dén 13, tir 12 dén 14, tir 12 dén 15, tir 12 dén 16, tir 12 d&én 17, tir 12 dén 18, tir 12
dén 19, tir 12 dén 20, tr 12 dén 21, tir 12 dén 22, tir 12 dén 23, tir 12 dén 24, tir 12 dén 25,
tir 12 dén 26, tir 12 dén 27, tir 12 dén 28, tir 12 dén 29, tir 12 dén 30, tir 13 dén 14, tir 13
dén 15, tir 13 dén 16, tr 13 dén 17, tir 13 dén 18, tir 13 dén 19, tir 13 dén 20, tir 13 dén 21,
tir 13 dén 22, tir 13 dén 23, tir 13 dén 24, tir 13 dén 25, tir 13 dén 26, tir 13 dén 27, tir 13
dén 28, tir 13 dén 29, tir 13 dén 30, tir 14 dén 15, tir 14 dén 16, tir 14 dén 17, tir 14 dén 18,
tir 14 dén 19, tir 14 dén 20, tir 14 dén 21, tir 14 dén 22, tir 14 dén 23, tir 14 dén 24, tir 14
dén 25, tir 14 dén 26, tir 14 dén 27, tir 14 dén 28, tir 14 dén 29, tir 14 dén 30, tir 15 dén 16,
tir 15 dén 17, tir 15 dén 18, tir 15 dén 19, tir 15 dén 20, tir 15 dén 21, tir 15 dén 22, tir 15
dén 23, tir 15 dén 24, tr 15 dén 25, tir 15 dén 26, tir 15 dén 27, tir 15 dén 28, tir 15 dén 29,
tir 15 dén 30, tir 16 dén 17, tir 16 dén 18, tir 16 dén 19, tir 16 dén 20, tir 16 dén 21, tir 16
dén 22, tir 16 dén 23, tir 16 dén 24, tir 16 dén 25, tir 16 dén 26, tir 16 dén 27, tir 16 dén 28,
tir 16 dén 29, tir 16 dén 30, tir 17 dén 18, tir 17 dén 19, tir 17 dén 20, tir 17 dén 21, tir 17
dén 22, tir 17 dén 23, tir 17 dén 24, tir 17 dén 25, tir 17 dén 26, tir 17 dén 27, tir 17 dén 28,
tir 17 dén 29, tir 17 dén 30, tir 18 dén 19, tir 18 dén 20, tir 18 dén 21, tir 18 dén 22, tir 18
dén 23, tir 18 dén 24, tir 18 dén 25, tir 18 dén 26, tir 18 dén 27, tir 18 dén 28, tir 18 dén 29,
tir 18 dén 30, tir 19 dén 20, tir 19 dén 21, tir 19 dén 22, tir 19 dén 23, tir 19 dén 24, tir 19
dén 25, tir 19 dén 26, tir 19 dén 29, tir 19 dén 28, tir 19 dén 29, tir 19 dén 30, tir 20 dén 21,
tir 20 dén 22, tir 20 dén 23, tir 20 dén 24, tir 20 dén 25, tir 20 dén 26, tir 20 dén 27, tir 20

dén 28, tir 20 dén 29, tr 20 dén 30, tir 21 dén 22, tir 21 dén 23, tir 21 dén 24, tir 21 dén 25,
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tir 21 dén 26, tir 21 dén 27, tir 21 dén 28, tr 21 dén 29, tir 21 dén 30, tir 22 dén 23, tr 22
dén 24, tir 22 dén 25, tir 22 dén 26, tir 22 dén 27, tir 22 dén 28, tir 22 dén 29, tir 22 dén 30,
tir 23 dén 24, tir 23 dén 25, tir 23 dén 26, tir 23 dén 27, tir 23 dén 28, tir 23 dén 29, tir 23
dén 30, tir 24 dén 25, tir 24 dén 26, tir 24 dén 27, tir 24 dén 28, tir 24 dén 29, tir 24 dén 30,
tir 25 dén 26, tir 25 dén 27, tir 25 dén 28, tir 25 dén 29, tir 25 dén 30, tir 26 dén 27, tr 26
dén 28, tir 26 dén 29, tir 26 dén 30, tir 27 dén 28, tir 27 dén 29, tir 27 dén 30, tir 28 dén 29,

tir 28 dén 30, hodc tr 29 dén 30 nucleosit dugc lién két.
D. C4c oligonucleotit da cai bién nhit dinh

Theo cac phuong 4n nhét dinh, cac dang céi bién & trén (dudong, nucleobazo, lién
két lién nucleosit) dugc két hgp vao oligonucleotit da dugc cai bién. Theo cac phurong 4n
nhét dinh, cac oligonucleotit dd duogc cai bién dic trung boi cac motip cai bién va tong
chidu dai ctia ching. Theo céc phuong 4n nhét dinh, m&i tham s6 nay ddc 1ap v6i nhau. Do
d6, trir khi ¢6 chi dan khac, mdi lién két lién nucleosit cia oligonucleotit c6 motip duong
gapmer c6 thé dugc cai bién hodc khong duoc cai bién va co thé theo hoic khong theo kiéu
cai bién gapmer ctia cac dang cai bién duong. Vi du, cac lién két lién nucleosit & trong
vung canh cua gapmer dudng co thé gibng hodc khac nhau va c6 thé giéng hoic khic véi
cac lién két lién nucleosit ctia ving gap ctia motip duong. Ciing nhu vdy, cac oligonucleotit
gapmer duong nay co thé bao gdm mot hoic nhiéu nucleobazo cai bién doc lap cua kiéu
mau gapmer cla cac dang cai bién dudng. Trir khi c¢6 chi din khac, tat ca cac cai bién 1a

doc 1ap cua trinh tu nucleobazo.
E. Qudn thé nhét dinh cta cac oligonucleotit da duge cai bién

Quén thé cta cac oligonucleotit d dugc cai bién trong do tat ca cac oligonucleotit
da duoc cai bién ciia quan thé c6 cling cong thirc phéan tr ¢6 thé 1a quan thé ngau nhién lap
thé hodc quén thé duge lam giau bét dbi xtmg. Tét ca cac tAm bat d6i xung cua tat ca cac
oligonucleotit da dugc cai bién 1 dang ngdu nhién l4p thé trong quan thé ngiu nhién lap
thé. Trong quan thé dugc 1am giau bét d6i xtng, it nhat mot tim bét dbi xtmg cu thé khong
phai dang ngiu nhién 14p thé trong cac oligonucleotit da dugc cai bién cua quan thé. Theo
cac phuong 4n nhat dinh, céc oligonucleotit da dugc cai bién cia quan thé duoc lam giau
bét d6i xing duge lam giau ddi véi cac gbc duong B-D ribosyl, va tat ca cac lién két lién
nucleosit phosphorothioat 1a dang ngau nhién 1ap thé. Theo cac phurong 4n nhét dinh, cac
oligonucleotit da duoc cai bién ctia quan thé duoc 1am giau bat dbi xing dugc 1am giau dbi
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v6i c4 hai gbe dudng B-D ribosyl va it nhat mot, lién két lién nucleosit phosphorothioat cu

thé trong cAu hinh héa hoc 1ap thé cu thé.
F. Trinh tu nucleobazo

Theo cc phuong 4n nhit dinh, cic oligonucleotit (cac oligonucleotit khong dugc
cai bién hoic dugc cai bién) dugc mo ta thém bai trinh tu nucleobazo ctiia ching. Theo céac
phuong an nhit dinh cac oligonucleotit c6 trinh ty nucleobazo ma b sung véi
oligonucleotit thir hai hodc axit nucleic tham chiéu da dinh, chéng han nhu axit nucleic
dich. Theo cc phuong an nhat dinh, viing cla oligonucleotit ¢6 trinh tu nucleobazo ma bd
sung véi oligonucleotit thir hai hodc axit nucleic tham chiéu da dinh, ching han nhu axit
nucleic dich. Theo cac phuong 4n nhét dinh, trinh tu nucleobazo cta ving hodc toan b
chidu dai cta oligonucleotit bd sung it nhat 50%, it nhét 60%, it nhat 70%, it nhat 80%, it
nhét 85%, it nhat 90%, it nhat 95%, hoic 100% v&i oligonucleotit thir hai hodc axit nucleic,

ching han nhu axit nucleic dich.
I. Céc hop chat oligome nhét dinh

Theo c4c phuong an nhat dinh, sang ché d& xuét hop chét oligome, ma gdm ¢o
oligonucleotit (duoc cai bién hodc khong dugc cai bién) va tiry y mot hoge nhiéu nhém lién
hop va/hodc nhém dAu tan cung. Cac nhom lién hop gdm c6 mot hodc nhiéu gdc lién hop
va cAu néi lién hop ma lién két géc lién hop véi oligonucleotit. Cac nhém lién hop c6 thé
duge gin vao mdt trong hai hodc ca hai du cua oligonucleotit va/hodc & vi tri bén trong
bat ky. Theo cac phuong an nhit dinh, cac nhom lién hop duge gin vao vi tri 2' clia
nucleosit cia oligonucleotit da dugc cai bién. Theo cac phuong dn nhit dinh, cdc nhém
lién hop ma duge gan vio mot trong hai hodc ca hai dau cia oligonucleotit 1a nhom dau
tan cung. Theo cic phuong an nht dinh, cac nhom lién hop hodc nhém dau tan cliing duoc
gin & dau 3’ va/hodc 5° clia cdc oligonucleotit. Theo cac phuwong an nhét dinh, cic nhém
lién hop (hodc nhom dAu tan cung) dugc gin tai dau 3' cua cac oligonucleotit. Theo céc
phuong 4n nhét dinh, cac nhém lién hop dugce gén & gin dau 3' cia cic oligonucleotit. Theo
cac phwong 4n nhit dinh, cic nhém lién hop (hodc nhom dau tan cung) dugc gin & dau 5’
cua cac oligonucleotit. Theo cac phuong an nhét dinh, cac nhom lién hop dwoc gin & gan

dau 5' cia cac oligonucleotit.

Céc vi du vé nhom dau tin cung bao gom nhung khong gidi han & cdc nhom lién

hop, nhém gén mi, géc photphat, nhom bao vé€, cac nucleosit da dugc cai bién hoic khong
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dugc cai bién, va hai hodc hon hai nucleosit ma doc lap dugc cai bién hodc khong dugc cai
bién.
A.Cac nhém lién hop nhat dinh

Theo cac phuong an nhét dinh, cac oligonucleotit dugc gin cong héa tri v6i mot
hodc nhiéu nhém lién hop. Theo cdc phuong 4n nhat dinh, cic nhém lién hop cai bién mot
hodc nhiéu tinh chat cta oligonucleotit duge gin, bao gb6m nhung khoéng giéi han & dugc
luc hoc, dugc dong hoc, do on dinh, su lién Kkét, do hép thy, su phéan bd mo, su phan bd té
bao, su hép thu té bao, dién tich va su thanh thai. Theo cac phuong 4n nhét dinh, cac nhom
lién hop mang lai tinh chit méi cho oligonucleotit dugc gin, vi du, cht phat huynh quang
hodic nhém bao c4o ma giup cho c6 thé phét hién duge oligonucleotit. Cac nhém lién hop
va cac gbe lién hop nhat dinh da duge mo ta trudce day, vi du nhu: gbc cholesterol (Letsinger
va cOng su, Proc. Natl. Acad. Sci. USA, 1989, 86, 6553-6556), axit cholic (Manoharan va
cong su, Bioorg. Med. Chem. Lett., 1994, 4, 1053-1060), thioete, vi du nhu, hexyl-S-
tritylthiol (Manoharan va cong su, Ann. N.Y. Acad. Sci., 1992, 660, 306-309; Manoharan
va cong su, Bioorg. Med. Chem. Lett., 1993, 3, 2765-2770), thiocholesterol (Oberhauser
va cong su, Nucl Acids Res., 1992, 20, 533-53R%), chudi béo, vi du nhu, cac géc
do-decan-diol hodc undexyl (Saison-Behmoaras va cong sw, EMBO J., 1991, 10, 1111-
1118; Kabanov va cong su, FEBS Lett., 1990, 259, 327-330; Svinarchuk va cong su,
Biochimie, 1993, 75, 49-54), phospholipit, vi du nhu, di-hexadexyl-rac-glyxerol hodc
trietyl-amoni 1,2-di-O-hexadexyl-rac-glyxero-3-H-phosphonat (Manoharan va cdng su,
Tetrahedron Lett., 1995, 36, 3651-3654; Shea va cong su, Nucl. Acids Res., 1990, 18,3777-
3783), chudi polyamin hodc polyetylen glycol (Manoharan va cong su, Nucleotides &
Nucleotides, 1995, 14, 969-973), hoic gdc adamantan axit axetic palmityl (Mishra va cong
su, Biochim. Biophys. Acta, 1995, 1264, 229-237), géc octadexylamin hoac hexylamino-
carbonyl-oxycholesterol (Crooke va cong su, J. Pharmacol. Exp. Ther., 1996, 277, 923-
937), nhom tocopherol (Nishina va cdng su, Molecular Therapy Nucleic Acids, 2015, 4,
€220; va Nishina va cdng su, Molecular Therapy, 2008, 16, 734-740), hodc cum GalNAc
(vi du nhw, WO2014/179620).

1. Céc gbc lién hop

Gbc lién hop bao gdm, nhung khong giéi han &, chét xen gifta, phan tir bdo céo,
polyamin, polyamit, peptit, carbohydrat, gbc vitamin, polyetylen glycol, thioete, polyete,
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cholesterol, thiocholesterol, géc axit cholic, folat, lipit, phospholipit, biotin, phenazin,
phenanthridin, anthraquinon, adamantan, acridin, fluoresxein, rhodamin, coumarin, chét

phat huynh quang, va thubc nhuém.

Theo cac phuong an nhét dinh, géc lién hop bao g@)m chit thudc hoat tinh, vi du,
aspirin, warfarin, phenylbutazon, ibuprofen, suprofen, fen-bufen, ketoprofen, (S)-(+)-
pranoprofen, carprofen, dansylsarcosin, axit 2,3,5-triiodobenzoic, fingolimod, axit
flufenamic, axit folinic, benzothiadiazit, clothiazit, diazepin, indo-methixin, barbiturat,

xephalosporin, thude sulfa, chat chdng tiéu duong, chit khang khudn hodc chit khang sinh.
2. Cac cau nbi lién hop

Géc lién hop duoc gin vao cac oligonucleotit thong qua cau ndi lién hop. Troﬁg cac
hop chét oligome nhét dinh, cAu néi lién hop 12 lién két hoa hoc don 1é (tirc 13, gbe lién hop
duoc gin truc tiép vao oligonucleotit thong qua lién két don). Theo cac phuong an nhat
dinh, cau ndi lién hop bao gém cAu trac chudi, chéng han nhu chubi hydrocarbyl, hodc
oligome cua cac don vi lap lai chéng han nhu cac don vi etylen glycol, nucleosit, hodc axit

amin.

Theo cac phuong 4n nhit dinh, ciu ndi lién hop bao gdbm mét hodc nhiéu nhom
duoc chon tir alkyl, amino, oxo, amit, disulfua, polyetylen glycol, ete, thioete, va
hydroxylamino. Theo cdc phuong 4n nhét dinh, cAu ndi lién hop bao gdm nhém dugc chon
tir cac nhom alkyl, amino, oxo, amit va ete. Theo cac phuong an nhét dinh, cau ndi lién
hop bao gdm nhém dugc chon tir cac nhém alkyl va amit. Theo cac phuong 4n nhat dinh,
cau ndi lién hop bao gdm nhém dugc chon tir cac nhém alkyl va ete. Theo cac phuong an
nhéit dinh, ciu ndi lién hop bao gdm it nhat mdt gbc photpho. Theo céc phuong an nhét
dinh, cAu ndi lién hop bao gdm it nhit mot nhom photphat. Theo céac phuong an nhéat dinh,

cau ndi lién hop bao gdm it nhat mot nhém lién két trung tinh.

Theo cac phuong 4n nhét dinh, cAu nbi lién hgp, bao gém cau ndi lién hop duge mo
ta & trén, 12 gbc lién két hai chuc, vi du, cac gbe da biét trong linh virc 14 hitu dung dé gan
cac nhom lién hop vao hop chit ban dau, ching han nhu céc oligonucleotit dugc dé xuat
trong ban mé ta nay. Nhin chung, gbc lién két hai chirc bao gdm it nhat hai nhém chirc.
M0ot trong cac nhom chiic duge chon dé lién két voi vi tri cu thé trén hop chit ban dau va
nhém kia dugce chon dé lién két voi nhém lién hop. Cac vi du vé nhém chirc diing trong

gbc lien két hai chirc bao gdm nhung khéng gi6i han & chit wa dién tir dé phan tmg véi
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nhém wa nhan va chit wa nhan dé phan tmg v6i nhém wa dién tr. Theo cac phuong 4n nhét
dinh, gbc lién két hai chirc bao gdm mét hodc nhiéu nhém dugce chon tlr amino, hydroxyl,

axit carboxylic, thiol, alkyl, alkenyl, va alkynyl.

Céc vi du v& ciu ndi lién hop bao gdbm nhung khong gi6i han & pyrolidin, axit 8-
amino-3,6-dioxaoctanoic (ADO), sucxinimidyl 4-(N-maleimidometyl) xyclohexan-1-
carboxylat (SMCC) va axit 6-aminohexanoic (AHEX hodc AHA). Cau néi lién hop khac
bao gdm nhung khong gi6i han & Ci-Cyo alkyl dugc thé hodc khéng duoc thé, C-Cio
alkenyl dugc thé hogc khong duoc thé hoic Co-Cro alkynyl duge thé hodc khong dugc thé,
trong d6 danh muc khong lam gi6i han sang ché v& cac nhém thé duge uu tién bao gdm
hydroxyl, amino, alkoxy, carboxy, benzyl, phenyl, nitro, thiol, thioalkoxy, halogen, alkyl,
aryl, alkenyl va alkynyl.

Theo cac phuong an nhit dinh, ciu nbi lién hop bao gdbm 1-10 nucleosit cau noi.
Theo c4c phuong 4n nhat dinh, ciu ndi lién hgp bao gbm 2-5 nucleosit cau ndi. Theo cic
phuong an nhit dinh, cau ndi lién hop bao gdm chinh x4c 12 3 nucleosit cdu ndi. Theo cic
phwong 4n nhat dinh, cau ndi lién hop bao gdm mdtip TCA. Theo cac phuong én nhat dinh,
cac nucleosit cdu ndi nay 1a cac nucleosit da duoc cai bién. Theo cac phuong an nhét dinh
céc nucleosit ciu ndi nay bao gdbm gdc dudng céi bién. Theo cac phwong 4n nhat dinh, cac
nucleosit cAu ndi khong dugc cai bién. Theo céc phuong an nhét dinh, cac nucleosit ciu
ndi bao gdm bazo di vong durge bio vé tiy ¥ duge chon tir purin, purin dugc thé, pyrimidin
hodc pyrimidin duoc thé. Theo cac phuong an nhit dinh, gbc phan cat duge 1a nucleosit
duoc chon tir uraxin, tymin, xytosin, 4-N-benzoylxytosin, 5-metyl xytosin, 4-N-benzoyl-
5-metyl xytosin, adenin, 6-N-benzoyladenin, guanin va 2-N-isobutyrylguanin. Thuong
mong mudn 13 cac nucleosit cau ndi dwoc phan cit khéi hop chét oligome sau khi n6 dén
mo dich. Theo do, cac nucleosit cau nbi thuong duogc lién két v6i nhau va véi phén con lai
ctia hop chét oligome thong qua cac lién két c6 thé phan cit duge. Theo cac phuong an

nhét dinh, cac lién két c6 thé phan cét duoc nay la lién két phosphodieste.

O day, cac nucleosit ciu nbi khéng dugc coi 1a mot phan cia oligonucleotit. Theo
do, theo cac phuong an trong dé hop chét oligome bao gdm oligonucleotit g6m c6 s6 luong
hodc khoang gia tri xac dinh cta céc nucleosit duoc lién két va/hodc ty 18 phan trim b
sung xac dinh ddi véi axit nucleic tham chiéu va hop chét oligome con chira nhém lién hop

bao gdm cau ndi lién hgp bao gdbm céac nucleosit cau noi, cac nucleosit cau ndi nay khong
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dugc tinh vao chiéu dai cta oligonucleotit va khong dugc dung dé xac dinh ty 1& phan tram
b sung ciia oligonucleotit d6i v6i axit nucleic tham chiéu. Vi du, hop chét oligome c6 thé
bao gdm (1) oligonucleotit da duoc cai bién gdm c6 8-30 nucleosit va (2) nhém lién hop
bao gébm 1-10 nucleosit cau ndi ma lién ké voi cac nucleosit ctia oligonucleotit da durge cai
bién. Tong sé nucleosit lién ké dugc lién két trong hop chit oligome nay 16n hon 30. Theo
cach khéc, hop chit oligome c6 thé bao gdm oligonucleotit da dugc cai bién gbém c6 8-30
nucleosit va khong c6 nhom lién hop. Téng sb nucleosit lién ké duoc lién két trong hop
chét oligome nay khong 16n hon 30. Trir khi c6 chi dan khéc cdu ndi lién hop bao gém
khong nhiéu hon 10 nucleosit cdu nbi. Theo cac phuong 4n nhat dinh, ciu ndi lién hop bao
- gdm khong nhiéu hon 5 nucleosit cau nbi. Theo cac phuong 4n nhét dinh, cau ndi lién hop
bao gom khong nhiéu hon 3 nucleosit cau nbi. Theo cac phwong 4n nhat dinh, cau nbi lién
hop bao gdm khong nhiéu hon 2 nucleosit ciu ndi. Theo cic phuong an nhit dinh, ciu ndi

lién hop bao gom khong nhiéu hon 1 nucleosit cau noi.

Theo cac phwong 4n nhét dinh, diéu mong mudn 12 nhém lién hop duoc phan cit ra
khoi oligonucleotit. Vi dy, trong cac truong hop nhét dinh hop chét oligome bao gdm gbe
lién hop cu thé duoc hap thy tot hon bai loai té bao cu thé, nhung ngay khi hop chat oligome
duogc hip thy, mong mudn 1a nhém lién hop dugc phan cit dé giai phong ra oligonucleotit
khong dugc lién hop hodic ban dau. Do d6, cdu ndi lién hop nhét dinh c6 thé bao gdm mot
hodc nhiu gbc phén cit dugc. Theo cic phuwong 4n nhat dinh, gbc phan cit duge 1a lién
két ¢ thé phan cat duge. Theo cc phwong an nhét dinh, gdc phén cat duge 1a nhém ciia
cac nguyén tir bao gdm it nhat mot lién két c6 thé phan cét duge. Theo cic phuong 4n nhat
dinh, géc phan cit duoc bao gém nhom clia cac nguyén tr ¢ mot, hai, ba, bdn, hoac nhiéu
hon bén lién két c6 thé phan cat dugc. Theo cac phwong an nhit dinh, gbc phén cit dugc
duogc phén cit chon loc bén trong té bao hodc khoang dudi té bao, chiang han nhur lysosom.
Theo c4c phuong 4n nhit dinh, gbc phan cat duge duge phan ct chon loc bang enzym noi

bao, chang han nhu nucleaza.

Theo cac phuong an nhét dinh, lién két co thé phan cat duoc duge chon trong s
amit, este, ete, mot hodc ca hai este cia phosphodieste, photphat este, carbamat, hodc
disulfua. Theo céc phuong 4n nhét dinh, lién két c6 thé phan cat duge 1a mot hodc ca hai
este ciia phosphodieste. Theo cac phuong an nhét dinh, gbc phan cit duoc bao gém

photphat hodc phosphodieste. Theo cac phuong 4n nhit dinh, gbc phén cit duogc 1a lién két
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photphat gitta oligonucleotit va gbc lién hop hodc nhom lién hop.

Theo c4c phuong 4n nhat dinh, gdc phan cét duge bao gdm hodc gdbm c6 mot hoic
nhiéu nucleosit cau nbi. Theo cac phuong 4n nhét dinh, mot hodc nhiéu nucleosit cau ndi
duoc lién két v6i nhau va/hodc véi phan con lai ctia hop chit oligome thong qua cac lién
két c6 thé phan cét duoc. Theo cac phuong an nhét dinh, cac lién két c6 thé phan cat dugc
nay 1a lién két phosphodieste khong dugc cai bién. Theo cic phwong 4n nhit dinh, gbc
phan cét duge 12 2'-deoxynucleosit ma duge gin voi mot trong hai nucleosit & dAu tan cling
3' hodc 5' cua oligonucleotit bang lién két photphat giita cdc nucleosit va gin cong hoa tri
v6i phin con lai cia cau nbi lién hop hodc gbc lién hop bang lién két photphat hodc

phosphorothioat. Theo cac phuong an nhét dinh, gbc phén cit dugc 14 2'-deoxyadenosin.
B. Cac nhom dau tan ciing nhit dinh

Theo cac phuong 4n nhit dinh, hop chit oligome bao gdm mdt hoic nhiéu nhém
d4u tan cing. Theo cac phuwong 4n nhit dinh, hop chét oligome bao gbdm 5’-photphat dugc
lam én dinh. 5°-photphat dwgc lam 6n dinh bao gbm, nhung khéng gi6i han & 5°-
phosphanat, bao gdbm, nhung khong gi6i han & 5°-vinylphosphonat. Theo cac phuong an
nhét dinh, nhém dau tan cung bao g6m mot hoac nhiéu nucleosit khong bazo va/hodc
nucleosit nghich dao. Theo cac phuong an nhit dinh, nhém déu tan cing bao gdm mot hoic
nhidu nucleosit duge lién két 2°. Theo cac phwong 4n nhit dinh, nucleosit dugc lién két 2°

la nucleosit khong bazo.
II1. B§ doi oligome

Theo c4c phuwong 4n nhét dinh, hop chét oligome dugc md ta trong bin md ta nay
bao gém oligonucleotit, c6 trinh tu nucleobazo bd sung véi trinh ty cta axit nucleic dich.
Theo cac phuong an nhét dinh, hop chit oligome dugc ghép cip v6i hop chét oligome thir
hai d& tao thanh b doi oligome. Bo dbi oligome nay bao gdbm hop chét oligome thir nhét
c6 ving bd sung véi axit nucleic dich va hop chét oligome thir hai c¢6 ving bb sung véi
hop chit oligome thtr nhat. Theo cac phuong an nhét dinh, hop chit oligome thit nhit cta
cip doi oligome bao gdm hodc gém c6 (1) oligonucleotit da dugc cai bién hoic khong cai
bién va tiry y nhom lién hop va (2) oligonucleotit da dugc cai bién hogc khong céi bién thi
hai va tuy y nhém lién hop. Mot trong hai hodc ca hai hop chét oligome ctia cip doi oligome
¢6 thé bao gdm nhoém lién hop. Céc oligonucleotit ctia mdi hop chat oligome cua ceflp doi

oligome c6 thé bao gdm cac nucleosit nho ra khong b sung.
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IV. Hoat tinh d6i nghia

Theo cac phwong 4n nhét dinh, hop chat oligome va bo ddi oligome c6 kha nang lai
héa véi axit nucleic dich, dn dén it nhit mot hoat tinh d6i nghia; hop chét oligome va bo
doi oligome nay 1a céac hgp chét dbi nghia. Theo c4c phuong an nhéit dinh, hop chét ddi
nghia c¢6 hoat tinh d6i nghia khi chting 1am giam hodc trc ché ham lugng hoic hoat tinh ctia
axit nucleic dich bang 25% hoic hon trong thtr nghiém té bao tiéu chuan. Theo cac phuong
an nhét dinh, hop chat ddi nghia 4nh huéng mot cach chon loc dén mot hodc nhiéu axit
nucleic dich. Hop chét d6i nghia nay bao gdm trinh ty nucleobazo ma lai héa v6i mot hodc
nhiéu axit nucleic dich, ddn dén mot hodc nhidu hoat tinh d6i nghia mong mudn va khong
lai h6a v6i mot hodc nhiéu axit nucleic khong phai dich hoac khong lai héa vé1 mot hoac
nhiéu axit nucleic khong phai dich theo cach ma dan dén hoat tinh d6i nghia khong mong

muon dang ke.

Trong céc hoat tinh ddi nghia nhét dinh, sy lai hoa ctia hgp chat ddi nghia véi axit
nucleic dich dan dén su tuyén md cia protein ma phan cit axit nucleic dich. Vi du, hop
chét dbi nghia nhat dinh din dén su phén cit qua trung gian ARNaza H clia axit nucleic
dich. ARNaza H 1a endonucleaza t& bao ma phan cit mach ARN ciia bo d6i ARN:ADN.
ADN trong bd d6i ARN:ADN nay cin phai 12 ADN khéng dugc céi bién. Theo cdc phuong
an nhat dinh, duoc md ta trong ban mo ta nay 1a hop chat d6i nghia ma du “gidng ADN”
@& mang lai hoat tinh ARNaza H. Theo c4c phuong 4n nhat dinh, mot hogc nhiéu nucleosit
khéng gibng ADN trong gap ctia gapmer duoc chép nhan.

Trong céc hoat tinh dbi nghia nhét dinh, hop chit d6i nghia hodc mot phén cua hop
chét d6i nghia dugc tai vao phirc hop lam cAm giy cam ung boi ARN (RISC), cubi cling
dAn dén sy phan cét cua axit nucleic dich. Vi du nhu, cic hop chit déi nghia nhat dinh dan
dén su phan cit ciia axit nucleic dich béi Argonaute. Hop chét d6i nghia ma duoc tai vao

RISC 14 hop chit ARNi. Hop chat ARNi c6 thé 1a soi d6i (siARN) hodc soi don (ssARN).

Theo c4c phuong 4n nhat dinh, s lai hoa cta hop chét dbi nghia véi axit nucleic
dich khong dan dén sy tuyén m cua protein ma phan cét axit nucleic dich d6. Theo céc
phuong 4n nhét dinh, sy lai hoa cta hop chit dbi nghia véi axit nucleic dich dén dén su
thay dbi cua su ghép ndi cua axit nucleic dich. Theo céc phuong an nhét dinh, sy lai héa
ctia hop chét dbi nghia véi axit nucleic dich dan dén su e ché twong tac lién két gitta axit
nucleic dich va protein hodc axit nucleic khac. Theo cac phuong an nhat dinh, su lai hoa
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cua hop chat doi nghia véi axit nucleic dich dan dén su thay doi ctia su dich ma cua axit

nucleic dich.

Hoat tinh d6i nghia c6 thé duogc quan sat truc tiép hodc gian tiép. Theo cac phuong
4n nhét dinh, su quan sat hodc sy phat hién cta hoat tinh dbi nghia bao gém sy quan sat
hodc su phat hién cia sy thay dbi ¢ luong axit nucleic dich hoac protein dugc ma hoa béi
axit nucleic dich nay, su thay dbi & ty 18 ctia cac bién thé ghép ndi clia axit nucleic hodc

protein va/hodc su thay ddi kiéu hinh & té bao hoac dbi tuong.
V. Céc axit nucleic dich nhét dinh

Theo cac phwong 4n nhit dinh, hop chit oligome bao gébm hodc gdm co
oligonucleotit bao gébm viing ma bd sung véi axit nucleic dich. Theo cac phuong 4n nhét
dinh, axit nucleic dich 1 phan tir ARN tdng hop noi sinh. Theo cac phuong 4n nhit dinh,
axit nucleic dich ma hoa cho protein. Theo cac phuong 4n nhét dinh, axit nucleic dich dugc
chon tir: mARN trudng thanh va tién mARN, bao gdm cac ving intron, exon va ving
khong dich ma. Theo cac phuong an nhét dinh, ARN dich 14 mARN treong thanh. Theo
cac phuong 4n nhét dinh, axit nucleic dich 14 tién mARN. Theo cdc phuong 4n nhét dinh,
vung dich hoan toan & trong intron. Theo cac phuwong an nhét dinh, ving dich kéo dai qua
chd ndi intron/extron. Theo cac phuong 4n nhit dinh, ving dich c6 it nhat 50% & trong
intron. Theo cac phuong an nhit dinh, axit nucleic dich 1a san pham phién md ARN ctia
retrogen. Theo cac phuong an nhét dinh, axit nucleic dich 14 ARN khong ma hoa. Theo cic
phuong 4n nhét dinh nay, ARN khéng ma héa dich dwgc chon tir: ARN khong ma hoa dai,
ARN khong mi hoa ngén, phan tir ARN intron.

A.Su bd sung/su bat cip nham véi axit nucleic dich

C6 thé dua bazo bt cap nham vao ma khong lam mét hoat tinh. Vi du nhu, Gautschi
va cong su (J. Natl. Cancer Inst. 93:463-471, March 2001) di chirng minh kha nang cua
oligonucleotit c6 su bd sung 100% vi mARN bel-2 va ¢6 3 vi tri bt cip nhim so véi
mARN bel-xL dé 1am giam sy biéu hién ciia ca bel-2 va bel-xL in vitro va in vivo. Ngoai
ra, oligonucleotit nay chimg t6 hoat tinh khang khéi u hiéu nghiém in vivo. Maher va
Dolnick (Nuc. Acid. Res. 16:3341-3358, 1988) da thur nghiém hang loat oligonucleotit c6
14 nucleobazo ndi tiép, va cac oligonucleotit c6 28 va 42 nucleobazo lan luot bao gdbm
trinh tu ctia hai hodc ba oligonucleotit ndi tiép, vé kha ning ciia chiing dé kim ham sy dich

mé ciia DHFR ngudi trong thir nghiém té bao luéi tho. Mdi mot trong ba oligonucleotit c6
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14 nucleobazo c¢6 thé rc ché su dich mi, mic du & mic dd vua phdi hon so voi céc

oligonucleotit c6 28 hodc 42 nucleobazo.

Theo cac phuong 4n nhét dinh, oligonucleotit nay b6 sung véi axit nucleic dich trén
toan bo chidu dai cta oligonucleotit. Theo cac phuong 4n nhét dinh, cac oligonucleotit bd
sung 99%, 95%, 90%, 85%, hodc 80% véi axit nucleic dich. Theo cac phuong dn nhét dinh,
cac oligonucleotit bo sung it nhat 80% véi axit nucleic dich trén toan b chiéu dai cua
oligonucleotit va bao gébm ving ma bd sung 100% hozc hoan toan véi axit nucleic dich.
Theo cac phwong 4n nhat dinh, viing ¢6 mirc do bd sung day du co chiéu dai tir 6 dén 20,

tir 10 dén 18, hodc tir 18 dén 20 nucleobazo.

Theo céc phuong éan nhit dinh, cac oligonucleotit bao gém mot hodc nhiéu
nucleobazo bi bat cap nhim so véi axit nucleic dich. Theo cac phuong an nhét dinh, hoat
tinh déi nghia so v6i dich duoc 1am giam béi su bit cap nhdm nay, nhung hoat tinh d6i véi
chit khong phai dich duoc 1am giam véi lwgng 16n hon. Do d6, theo cac phuong 4n nhét
dinh mac d6 chon loc cuia oligonucleotit dugc cai thién. Theo cac phuong an nhét dinh, su
bat cap nhdm dugc dinh vi ddc hiéu ¢ trong oligonucleotit ¢6 mdtip gapmer. Theo cac
phuong 4n nhét dinh, sy bit cip nhdm 12 & vi tri 1, 2, 3, 4, 5, 6, 7, hodc 8 tir déu 5° cua
ving gap. Theo cac phuong 4n nhét dinh, su bat cip nham 1a & vitri 9, 8,7,6,5,4,3,2, 1
tir ddu 3' cta vung gap. Theo cac phuong an nhét dinh, su bat cap nhdm 1a ¢ vitri 1, 2, 3,
hoic 4 tir diu 5° clia ving canh. Theo cc phuong 4n nhat dinh, su bét cap nham 13 & vi tri

4,3, 2, hoac 1 tir dau 3’ ctia viing cénh.
B.KCNTI

Theo cac phuong an nhat dinh, cic hop chét oligome bao gdm hodc gébm c6
oligonucleotit bao gdm ving ma bb sung véi axit nucleic KCNT1. Theo céc phuong 4n
nhét dinh, axit nucleic KCNT1 nay c¢6 trinh tu dugce néu trong SEQ ID NO: 1 (M& s6 Truy
cap Ngén hang dit liéu gen (GENBANK): NM_020822.2). Theo c4c phuong an nhat dinh,
axit nucleic KCNT1 nay c6 trinh ty dugc néu trong SEQ ID NO: 2 (Ma s6 Truy cap Ngan
hang dit liéu gen: NC 000009.12 dwoc cit ngin tir cic nucleotit tir 135698001 dén
135796000). Theo cac phuong 4n nhit dinh, axit nucleic KCNT1 nay c6 trinh ty dugc néu
trong SEQ ID NO: 3 (M4 sé Truy cap Ngéan hang dit liéu gen: NM_020822.3), ma 1a bién
thé cét ndi cua SEQ ID NO: 1.

Theo cac phuong 4n nhit dinh hop chat oligome b sung véi SEQ ID NO: 1, SEQ
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ID NO: 2, hodc SEQ ID NO: 3 ¢6 kha nang 1am giam KCNT1 ARN trong té bao. Theo cac
phuong 4n nhét dinh, hop chit oligome bd sung v6i SEQ ID NO: 1, SEQ ID NO: 2, hoic
SEQ ID NO: 3 ¢6 kha nang lam giam protein KCNT1 trong té bao. Theo cac phwong 4n
nhét dinh, t€ bao nay 1a in vitro. Theo cac phwong 4n nhét dinh, té bao nay 1 & trong d6i
tugng. Theo cac phuong an nhit dinh, hop chét oligome gdm c6 oligonucleotit da dugc cai
bién. Theo c4c phuong an nhit dinh, hop chét oligome b sung véi SEQ ID NO: 1, SEQ
ID NO: 2, hoac SEQ ID NO:3 ¢6 kha nang cai thién mot hodc nhiéu triéu chimg hodc dau
hiéu nhén biét cia tinh trang than kinh khi dugc duge dua vao té bao trong dbi tuong. Theo
cac phuong 4n nhét dinh, tinh trang than kinh 14 chimg dong kinh. Theo c4c phwong 4n
nhét dinh, mot hoic nhiéu triéu chimg hoic ddu hiéu nhan biét dugc chon tir chimg co giat,
ton thuong nao, mét myelin, gidm truong luc, bénh ndo nho, trAm cam, lo léng va r6i loan

chtre niang nhén thirc, va dang két hop cta ching.

Theo c4c phuong 4n nhét dinh, hop chét oligome bd sung véi SEQ ID NO: 1, SEQ
ID NO: 2, hodc SEQ ID NO: 3 ¢6 kha ning lam giam lwong KCNT1 ARN c6 thé phét hién
duoc trong CSF (dich ndo tiy) cia déi tugng khi hop chét oligome duoc cip vao CSF cia
dbi tuong. Luong KCNT1 ARN c6 thé phat hién dugc c6 thé giam it nhat 10%, it nhat
20%, it nhat 30%, it nhat 40%, it nhit 50%, it nhat 60%, it nhat 70%, it nhat 80%, hodc it
nhit 90%. Theo cac phwong 4n nhat dinh, hop chét oligome bd sung v6i SEQ ID NO: 1,
SEQ ID NO: 2, hodac SEQ ID NO: 3 c6 kha ndng lam gidm luong protein KCNT1 ¢6 thé
phat hién duoc trong CSF ciia ddi tugng khi hop chét oligome dugc cép vao CSF cua dbi
twong. Luong protein KCNT1 c6 thé phat hién duoc c6 thé giam it nhat 10%, it nhat 20%,
it nhat 30%, it nhit 40%, it nhat 50%, it nhat 60%, it nhat 70%, it nhat 80%, hodc it nhat
90%.

C. Céc axit nucleic dich nhét dinh & cdc md nhét dinh

Theo céc phuong 4n nhat dinh, hop chit oligome bao gdbm hodc gdébm co
oligonucleotit bao gdm ving ma bd sung véi axit nucleic dich, trong d6 axit nucleic dich
duoc biéu hién & mo c6 lién quan vé mit dugc ly. Theo cac phuong an nhat dinh, mé c6
lién quan vé mit duoc Iy 1a té bao va md ma bao gdm hé than kinh trung wong (central
nervous system - CNS). Cac md nay bao gdm mé nio, ching han nhu, vé nio, liém den,

thé van, ndo gifta va than ndo va tuy song.

VI. Céc duoc phdm nhét dinh
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Theo cac phuong an nhét dinh, dugc mo ta trong ban mo ta nay la dugce phém bao
gbdbm mot hodc nhiu hop chét oligome. Theo cic phuong an nhit dinh, mdi trong s6 mot
hodc nhidu hop chét oligome gdm c6 oligonucleotit da dugc cai bién. Theo cic phuong an
nhét dinh, dugc phdm bao gdm chét pha lodng hodc chit mang duoc dung. Theo céc
phuong an nhét dinh, duge phim bao gdm hodc gdm c6 dung dich nuéc mudi tiét tring va
mot hodc nhiéu hop chét oligome. Theo cic phurrong 4n nhit dinh, nudc mudi tiét tring 13
nuée mudi thudc loai ding cho duwoc pham. Theo cac phuong an nhét dinh, dugc phdm bao
gbm hodic gdm c¢6 mot hodc nhidu hop chit oligome va nuéec tiét tring. Theo céc phuong
4n nhat dinh, nudc tiét tring 12 nude thude loai ding cho dugc pham. Theo cac phwong dn
nhit dinh, duoc phim bao gdm hodc gdm c6 mot hodc nhiéu hop chét oligome va nudc
mubi dém photphat (PBS). Theo cac phuong 4n nhat dinh, PBS tiét tring 12 PBS thudc loai
ding cho dugc phdm. Theo cac phwong an nhat dinh, dwgc phim bao gdm hodc gdm c6
mdt hodc nhiéu hop chat oligome va dich ndo tiy nhén tao. Theo cac phuong n nhat dinh,

dich ndo tiy nhan tao la loai dung cho dugc pham.

Theo c4c phwong 4n nhét dinh, duge pham bao gém oligonucleotit da dugc cai bién
va dich ndo tiy nhan tao. Theo cdc phuong an nhéit dinh, dugc pham gdm c6 oligonucleotit
da duoc cai bién va dich ndo tuy nhan tao. Theo cac phuwong an nhét dinh, dugc pham vé
co ban gdm c6 oligonucleotit da duge cii bién va dich ndo tity nhan tao. Theo cac phuong

an nhét dinh, dich ndo tiy nhan tao la loai dung cho dugc phém.

Theo cac phuong 4n nhit dinh, duoc phdm bao gdm mét hodc nhidu hop chat
oligome va mot hodc nhiéu ta duoc. Theo cac phuong éan nhét dinh, ta4 duoc duogc chon tir
nudc, dung dich mudi, ruou, polyetylen glycol, gelatin, lactoza, amylaza, magie stearat, da

talc, axit silixic, parafin nhét, hydroxymetylxenluloza va polyvinylpyrolidon.

Theo céc phuong 4n nhét dinh, hop chét oligome c6 thé dugc phéi tron véi cac chit
¢6 hoat tinh va/hoac tro dugc dung dé diéu ché duogc phérn hodc ché phém. Duoc phém va
phuong phap tao ché phdm duge pham phu thudc vio nhiéu tiéu chuén, bao gdbm, nhung

khong gidi han ¢, duong dung, mirc do cua bénh, hodc li€u lugng can dugc dung.

Theo c4c phuong 4n nhat dinh, dugc pham bao gém hop chét oligome bao goém ca
mudi duge dung bét ky cia hop chét oligome, este ctia hop chét oligome, hoic mudi cua
este nay. Theo cac phuong 4n nhét dinh, duge pham bao gbm hop chit oligome c6 mot
hozc nhiéu oligonucleotit, khi diing cho dbi tugng, bao gdm nguoi, ¢6 kha ning tao ra (truc
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tiép hodc gian tiép) chat chuyén hoa c6 hoat tinh sinh hoc hogc gbc ctia chiing. Theo do, vi
du, sang ché ciing dé xuit mudi duoc dung ciia hop chét oligome, tién dugc chét, mudi
duoc dung cua tién duoc chét ndy, va cac chat trong duong sinh hoc khac. Mubi dugc
dung thich hop bao gdm, nhung khéng gi6i han &, mudi natri va kali. Theo cac phuong 4n
nhat dinh, tién dugc chét bao gdm mdt hodc nhidu nhém lién hop gin véi oligonucleotit,

trong d6 nhém lién hgp dugce phan cit bang nucleaza ndi sinh & trong co thé.

Géc lipit duge dung trong liéu phap axit nucleic trong nhiéu phuong phap khac
nhau. Trong cac phuong phap nhu vay nhit dinh, axit nucleic, ching han nhu hop chét
oligome, dugc dua vao liposom hodc lipoplex da dugc tao thanh tir trudce tao ra tir hdn hop
cua lipit cation va lipit trung tinh. Trong cdc phuong phap nhéit dinh, phtic hop ADN v&i
lipit mono- hoac poly-cation dugc tao thanh ma khong c¢6 mat lipit trung tinh. Theo cac
phwong 4n nhat dinh, gbc lipit duge chon dé 1am tang su phan bd ciia duoc chit vao té bao
hodc mé cu thé. Theo céc phuong an nhét dinh, géc lipit dugc chon dé lam tang su phéan
bd cta dugce chit vao md md. Theo cac phuong an nhét dinh, géc lipit dugc chon dé lam

tang su phan bo cia dugce chat vao mo co.

Theo c4c phuong an nhét dinh, dugc phdm bao gbm hé théng phan phéi. Cac vi du
vé hé théng phan phbi bao gdm, nhung khong gi6i han &, liposom va nhii twong. Céc hé |
thdng phéan phbi nhit dinh hitu dung dé didu ché dugc pham nhét dinh bao gdm hé thong
phan phdi bao gbm hop chét ky nudc. Theo cac phuwong 4n nhét dinh, cac dung mdi hitu
co nhit dinh chang han nhu dimetylsulfoxit dwgc st dung.

Theo cac phwong an nhat dinh, dugc phdm bao gdm mot hodc nhiéu phéan tir phan
phdi dic hiéu md duge thiét ké dé phan phbi mét hodc nhiéu duge chat theo séng ché dén
cac loai md hoac té bao dac hiéu. Vi du, theo cac phuong an nhét dinh, duoc phém bao

gbm liposom dugc phu bang khang thé dic hiéu md.

Theo cac phuong 4n nhét dinh, duge phim bao gbm hé ddng dung méi. Cac hé dong
dung moéi nhét dinh g@)m ¢0, vi du, ruou benzyl, chét hoat dong bé mat khong phan cuc,
polyme hitu co trdn 1an trong nuée, va pha nude. Theo cac phwong an nhét dinh, cac hé
ddng dung médi nay dugc sir dung cho hop chit ky nuée. Vi du khong lam gi6i han sang
ché vé hé ddng dung moi nay 12 hé ddng dung moi VPD, ma 1a dung dich cua etanol nguyén
chit bao gdm 3% khdi lwong/thé tich rwou benzyl, 8% khéi lugng/thé tich ctia chét hoat
dong bé mat khong phan cuc Polysorbate 80™ va 65% khéi luong/thé tich polyetylen
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glycol 300. Ty 18 cia cac hé dong dung méi nay c6 thé duoc thay ddi dang ké ma khong
1am thay d6i dang ké diac diém do hoa tan va do doc cia chung. Hon nita, tinh dong nhét
clia cdc thanh phin dong dung mai c¢6 thé dugc thay ddi: vi du nhur, cac chat hoat dong bé
mat khac c¢6 thé duge st dung thay cho Polysorbate 80™; kich thuéc phan doan cia
polyetylen glycol c6 thé dugc thay dbi; cac polyme twong thich sinh hoc khac c6 thé thay
thé polyetylen glycol, vi du, polyvinyl pyrolidon; va dudong khac hodc polysacarit c6 thé

thé cho dextroza.

Theo cac phuong 4n nhét dinh, dwoc pham duge didu ché dé ding qua duong miéng.
Theo c4c phwong 4n nhét dinh, duge phdm duge diéu ché dé dung qua ma. Theo céc
phuong 4n nhét dinh, dugc phdm dugc didu ché dé dung bang cach tiém (vi du, trong tinh
mach, dudi da, trong co, ndi tuy mac (IT), trong ndo thét (ICV), v.v.). Theo cac phuong an
nhit dinh trong sé cac phuong 4n nay, dugc phdm bao gdm chat mang va duoc tao ché
pham trong dung dich trong nudc, ching han nhu nuéce hodc chit dém twong thich vé mat
sinh 1y ching han nhu dung dich Hanks, dung dich Ringer, hodc chat dém nudc mubi sinh
Iy. Theo cac phuong 4n nhit dinh, cc thanh phin khac dwoc bao gdm (vi du, cac thanh
phén ma hd trg kha nang hoa tan hodc lam chét bao quan). Theo cac phuong an nhét dinh,
huyén phu tiém dugc duge diéu ché bang cach sir dung chat mang 16ng thich hop, chit tao
huyén phui va chét tuong tu. Duoc phdm nhét dinh dé tiém dugc thé hién & dang liéu don
vi, vi du, trong ampun hodc trong véat chira da liéu. Dugc phém nhét dinh dé tiém 1a cac
dang hén dich, dung dich hodc nhii dich trong t4 duoc dau hodc nuédc, va co thé chira cac
tac nhan diéu ché ching han nhu chét tao huyén phi, chit lam én dinh va/hodc chét lam
phan tan. Cac dung méi nhét dinh thich hop dé sir dung trong dugc phdm dé tiém bao gdm,
nhung khong giéi han &, dung moi ua lipit va diu béo, chang han nhu dau vimg, este axit

béo téng hop, ching han nhu etyl oleat hoc triglyxerit, va liposom.

Trong cac didu kién nhat dinh, cac hop chét nhit dinh duoc boc 16 trong ban md ta
nay tac dong nhu la axit. Mac du cac hop chét nay co thé duoc rut ra hoic dugc mo ta &
dang dugc proton hoéa (axit tw do), hodc dang dugc ion hoa va két hgp v6i cation (muéi),
dung dich trong nude clia cac hop chat nay ton tai cin bang giita cac dang nay. Vi du nhur,
lién két photphat cua oligonucleotit trong dung dich trong nuéc ton tai can bang giita cac
dang axit tu do, anion va mudi. Trir khi ¢6 chi dan khac, hop chit dugc mo ta trong ban

md ta nay duoc du dinh 1a bao gom tit ca cic dang nay. Hon nita, cic oligonucleotit nhat
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dinh c6 mot vai lién két nhu vdy, mdi trong s6 ching déu can bang. Do d6, cac
oligonucleotit trong dung dich t6n tai & toan bd cic dang & nhidu vi trf tit ca déu can bang.
Thuat ngr “oligonucleotit” dugc du dinh la bao gbm tt ca cac dang nay. Cac cau tric duge
rtt ra nhét thiét 1a minh hoa dang don 1é. Tuy nhién, trir khi c6 chi dan khéc, su rit ra nay
ciing duoc dy dinh dé bao gdbm cac dang twong tng. Trong ban md ta nay, cAu trac minh
hoa axit tu do cta hop chit sau do 1 thuat ngit “hodc mubi ctia chiing” rd rang bao gbm
tAt ca cac dang ndy ma c6 thé duge proton hoa/dugc khir proton hoa/két hop toan bo hozc
mot phén véi cation. Trong céc truong hop nhét dinh, mét hodc nhiéu cation cu thé dugc

xac dinh.

Theo cac phwong an nhat dinh, cac oligonucleotit da dugc cai bién hoic cac hop
chét oligome & trong dung dich trong nuéc véi natri. Theo cac phuong dn nhit dinh, cac
oligonucleotit da dugc cai bién hoic cac hgp chét oligome & trong dung dich trong nuéc
v6i kali. Theo cac phuong an nhét dinh, cac oligonucleotit da dugc cai bién hodc cac hop
chét oligome 1a & trong PBS. Theo c4c phuong 4n nhét dinh, céc oligonucleotit da duoc
cai bién hodc cac hop chét oligome 1a & trong nude. Theo cac phuwong an nhit dinh nhu
vay, do pH cua dung dich dugc didu chinh biang NaOH va/hoic HCI dé dat duge do pH

mong muon.

Trong ban mo ta nay, c4c liéu dung cu thé nhit dinh dwoc mé ta. Liéu ding c6 thé
& dang don vi liéu luong. Pé rd rang, lidu dung (hodc don vi lidu lugng) cla oligonucleotit
da duoc cai bién hodc hop chit oligome tinh bang miligam chi ra khéi lugng cua dang axit
tu do ctia oligonucleotit d& dugc cai bién hodc hop chét oligome. Nhu da mo ta & trén,
trong dung dich chira nuéc, axit ty do & trang thai cin béng v6i cac dang anion va mudi.
Tuy nhién, v6i muc dich tinh toan liéu diing, oligonucleotit d4 dugc cai bién hodc hgp chét
oligomer duogc gia dinh la ton tai dudi dang axit tu do, khan, khong chira natri-axetat, khong
chra dung moi. Vi duy, khi oligonucleotit da dugc cai bién hoac hop chét oligome ¢ trong
dung dich chira natri (vi dy, nuéc muéi), thi oligonucleotit da dugc cai bién hodc hop chét
oligome c6 thé dugc loai proton mot phén hodc toan bd va lién két voi cac ion Na*. Tuy
nhién, khéi luong ctia proton van duge tinh vao trong lwong clia lidu lwong, va khéi luong
cta ion Na" khong dugc tinh vao trong Iugng cia lidu lvong. Nhu vay, vi du, lidu lugng,
hodc don vi liéu, 80 mg Hop chat s6 1080855 twong duong véi s6 phan tir dugc proton héa

day du nang 80 mg. Piéu nay s& twong duong véi 85 mg Hop chét s6 1080855 dugc bién
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d6i thanh cation natri dang khan, khong chira natri-axetat, khong chra natri-axetat, khong
chira dung méi. Khi hop chét oligome bao gdm nhém lién hop, khoi lugng cia nhom lién
hop dugc dua vao phép tinh lidu ding ciia hop chit oligome. Néu nhém lién hop cling c6
axit, thi nhom lién hop nay ciing dugc gia dinh la da duogc proton héa toan bd cho muc dich
tinh toan liéu ding.

Su boc 16 khong 1am gidi han sang ché va su két hop tai liéu bang cach vién dan

MBOi tai lidu hodc va tai liéu cong bd sang ché liét ké & ddy dugc dua toan bd vao
ban mo ta bang cach vién dan.

Mic dit cac hop chét, dugc pham va phuong phap nhét dinh dugc mo ta trong ban
mo ta nay da dugc mo ta voi diém dic trung cia cac phuong 4n nhét dinh, cac vi du sau
day chi d¢é minh hoa cho céc hgp chit duoc mo ta trong ban mo ta ndy va khong duge du
dinh dé 1am gi6i han ching. M3i tai liéu tham khao, ma s6 truy cap Ngan hang di¥ liéu gen
(GenBank), va dang twong tu chi ra trong sang ché dugc dua toan bd vao ddy bang cach
vién dan.

Maic du danh muc trinh tu kém theo don nay chi ra mdi trinh tu 1a “ARN” ho#c
“ADN” nhu yéu cAu, trén thuc té, cac trinh tu nay co thé duoc cai bién vai su két hop bat
k¥ cua cac cai bién hoa hoc. Ngudi c6 hiéu biét trung binh trong linh vuc dé dang nhan ra
réng cac ky hiéu nhu “ARN” hodc “ADN” dé md ta cac oligonucleotit da dugc cai bién,
trong cac truong hop nhét dinh, 1a tiry y. Vi du, oligonucleotit bao gbm nucleosit bao gdm
gbc dudng 2°-OH va bazo tymin ¢6 thé duge md ta 1a ADN c6 dudng cai bién (2°-OH thay
cho mot 2°-H ctia ADN) hodc 1a ARN c¢6 bazo dugc cai bién (tymin (uraxin duogc metyl
hoa) thay cho uraxin ctia ARN). Theo do, trinh ty axit nucleic dugc dé xuét trong ban mo
t4 nay, bao gdm, nhung khong gi¢i han & céc trinh tu axit nucleic trong danh muc trinh tu,
duoc du dinh 1a bao ham cac axit nucleic chira dang két hop bat ky cia ARN va/hoic ADN
ty nhién hodc dugc cai bién, bao gém, nhung khong gidi han ¢ céc axit nucleic ¢
nucleobazo cai bién nay. D& lam vi du thém nhung khong 1am gii han séng ché, hop chat
oligome ¢6 trinh ty nucleobazo “ATCGATCG” bao ham hop chét oligome bt ky c6 trinh
tu nucleobazo nay, di duoc cai bién hay khong dugc cai bién, bao gdbm, nhung khong gi¢i
han &, hop chit bao gém cac bazo ARN, chéng han nhu hop chit co trinh tu
“AUCGAUCG” va hop chit c6 mot s& bazo ADN va mét s6 bazo ARN chang han nhu
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“AUCGATCG” va hop chét oligome c6 céc nucleobazo cai bién khéc, ching han nhu
“AT"CGAUCG,” trong d6 ™C ding dé chi bazo xytosin bao gbm nhém metyl & vi tri 5.

Céc hop chét nhat dinh dugc mo ta trong ban md ta nay (vi du, cic oligonucleotit
da duoc cai bién) c6 mot hodc nhidu tim bat dbi xtng va do d6 mang lai su ting 1én cua
chét dbng phan ddi anh, chét ddng phan khong dbi quang, va céc c4u hinh dong phan 1ap
thé khac ma c6 thé duoc xac dinh, vé mat hoa hoc 1ap thé tuyét dbi, 1a (R) hoic (S), 1a o
hodc B ching han nhu ddi véi anome duong, hodc 1a (D) hodc (L), chang han nhu ddi véi
axit amin, v.v.. Cac hgp chét dugc dé xuit trong ban mo ta nay ma dugc dua ra hodc dugc
md ta 1a ¢6 chu hinh dong phén lap thé nhit dinh chi bao gdm cac hop chét duge chi ra.
Céc hop chét duogc dé Xuét trong ban mo ta nay ma dugc dua ra hodc dugc md ta véi hoa
hoc 1ap thé chua x4c dinh bao gbm tat ca cc chét dbng phén c6 thé ¢ nay, bao gbdm dang
ngiu nhién 1ap thé ctia ching va tiy ¥ cac dang tinh khiét, trir khi c6 chi dan khéc. Cling
nhu viy, cac dang tri€t quang ctia hop chét trong ban md ta nay ciing dugc bao gom trir khi
¢6 chi din khac. Trir khi c¢6 chi din khac, hop chét dugc md ta trong ban mo ta ndy duoc

du dinh 12 bao gdm céac dang mudi twong ting.

Céc hop chit duge md ta trong ban mo t4 nay bao gbm cac bién dbi trong d6 mot
hodc nhiéu nguyén tir duge thay thé bang ddng vi khong co hoat tinh phong xa hodc dong
vi phéng xa cua nguyén t6 duoc chi ra. Vi du, cac hop chit trong ban md td nay ma bao
gbdm nguyén tit hydro bao ham tht ca cac dang thé do te ri c6 thé co dbi v6i mdi nguyén tir
hydro 'H. Céc dang thé ddng vi bao ham boi hop chit trong ban m6 ta nay bao g6m nhung
khong gi¢i han &: 2H hodc *H thay cho 'H, *C hodc C thay cho ?C, N thay cho N,
170 hodc 180 thay cho '°0, va 338, 38, 335, hoic S thay cho **S. Theo cac phuong an nhét
dinh, cac dang thé dong vi khong c6 hoat tinh phong xa c6 thé mang lai tinh chat méi cho
hop chét oligome ma c6 101 dé sur dung lam coéng cu tri liéu hodc nghién ctru. Theo cac
phuong 4n nhét dinh, cac dang thé ddng vi phong xa co thé tao ra hop chét thich hop cho

muc dich nghién ctru hodc chén doan chang han nhu chup anh.
Vi du thie hién sang ché

Céc vi du sau day minh hoa c4ac phuong an nhét dinh cua sang ché va khong lam gi6i
han sang ché. Hon nita, khi cdc phuong 4n cu thé dugc néu, cac tac gia sang ché du kién
ung dung chung cta cac phuong an cu thé nay. Vi du, viéc boc 10 cac oligonucleotit co
motip cu thé chimg minh hop 1y cho céc oligonucleotit khac c6 métip gidng hoic twong tu.
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Va, vi dy, trong d6 sw cai bien ai lyc cao cu thé xuat hién & vi tri cu the, sw cai bién ai lyc

cao khéc & cung vi tri dugc coi 1a thich hop, trir khi ¢6 chi dan khéc.

Vi du 1: Tac dung cua cac oligonucleotit dd dugc cai bién gapmer 5-10-5 MOE trén

KCNT1 ARN cua ngudi in vitro, liéu don

Céc oligonucleotit da dugc cai bién b sung véi axit nucleic KCNT1 cia ngudi duge

thir nghiém vé tac dung cta ching dbi v6i cac mirc KCNT1 ARN in vitro.

Céc oligonucleotit da dugc cai bién trong cac bang duéi day la cac gapmer 5-10-5
MOE véi cac lién két lién nucleosit hon hgp. Cac gapmer c6 chiéu dai 20 nucleobazo, trong
do6 doan gap trung tam bao gbm muoi 2°-B-D-deoxynucleosit va cac canh 3’ va 5’ mdi cdnh
bao gdm niam nucleosit 2’-MOE. Mbtip cho cic gapmer nay la (tr 5’ dén 3°):
eeeceddddddddddeeeee; trong d6 ‘d’ 1a gbc duong 2°-B-D-deoxyribosyl, va ‘e’ 1a gbc
duong 2’-MOE. Métip lién két lién nucleosit cho cac gapmer nay 1a (tixr 5° dén 3°):
S00005558888sss00ss; trong d6 ‘s’ 1a lién két lién nucleosit phosphorothioat, va ‘o’ 1a lién

két lién nucleosit phosphodieste. Tét ca cac gbe xytosin 1a cac 5-metylxytosin.

“Vi tri bit dAu" chi ra nucleosit & gan 5' nhét ma oligonucleotit di dugc cai bién bd
sung voi no trong trinh ty gen nguoi. Vi tri két thuc" chi ra nucleosit & gan 3' nhit ma
oligonucleotit da dugc cai bién bd sung v6i né trong trinh tw gen ngudi. MBbi oligonucleotit
da duoc cai bién duoc liét ké trong cac Bang dudi ddy c6 mirc bd sung 100% véi SEQ ID
NO: 1 (Ma s6 Truy cap Ngan hang dit liéu gen (GENBANK) NM_020822.2) hodc SEQ
ID NO: 2 (M sé Truy cap Ngan hang dit liéu gen (GENBANK) NC_000009.12 dugc cit
ngan tir cac nucleotit tir 135698001 dén 135796000). ‘N/A’ chi ra rang oligonucleotit da

duoc cai bién khong c6 mtic bd sung 100% voi trinh tw gen cu thé.

Cac té bao SH-SY5Y duoc nudi cy (dong té bao u nguyén bao than kinh) & mat do
20.000 t& bao mdi giéng dugc xtt 1y v6i oligonucleotit di dugce cai bién 4.000 nM bang k§
thuat xung dién. Sau khoang thoi gian xtr ly khoang 24 gio, ARN téng s6 dugc phan 1ap tir
céc té bao va mitc KCNT1 ARN duge do bang RTPCR thoi gian thuc dinh lugng. B doan
dd doan mdi KCNT1 ngudi RTS39508 (trinh tu xuéi GTCAACGTGCAGACCATGT,
duoc ky hiéu trong ban mé td nay la SEQ ID NO: 11; trinh tu ngugc
TCGCTCCCTCTTTTCTAGTTTG, dugc ky hiéu trong ban md ta nay 1a SEQ ID NO: 12;
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trinh ty doan dd AGCTCACCCACCCTTCCAACATG, duoc ky hi¢u trong ban md ta nay
l1a SEQ ID NO: 13) dugc st dung dé do cac mirc ARN dugc thé hién trong cac Bang 1-6
va bd doan do doan mdi KCNT1 cua ngudi RTS39496 (trinh ty xudi
CAGGTGGAGTTCTACGTCAA, dugc ky hiéu trong ban mo ta nay la SEQ ID NO: 14;
trinh tr nguoc GAGAAGTTGAACAGCCGGAT, duge ky hi¢u trong ban mo ta nay la
SEQ ID NO: 15; trinh tw doan d0 TGATGAAGAACAGCTTGAGCCGCT, dugc ky hi¢u
trong ban mé ta nay la SEQ ID NO: 16) dugc st dung dé do cac mitc ARN dugce thé hién
trong cac Bang 7-38. Cac muc KCNT1 ARN dugc chudn héa theo ham luong ARN tong
s6, nhu dugc do bing thude thit RIBOGREEN®. Miic giam KCNT1 ARN dugc thé hién
trong cac Bang tir 1-6 dudi day dudi dang phén tram cac mitc KCNT1 ARN so véi cac té
bao dbi chimg khong duge xi ly (UTC). Mi bang thé hién cac két qua tir timg dia thir
nghiém riéng 1&. ‘ND’ chi ra rang % UTC khong dugc x4c dinh cho oligonucleotit da dugc
cai bién cu thé trong thi nghiém cu thé d6 do sai s6 thi nghiém. Tuy nhién, hoat tinh cia
cac oligonucleotit da dugc cai bién duoc chon, bao gdm cac oligonucleotit khong duge xac

dinh trong Vi du 1, dugc chung minh thanh cong trong Vi du 2.

Bang 1. Mtrc gidm ciia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop duge do béi b doan do doan mdi KCNTI cia nguai RTS39508

Vit | it | Vied | Vi

bat | s | bat | Kkét

g | <€ : : KCNTI | SEQ
fop | gpq | tic | du | fhic Trinh tu (tir 5” dén 3°) % | D
chatso | " | SEQ | SEQ | SEQ ' UTC) | NO

D | D | D
Nlo' NO: 1 | NO:2 | NO: 2

1080685 | 17 36 4201 |4220 | AGTGGGAGCCGCCACCTICT | 107 21
1080691 | 50 69 4234 | 4253 | CTGGCAGCTCGGACCCGACC | 114 22

1080697 | 123 142 4307 | 4326 | GTGTAGCCCCCGCCGCGCGC | 83 23
1080703 | 194 | 213 16586 | 16605 | GGAGCGCGCCGTCCCCCGCG | 43 24
1080709 | 226 | 245 16618 | 16637 | CAGGTCGCTCATCTTGAAGC |40 25
1080715 | 329 | 348 52098 | 52117 | CGTAGAACTCCACCTGGACC |25 26
1080721 | 458 | 477 52991 | 53010 | GGACGCGCACAATGTAGAGC | 28 27
1080727 | 590 | 609 57145 | 57164 | TCGCCCACAGTGTCATCTTT |33 28
1080733 | 613 632 58871 | 58890 | TATTATGGCCACGATGACCT | 64 29
1080739 | 709 | 728 59190 | 59209 | GTTGATCATCTCCAGGACGA |57 30
1080745 | 953 972 61703 | 61722 | ACAGGTTCTCGCCCGCCCGC | 78 31
1080751 | 1069 | 1088 | 61819 | 61838 | GGCCACGCAGATCATGATGA | 54 32
1080757 | 1125 | 1144 | 67046 | 67065 | TGCCGCTCCATCCAGAGGTA | 37 33
1080763 | 1229 | 1248 | 67150 | 67169 | CGTTCAGGAAGTCCATGAGA | 36 34
1080768 | 1498 | 1517 | 70851 | 70870 | GAAGTCCTTCACGGCCCAGG | 34 35
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1080774 | 1852 | 1871 | 72865 | 72884 | CTTCAGCCCGATGAGGCACA | 54 36
1080780 | 1956 | 1975 | 72969 | 72988 | GCCGAGTTCTCCTCCTTGGT | 34 37
1080786 | 2197 | 2216 | 74829 | 74848 | CAGGACGGGCGCGATGCTGG | 57 38
1080792 | 2262 | 2281 | 74894 | 74913 | ACCTCATCCTCCGACTGGTC | 58 39
1080798 | 2460 | 2479 | 79374 | 79393 | AGCTTGTTCTTGAACCCGTA |61 40
1080804 | 2478 | 2497 | 79392 | 79411 | TCTGCCGAGACGATGATCAG | 39 41
1080810 | 2503 | 2522 | 79417 | 79436 | GTTGTACAGCCCATTGCCGG | 66 42
1080816 | 2530 | 2549 | 79444 | 79463 | GTAGTAGGCCCGCAGTGGCA | 42 43
1080822 | 2971 | 2990 | 86079 | 86098 | GATGCTGAAGACGCGGCCGG | 50 44
1080828 | 3078 | 3097 | 86595 | 86614 | CAGAGGTACCCCGAGCCCGG | 50 45
1080834 | 3387 | 3406 | 88332 | 88351 | TGCAGGCTCTTGCGCCGTAG | 53 46
1080840 | 3462 | 3481 | 88407 | 88426 | TGCTGGCTGATCCACTCCGC |44 47
1080846 | 3525 | 3544 | 88470 | 88489 | ATGCGGTTCTTCACCAGCTC | 14 48
1080852 | 3842 | 3861 | 94221 | 94240 | CCACCGTGTCCTCACACGCT |23 49
1080858 | 3875 | 3894 | 94254 | 94273 | GTAGAGTGTGCCATCCCCAG |23 50
1080864 | 4046 | 4065 | 94425 | 94444 | AGCCCTGGTCACGAGTTGCG | 61 51
1080870 | 4478 | 4497 | 94857 | 94876 | TGCCCCCTAGATGCAGTGGC | 44 52
1080876 | 4493 | 4512 | 94872 | 94891 | CCATCTTCCGCCCAATGCCC | 35 33
1080882 | 4502 | 4521 | 94881 | 94900 | GGAAATGCACCATCTTCCGC |27 54
1080888 | 4698 | 4717 | 95077 | 95096 | CCGTACAAACCAGTAAGGAA | 23 55
1080894 | 4705 | 4724 | 95084 | 95103 | GCGCTGACCGTACAAACCAG |16 56
1080900 | N/A | N/A | 90128 | 90147 | GGTTTACCCGATTCATGACA |26 57
1080906 | N/A | N/A |3591 |3610 | ACACAGCACCTTTAGACGGG | 153 58
1080912 | N/A | N/A | 6781 |6800 | ACTGCTCCCTAATATGGGCC |88 59
8833 | 8852
1080918 | N/A | N/A 37977 137296 AAATGACCAACTCACTGGCG | 77 60
1080924 | N/A | N/A | 14472 | 14491 | CCTGGCATAGCCAGACACGG | 92 61
1080930 | N/A | N/A | 17507 | 17526 | TGCCGTACCCTACACGCTGG | 30 62
1080936 | N/A | N/A | 18221 | 18240 | ACTTCCTGCCCAATATCGGA | 58 63
1080942 | N/A | N/A | 20077 | 20096 | GGAGGGTCCTCCAAGCGGCT | 38 64
1080948 | N/A | N/A | 23023 | 23042 | TTCACGGCCCCTAAACCACC |74 65
1080954 | N/A | N/A | 24946 | 24965 | GGAGGATTTCCCACGACATC |47 66
1080960 | N/A | N/A | 27095 | 27114 | GGCCATTGAGCCACCAAGGG | 30 67
1080966 | N/A | N/A | 29977 | 29996 | CATTTTAACCCTCTTTGCCG |90 68
1080972 | N/A | N/A | 30914 | 30933 | TCAATCCCGAACACCATGTC |6l 69
1080978 | N/A | N/A | 32653 | 32672 | GGTCCGAAATCCCAAGCCTG | 23 70
1080984 | N/A | N/A | 34972 | 34991 | GTGCCGGAATCCTCACCCTT |51 71
1080990 | N/A | N/A | 38017 | 38036 | ACCGGGCACAGATCCCACCT | 53 72
1080996 | N/A | N/A | 40434 | 40453 | TCCGTGAGATCCACACTCCA |24 73
1081002 | N/A | N/A | 45589 | 45608 | GGCTTCTATCTCACACCCGT | 34 74
1081008 | N/A | N/A | 47517 | 47536 | CCGTCTGCTCAAACCATCAG | 60 75
1081014 | N/A | N/A | 49388 | 49407 | GGCGGTACCCAGGGACCACC | 58 76
1081020 | N/A | N/A | 52241 | 52260 | CCAGCCTTCGCCATCGCCAG | 33 77
56009 | 56028
1081026 | N/A | N/A 56073 156092 GCGCCTGGCTATTGGGAGCT |25 78
60111 | 60130
1081032 | N/A | N/A | 60153 | 60172 | ACCTGTGTCTCGGCTGAGGC | 26 79
60245 | 60264
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60194 | 60213

1081038 | N/A | N/A 60286 1 60305 CGTCTCGGCTGAGGCCCACG | 36 80

1081044 | N/A | N/A | 64878 | 64897 | CACCATGGCCATACCCATCG | 61 81

1081050 | N/A | N/A | 66061 | 66080 | GCATTGCACTTATCCAGCGC | 27 82
67948 | 67967

1081056 | N/A | N/A 68544 | 63563 GTCCACCCCAGACGATCCAC |29 83
67979 | 67998

1081062 | N/A | N/A 63118 | 68137 ATGGTCCATCCCAGAAGGTC | 34 84
68507 | 68526

1081068 | N/A | N/A 63563 | 63582 AGAGGGTCCACCATGGATGG | 50 85
68517 | 68536

1081074 | N/A | N/A 68573 | 68592 GGTCCACCCAAGAGGGTCCA | 34 86
69967 | 69986

1081080 | N/A | N/A 70005 | 70044 TGTGCAGGCTGACAGCGGGT | 13 87
71040 | 71059

1081086 | N/A | N/A 71080 171099 TCCTGCCCCAGACGCACCGT |33 88
71173 | 71192

1081092 | N/A | N/A 71293 | 71312 GTGTGCACACGCGCCCTGCC | 18 89

1081098 | N/A | N/A | 72815 | 72834 | TCAGGTACCGCCGCTCACCC | 89 90

1081104 | NJA | N/A | 75842 | 75861 | GGGCTCTTACCCACATACTT | 25 91

1081110 | N/JA | N/A | 77408 | 77427 | CGCCAGCCTTACCTTGTCCA | 156 92

1081116 | N/A | N/A | 79137 | 79156 | AGCTGTACCCACAGGCGGCA | 69 93

1081122 | N/A | N/A | 82606 | 82625 | CCGAGCATCCCCCTACGCCT | 53 94

1081128 | N/A | N/A | 84928 | 84947 | GTTCGCCCTTACTCATCAGT |63 95

1081134 | N/A | N/A | 86431 | 86450 | CACAGGTCCATACCCCACCG | 51 96

1081140 | N/A | N/A | 91100 | 91119 | TCCGAGCACCACAGTGCCCG | 76 97

1081146 | N/A | N/A | 92063 | 92082 | TGCCCGGACCACACGCTTCT | 48 98

Bang 2. Mirc giam cua KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hon hop dugce do bai b doan do doan mdi KCNTI cta ngudi RTS39508

Vi | Vi

tri tri | Vitri | Vitri

bt | ket | bat | ket KCNTI | SEQ
Hop | dau ) thic | dau | fhic Trinh ty (tir 5 dén 3°) % | ID
chitsé | SEQ | SEQ | SEQ | SEQ : Utey | No

D || ID | D

NO: | NO: | NO:2 | NO: 2

1|
1080686 | 19 |38 | 4203 | 4222 | CGAGTGGGAGCCGCCACCTT | 113 99
1080692 | 77 |96 | 4261 | 4280 | GCGCCCCGTCAGGGAGTGGC | 84 100
1080698 | 125 | 144 | 4309 | 4328 | TGGTGTAGCCCCCGCCGCGC | 59 101
1080704 | 199 | 218 | 16591 | 16610 | GTCCAGGAGCGCGCCGTCCC | 30 102
1080710 | 234 | 253 | 16626 | 16645 | TCGGAGTCCAGGTCGCTCAT | 31 103
1080716 | 357 | 376 | 52126 | 52145 | AGCCGCTCCTTGAAGGTGTIT | 36 104
1080722 | 464 | 483 | 52997 | 53016 | CGAGCAGGACGCGCACAATG | 21 105
1080728 | 591 | 610 | 57146 | 57165 | ATCGCCCACAGTGTCATCTT |32 106
1080734 | 686 | 705 | 59167 | 59186 | ACACGCGGAAGATCTGCTCC | 41 107
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1080740 | 760 | 779 | 59308 | 59327 | GAACAGGTTCCGCAGCGGCG | 20 108
1080746 | 955 | 974 | 61705 | 61724 | GGACAGGTTCTCGCCCGCCC | 53 109
1080752 | 1075 | 1094 | 61825 | 61844 | CACGAGGGCCACGCAGATCA | 83 110
1080758 | 1147 | 1166 | 67068 | 67087 | GCTGTAGTTGCCCCCTGACT | 48 111
1080764 | 1299 | 1318 | 67648 | 67667 | TGGACATCCATCTCCGTGGG | 28 112
1080769 | 1502 | 1521 | 70855 | 70874 | GGGCGAAGTCCTTCACGGCC | 26 113
1080775 | 1854 | 1873 | 72867 | 72886 | CGCTTCAGCCCGATGAGGCA | 52 114
1080781 | 1957 | 1976 | 72970 | 72989 | GGCCGAGTTCTCCTCCTTGG | 28 115
1080787 | 2207 | 2226 | 74839 | 74858 | CGGCCAGTTCCAGGACGGGC | 55 116
1080793 | 2266 | 2285 | 74898 | 74917 | CGTCACCTCATCCTCCGACT | 43 117
1080799 | 2473 | 2492 | 79387 | 79406 | CGAGACGATGATCAGCTTGT | 39 118
1080805 | 2479 | 2498 | 79393 | 79412 | CTCTGCCGAGACGATGATCA | 40 119
1080811 | 2504 | 2523 | 79418 | 79437 | AGTTGTACAGCCCATTGCCG | 42 120
1080817 | 2542 | 2561 | 79456 | 79475 | CTTGCGGGATCTGTAGTAGG | 60 121
1080823 | 3016 | 3035 | 86533 | 86552 | GTAGTCCTTCACGAAGGACT | 72 122
1080829 | 3079 | 3098 | 86596 | 86615 | ACAGAGGTACCCCGAGCCCG | 43 123
1080835 | 3411 | 3430 | 88356 | 88375 | TTGCGGCTCAGCCTCCGGGC | 32 124
1080841 | 3463 | 3482 | 88408 | 88427 | CTGCTGGCTGATCCACTCCG | 42 125
1080847 | 3526 | 3545 | 88471 | 88490 | CATGCGGTTCTTCACCAGCT |18 126
1080853 | 3847 | 3866 | 94226 | 94245 | TAGTGCCACCGTGTCCTCAC | 26 127
1080859 | 3877 | 3896 | 94256 | 94275 | GAGTAGAGTGTGCCATCCCC | 15 128
1080865 | 4369 | 4388 | 94748 | 94767 | GACGCACCCCTCTCACATGC | 21 129
1080871 | 4480 | 4499 | 94859 | 94878 | AATGCCCCCTAGATGCAGTG | 28 130
1080877 | 4495 | 4514 | 94874 | 94893 | CACCATCTTCCGCCCAATGC |24 131
1080883 | 4583 | 4602 | 94962 | 94981 | CCGGAGGCTGAATTGTGCIT | 27 132
1080889 | 4699 | 4718 | 95078 | 95097 | ACCGTACAAACCAGTAAGGA | 15 133
1080895 | N/A | N/A | 90121 | 90140 | CCGATTCATGACATCACTGG | 20 134
1080901 | N/A | N/A | 90129 | 90148 | AGGTTTACCCGATTCATGAC |28 135
1080907 | N/A | N/A | 4599 | 4618 | CCCAGCTTCITACCAGGTCG | 121 136
1080913 | N/A | N/A | 7382 | 7401 | GGGTACACGATACCCGTTCA |56 137
1080919 | NVA | N/A | 9148 | 9167 | GCACCGGGCCTTATCTGATC | 135 138
1080925 | N/A | N/A | 14834 | 14853 | GCACACGGCCATAAGCAGGT | 86 139
1080931 | N/JA | N/A | 17508 | 17527 | CTGCCGTACCCTACACGCTG | 37 140
1080937 | N/JA | N/A | 18644 | 18663 | GCACAGCACGCCAAGACCGC | 29 141
1080943 | N/A | N/A | 20549 | 20568 | CGGCACTTCCACCTTACCCA |27 142
1080949 | N/A | N/A | 23033 | 23052 | TCCTCGAACCTTCACGGCCC |42 143
1080955 | N/JA | N/A | 25141 | 25160 | TCGGAGAGCCACGCCCGTCA | 43 144
1080961 | N/A | N/A | 27253 | 27272 | ACAGGAATCTTTCGAAGGCC | 43 145
1080967 | N/A | N/A | 30331 | 30350 | CCCTCCAAACAATTATGCGA | 67 146
1080973 | N/A | N/A |30919 | 30938 | ACAGTTCAATCCCGAACACC |47 147
1080979 | N/A | N/A | 33660 | 33679 | CTAGGACTATTATACCCAGC | 31 148
1080985 | N/A | N/A | 36054 | 36073 | TCGCTTTGCCTACCGCGAGC | 88 149
1080991 | N/A | N/A | 38455 | 38474 | CCGGCTCAAACCACCGCCAG | 46 150
1080997 | N/A | N/A | 42272 | 42291 | CGGCAGGTTCCCACACGCAA | 30 151
1081003 | N/A | N/A | 45594 | 45613 | GGCACGGCTTCTATCTCACA | 41 152
1081009 | N/A | N/A | 48647 | 48666 | CCCTTTACCTCCCCGTGGAC |59 153
1081015 | N/A | N/A | 49818 | 49837 | GCTTGTCACCCCACCGGGCA |50 154
1081021 | N/A | N/A | 52720 | 52739 | GCCCCACCTTACAGGTGCCT | 39 155
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N/A  N/A 56052 56071

1081027 N/A | N/A | 56116 | 56135 GAGTGGAGACTCATCCCACC |33 156
60112 | 60131

1081033 | N/A | N/A | 60154 | 60173 | CACCTGTGTCTCGGCTGAGG | 44 157
60246 | 60265

1081039 | N/A | N/A | 60978 | 60997 | AGTGGTGACCAGGCCTCGCT | 27 158

1081045 | N/A | N/A | 65270 | 65289 | GCCCACCCTTACCATCGCCA | 35 159

1081051 | N/A | N/A | 66638 | 66657 | GTCAGGAGCCTATGTCTGGG | 29 160
67950 | 67969

1081057 | N/A | N/A 68546 | 63565 TGGTCCACCCCAGACGATCC |23 161
68042 | 68061

1081063 | N/A | N/A 68363 | 63382 CACCCTGGATGGTCCACCCT | 37 162
68508 | 68527

1081069 | N/A | N/A 68564 | 68583 AAGAGGGTCCACCATGGATG | 43 163

1081075 | N/A | N/A | 68538 | 68557 | CCCAGACGATCCACCCCAGA | 64 164

1081081 | N/A | N/A | 70254 | 70273 | CACCGGTATCCCAGTGCCCC | 58 165
71072 | 71091

1081087 | N/A | N/A 1150 1 71171 CAGACGCACCGTCACCCACG |29 166
71174 | 71193

1081093 | N/A | N/A 71294 | 71313 CGTGTGCACACGCGCCCTGC |21 167

1081099 | N/A | N/A | 72851 | 72870 | GGCACACGCCATACCTGGGC | 43 168

1081105 | N/A | N/A | 75990 | 76009 | CCCCCATGCCCTACTCGGTC | 49 169

1081111 | N/A | N/A | 77628 | 77647 | GGTGCCTCTAACATAGACAC | 49 170

1081117 | N/A | N/A | 79139 | 79158 | ACAGCTGTACCCACAGGCGG | 52 171

1081123 | N/A | N/A | 83317 | 83336 | CGTCTCTGTATATGCCTGGC | 50 172

1081129 | N/A | N/A | 84931 | 84950 | CGGGTTCGCCCTTACTCATC | 42 173

1081135 | N/A | N/A | 87153 | 87172 | GCTGCCCGTATTCTTCCTGA | 18 174

1081141 | N/A | N/A [ 91137 | 91156 | CGCAGGCATCCCACTCATGA | 89 175

1081147 [ N/A | N/A | 93676 | 93695 | TCCGGCCTTCCTGACCATTC |23 176

Bang 3. Muc giam ctia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop dugc do boi bd doan do doan mdi KCNT1 cua nguoi RTS39508

Vi | Vi
tri tri | Vitrd | Vitrd
bt | két | bat | ket KCNTI | SEQ
Hop | dau | fhic | dau ) fhic Trinh tu (tir 5 dén 3°) % | ID
chitsé | SEQ | SEQ | SEQ | SEQ : 010 | no
D |m| D | D
NO: | NO: | NO:2 | NO: 2
1]
854607 | 1354 | 1373 | 67703 | 67722 | CTGGAGGTAGATGACCCGCT | 48 177
1080687 | 41 160 | 4225 | 4244 | CGGACCCGACCCGAGGGAGA | 65 178
1080693 | 79 198 | 4263 | 4282 | CCGCGCCCCGTCAGGGAGTG | 68 179
1080699 | 127 | 146 | 4311 | 4330 | GTTGGTGTAGCCCCCGCCGC | 85 180
1080705 | 208 227 116600 | 16619 | GCCGGCGGTGTCCAGGAGCG | 36 181
1080711 | 237 1256 | 16629 | 16648 | ACCTCGGAGTCCAGGTCGCT | 43 182
1080717 | 358 | 377 | 52127 | 52146 | GAGCCGCTCCTTGAAGGTGT | 36 183
1080723 | 517 | 536 | 55945 | 55964 | GGAGTAGTTCTGCTTTGGGC | ND 184
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1080729 | 594 | 613 | 57149 | 57168 | TGGATCGCCCACAGTGTCAT |41 185
1080735 | 692 | 711 | 59173 | 59192 | CGAAGGACACGCGGAAGATC | 34 186
1080741 | 761 | 780 | 59309 | 59328 | TGAACAGGTTCCGCAGCGGC | 12 187
1080747 | 1012 | 1031 | 61762 | 61781 | GTCACCGTAGCCCACGGTGG | 59 188
1080753 | 1105 | 1124 | 67026 | 67045 | GACGAGCTCCTCGAACTGCA | 23 189
1080759 | 1174 | 1193 | 67095 | 67114 | GTGCTTCTCCGTCTGCGCAC |43 190
1080770 | 1710 | 1729 | 72314 | 72333 | ATGCGCTGCCACTGCTCCGG | 44 191
1080776 | 1855 | 1874 | 72868 | 72887 | CCGCTTCAGCCCGATGAGGC | 40 192
1080782 | 2163 | 2182 | 74795 | 74814 | GAGCCGTTCTCCGTGGGCAG | 73 193
1080788 | 2208 | 2227 | 74840 | 74859 | TCGGCCAGTTCCAGGACGGG | 60 194
1080794 | 2318 | 2337 | 77310 | 77329 | GAGGGTAGCCCTTCACATAC |24 195
1080800 | 2474 | 2493 | 79388 | 79407 | CCGAGACGATGATCAGCTTG | 30 196
1080806 | 2484 | 2503 | 79398 | 79417 | GCCGTCTCTGCCGAGACGAT | ND 197
1080812 | 2505 | 2524 | 79419 | 79438 | AAGTTGTACAGCCCATTGCC | 50 198
1080818 | 2550 | 2569 | 79464 | 79483 | TTCAGCTCCTTGCGGGATCT | 22 199
1080824 | 3017 | 3036 | 86534 | 86553 | TGTAGTCCTTCACGAAGGAC | 56 200
1080830 | 3107 | 3126 | 86766 | 86785 | ACAGGTCGCCCTCGGTGATT | 48 201
1080836 | 3433 | 3452 | 88378 | 88397 | CCGGCCTGCCTGCTTGGGCG | 45 202
1080842 | 3484 | 3503 | 88429 | 88448 | GCGCCGGTACAGGCTGAGGC | 41 203
1080848 | 3536 | 3555 | 88481 | 88500 | CCAGGTGCTTCATGCGGTTC | 30 204
1080854 | 3850 | 3869 | 94229 | 94248 | CGCTAGTGCCACCGTGTCCT | 22 205
1080860 | 3933 | 3952 | 94312 | 94331 | GGCCCTCCCCCCGCATGAGG | 28 206
1080866 | 4370 | 4389 | 94749 | 94768 | GGACGCACCCCTCTCACATG | 31 207
1080872 | 4484 | 4503 | 94863 | 94882 | GCCCAATGCCCCCTAGATGC | 27 208
1080878 | 4496 | 4515 | 94875 | 94894 | GCACCATCTTCCGCCCAATG | 22 209
1080884 | 4631 | 4650 | 95010 | 95029 | CGGGATCTCGCCTTGCTGAG | 37 210
1080890 | 4700 | 4719 | 95079 | 95098 | GACCGTACAAACCAGTAAGG | 16 211
1080896 | N/A | N/A | 90124 | 90143 | TACCCGATTCATGACATCAC |19 212
1080902 | N/A | N/A | 90130 | 90149 | CAGGTTTACCCGATTCATGA | 21 213
1080908 | N/A | N/A | 5393 | 5412 | CCCTTAAAGACCATCCGCCC |41 214
1080914 | N/A | N/A | 7489 | 7508 | CTGGCGGGCCCCACACATCC | 63 215
1080920 | N/A | N/A | 11384 | 11403 | ATGGATTTTCATCACGGCCT | 72 216
1080926 | N/A | N/A | 16248 | 16267 | GCGCACCACTCCTCCCTGAT | 88 217
1080932 | N/A | N/A | 17509 | 17528 | CCTGCCGTACCCTACACGCT | 38 218
1080938 | N/A | N/A | 18670 | 18689 | CGGCACACAACCCATGTGCC | 93 219
1080944 | N/A | N/A | 20551 | 20570 | AGCGGCACTTCCACCTTACC | ND 220
1080950 | N/A | N/A | 23042 | 23061 | CCCGACTCCTCCTCGAACCT | 48 221
1080956 | N/A | N/A | 25372 | 25391 | GTGGCATTCCATGTTGACCC | 38 222
1080962 | N/A | N/A | 27294 | 27313 | ACCGTGTTTCTACATAAGCC | ND 223
1080968 | N/A | N/A | 30452 | 30471 | GCTGTTACATCCGCAGTGAG | 36 224
1080974 | N/A | N/A | 31098 | 31117 | CCGTGTATACCTGTCTCCCC | 59 225
1080980 | N/A | N/A | 34408 | 34427 | ACAACAAGATCCAGGCACCG | 41 226
1080986 | N/A | N/A | 36386 | 36405 | GGAAGGACAATACCTTCGGC | 29 227
1080992 | N/A | N/A | 38458 | 38477 | TGCCCGGCTCAAACCACCGC | 23 228
1080998 | N/A | N/A | 42854 | 42873 | CGCAGCATCCAAACCCACGG | 39 229
1081004 | N/A | N/A | 45699 | 45718 | CGGCACACACTATAGCCTCG | 36 230
1081010 | N/A | N/A | 48773 | 48792 | TCCGCCCTGACCATCGCCCC | 38 231
1081016 | N/A | N/A | 50478 | 50497 | GGCTCCTATCAATCGAATCT | ND 232
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1081022 | N/A | N/A | 53235 | 53254 | GGACCCTTCTCCCTACGCTG | 34 233
57238 | 57257
1081028 | N/A | N/A 58108 | 58147 TGGGTTCCCTACTTACTGAG |23 234
60113 | 60132
1081034 | N/A | N/A | 60155 | 60174 | ACACCTGTGTCTCGGCTGAG | 48 235
60247 | 60266
1081040 | N/A | N/A | 61142 | 61161 | GCCAGGTCCCAGATGCTATC | 23 236
1081046 | N/A | N/A | 65273 | 65292 | GCAGCCCACCCTTACCATCG | 45 237
1081052 | N/A | N/A | 66668 | 66687 | CCGGTCTTCCAGGCACTCGC |19 238
67951 | 67970
1081058 | N/A | N/A 68547 | 68566 ATGGTCCACCCCAGACGATC |24 239
1081064 | N/A | N/A | 68062 | 68081 | ATGGTCCACCCCAGATGGTC | ND 240
68509 | 68528
1081070 | N/A | N/A 68565 | 63584 CAAGAGGGTCCACCATGGAT | 86 241
1081076 | N/A | N/A | 68649 | 68668 | CCGGACAGTCTACCCCAGAC |22 242
1081082 | N/A | N/A | 70255 | 70274 | CCACCGGTATCCCAGTGCCC | 42 243
71073 | 71092
1081088 | N/A | N/A 71153 | 71172 CCAGACGCACCGTCACCCAC |48 244
1081094 | N/A | N/A | 71350 | 71369 | ACACAGCTCGCCTAACTGCG |99 245
1081100 | N/A | N/A | 74164 | 74183 | GGGCAGAGTGCCTACTGCGC | 23 246
1081106 | N/A | N/A | 76774 | 76793 | CCTCGGCATAACACATGGCC | 82 247
1081112 | N/A | N/A | 77773 | 77792 | GATCAGACACCCATGCCGGG | 37 248
1081118 | N/A | N/A | 80495 | 80514 | TCGGCCGGCCACGCCTTACT |30 249
1081124 | N/A | N/A | 84304 | 84323 | GACTCCTCTCACACACCGGG | 53 250
1081130 | N/A | N/A | 84933 | 84952 | TCCGGGTTCGCCCTTACTCA | 73 251
1081136 | N/A | N/A | 87371 | 87390 | GTGAAGCTGCGATGTTCTGG | 22 252
1081142 | N/A | N/A | 91673 | 91692 | ACCCGCTTCCTAACCCTGCA | 38 253
1081148 | N/A | N/A | 95466 | 95485 | GAGTTCTGTGCCACTGCGGG | 9 254

Bang 4. Mitc giam ciia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop dugc do bai bd doan do doan mdi KCNT1 cta nguoi RTS39508

Vi | Vi
tri tri | Vit | Vitrd
bt | k&t | bat | ket KCNTI | SEQ
Hop | dau | thic | dau | fhiic Trinh tu (tir 5° dén 3°) % | ID
chitsé | SEQ | SEQ | SEQ | SEQ : Uty | No
D |ID| D | ID
NO: | NO: | NO:2 | NO: 2
1|1
1080688 | 42 |61 | 4226 | 4245 | TCGGACCCGACCCGAGGGAG | 125 255
1080694 | 80 |99 | 4264 | 4283 | TCCGCGCCCCGTCAGGGAGT | 56 256
1080700 | 143 | 162 | 4327 | 4346 | CAAACTCGAAGGTCCGGTIG | 93 257
1080706 | 222 | 241 | 16614 | 16633 | TCGCTCATCTTGAAGCCGGC | 19 258
1080712 | 238 | 257 | 16630 | 16649 | CACCTCGGAGTCCAGGTCGC | 42 259
1080718 | 365 | 384 | 52134 | 52153 | ACAGCTTGAGCCGCTCCTTG | 38 260
1080724 | 531 | 550 | 55959 | 55978 | GACGAGTCATTGAAGGAGTA | 40 261
1080730 | 595 | 614 | 57150 | 57169 | CTGGATCGCCCACAGTGTCA | 27 262
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1080736 | 698 | 717 | 59179 | 59198 | CCAGGACGAAGGACACGCGG | 47 263
1080742 [ 910 | 929 | 60490 | 60509 | CCCCGTGAAAACGAGGCACA | 46 264
1080748 | 1036 | 1055 | 61786 | 61805 | CGATGGCCAGATCTTGGGCG | 43 265
1080754 | 1106 | 1125 | 67027 | 67046 | AGACGAGCTCCTCGAACTGC | 46 266
1080760 | 1175 | 1194 | 67096 | 67115 | CGTGCTTCTCCGTCTGCGCA | 27 267
1080765 | 1491 | 1510 | 70844 | 70863 | TTCACGGCCCAGGCGCGCAG |71 268
1080771 | 1764 | 1783 | 72368 | 72387 | TTGCTGTCACCCATGCGGAT |39 269
1080777 | 1888 | 1907 | 72901 | 72920 | CCCCGGGTTCAGCAGGATGC |48 270
1080783 | 2164 | 2183 | 74796 | 74815 | CGAGCCGTTCTCCGTGGGCA | 30 271
1080789 | 2210 | 2229 | 74842 | 74861 | TGTCGGCCAGTTCCAGGACG | 85 272
1080795 | 2319 | 2338 | 77311 | 77330 | GGAGGGTAGCCCTTCACATA |28 273
1080801 | 2475 | 2494 | 79389 | 79408 | GCCGAGACGATGATCAGCTT | 36 274
1080807 | 2486 | 2505 | 79400 | 79419 | CGGCCGTCTCTGCCGAGACG | 44 275
1080813 | 2512 | 2531 | 79426 | 79445 | CACGATGAAGTTGTACAGCC |28 276
1080819 | 2689 | 2708 | 80708 | 80727 | GTCCGCATAGATGATGCCAC |15 277
1080825 | 3018 | 3037 | 86535 | 86554 | ATGTAGTCCTTCACGAAGGA |38 278
1080831 | 3114 | 3133 | 86773 | 86792 | CGGATCCACAGGTCGCCCTC | 25 279
1080837 | 3458 | 3477 | 88403 | 88422 | GGCTGATCCACTCCGCGGCC | 53 280
1080843 | 3522 | 3541 | 88467 | 88486 | CGGTTCTTCACCAGCTCGGA |45 281
1080849 | 3663 | 3682 | 94042 | 94061 | GGGTCGGAGCGGATGAGATA | 29 282
1080855 | 3854 | 3873 | 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 22 283
1080861 | 3934 | 3953 | 94313 | 94332 | TGGCCCTCCCCCCGCATGAG |43 284
1080867 | 4371 | 4390 | 94750 | 94769 | GGGACGCACCCCTCTCACAT | 32 285
1080873 | 4486 | 4505 | 94865 | 94884 | CCGCCCAATGCCCCCTAGAT | 53 286
1080879 | 4497 | 4516 | 94876 | 94895 | TGCACCATCTTCCGCCCAAT | 34 287
1080885 | 4632 | 4651 | 95011 | 95030 | CCGGGATCTCGCCTTGCTGA | 46 288
1080891 | 4702 | 4721 | 95081 | 95100 | CTGACCGTACAAACCAGTAA |25 289
1080897 | N/A | N/A | 90125 | 90144 | TTACCCGATTCATGACATCA |38 290
1080903 | N/A | N/A | 90131 | 90150 | CCAGGTTTACCCGATTCATG | 26 291
1080909 | N/A | N/A | 6181 | 6200 | GGTTCTGACCACGCTIGTTGC |79 292
1080915 | N/A |N/A | 7601 | 7620 | AAGATGCCCATTTAACCGGG | 84 293
1080921 | N/A | N/A | 11439 | 11458 | AACTTGGAACCTCTACCTGG |71 294
1080927 | N/A | N/A | 16963 | 16982 | CCTCCGCGCCCCAAGTCGGG | 33 295
1080933 | N/A | N/A | 17641 | 17660 | CCTGACCATTTTCAACCTCG | 33 296
1080939 | N/A | N/A | 19044 | 19063 | TGTCCTATAGACACCAACAC | 61 297
1080945 | N/A | N/A | 21696 | 21715 | ACGAAGCTTCCTCTTGCCTG | 51 298
1080951 | N/A | N/A | 24071 | 24090 | GACACCGTTCACATGTGATG | 30 299
1080957 | N/A | N/A | 25510 | 25529 | CCTTCGGGAGCCACACGCTC | 61 300
1080963 | N/A | N/A | 28340 | 28359 | GGGTACGGCCTCATCCAGGT | 45 301
1080969 | N/A | N/A | 30456 | 30475 | GGTGGCTGTTACATCCGCAG | 38 302
1080975 | N/A | N/A | 31586 | 31605 | GTAACGAACCACCACCAGCC | 68 303
1080981 | N/A | N/A | 34524 | 34543 | AGCCCACACGCCATACAGTT |74 304
1080987 | N/A | N/A | 36895 | 36914 | CTGCAGGGCCCTTCACCGCG | 45 305
1080993 | N/A | N/A | 38783 | 38802 | CCCGCGCGCCCCTACCTICIG | 39 306
1080999 | N/A | N/A | 43235 | 43254 | CCCGATATAGCCCTAGCTGA | 55 307
1081005 | N/A | N/A | 46620 | 46639 | GCCCCGTCCCTACACGGCTG | 55 308
1081011 [ N/A | N/A | 48803 | 48822 | GGCCACTCCTCCTAGGCGGG | 47 309
1081017 | N/A | N/A | 50894 | 50913 | AGTCGGCTGCCTTAGCCCTC | 38 310
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1081023 | N/A | N/A | 55659 | 55678 | AGGGTACATCCCACATCTGC |17 311

1081029 | N/A | N/A | 58506 | 58525 | ACCTGGTTTTCCCCCACGGA | 48 312
60114 | 60133

1081035 | N/A | N/A | 60156 | 60175 | CACACCTGTGTCTCGGCTGA | 45 313
60248 | 60267

1081041 | N/A | N/A | 61207 | 61226 | CGGCACAGCCAGACAAGCGC | 43 314

1081047 | N/A | N/A | 65470 | 65489 | CGGAGGATACATATCTGCTG | 33 315
67263 | 67282

1081053 | N/A | N/A 67384 | 67403 GGGACTTGCCAAGCAGTCCT |72 316
67955 | 67974

1081059 | N/A | N/A 68094 | 68113 CTGAATGGTCCACCCCAGAC |52 317
68143 | 68162

1081065 | N/A | N/A 68366 | 68385 ATCCACCCTGGATGGTCCAC |34 318
68513 | 68532

1081071 | N/A | N/A 68569 | 68588 CACCCAAGAGGGTCCACCAT | 85 319

1081077 | N/A | N/A | 68940 | 68959 | GGAACTCTACCTTCAGCCCG | 55 320

1081083 | N/A | N/A | 70954 | 70973 | CAGATACACCATCACCCACG | 87 321
71076 | 71095

1081089 | N/A | N/A 71156 | 71175 GCCCCAGACGCACCGTCACC |26 322

1081095 | N/JA | N/A | 71738 | 71757 | GGTGGACCTTCCATCGCTCC | 30 323

1081101 | N/A | N/A | 74408 | 74427 | GGTTGGCTGATTCTGGGCTIC | 38 324

1081107 | N/A | N/A | 76923 | 76942 | GGACTTAGCCCCATCAGGGC | 19 325

1081113 | N/JA | N/A | 78059 | 78078 | GTGACCTGACAATTGACCCC | 67 326

1081119 | N/A | N/A | 81776 | 81795 | GACCAACTGACCATGCCAGG | 53 327

1081125 | N/A | N/A | 84520 | 84539 | CGGATGAGCCCTTCCTGAGC | 60 328

1081131 | N/A | N/A | 85101 | 85120 | GGGTCATTCTTCAGCGGAGG | 50 329

1081137 | N/A | N/A | 88514 | 88533 | GTGTGCCCTTACCGTAGCCG | 34 330

1081143 | N/A | N/A | 91674 | 91693 | AACCCGCTTCCTAACCCTGC | 76 331

1081149 | N/A | N/A | 96183 | 96202 | TGCGACTCCCCCATGGTGCC |72 332

Bang 5. Mitc giam ctia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop dugc do boi bo doan do doan mdi KCNT1 ctia nguoi RTS39508

Vi | Vi

i | i | Vitd | Vit

bat | ket | bat | ket KCNTI | SEQ
Hop | dhu | thic | dau | fhic Trinh tu (tir 5 dén 3°) % | ID
chitsé | SEQ | SEQ | SEQ | SEQ - UTO) | NO

D | ID| ID | ID

NO: | NO: | NO:2 | NO: 2

1|1
1080689 |45 | 64 | 4229 | 4248 | AGCTCGGACCCGACCCGAGG |97 333
1080695 | 81 | 100 | 4265 | 4284 | GTCCGCGCCCCGTCAGGGAG | 76 334
1080701 | 146 | 165 | 4330 | 4349 | CGTCAAACTCGAAGGTCCGG | 102 335
1080707 | 223 | 242 | 16615 | 16634 | GTCGCTCATCTTGAAGCCGG | 25 336
1080713 | 327 | 346 | 52096 | 52115 | TAGAACTCCACCTGGACCCT | 36 337
1080719 | 417 | 436 | 52950 | 52969 | GAGAAGTTGAACAGCCGGAT | 48 338
1080725 | 535 | 554 | 55963 | 55982 | GGAGGACGAGTCATTGAAGG | 45 339
1080731 | 597 | 616 | 57152 | 57171 | ACCTGGATCGCCCACAGTGT | 31 340
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1080737 | 706 | 725 | 59187 | 59206 | GATCATCTCCAGGACGAAGG | 43 341
1080743 | 928 | 947 | 61678 | 61697 | GTGCTGGATGCCGCAGGTCC | 33 342
1080749 | 1066 | 1085 | 61816 | 61835 | CACGCAGATCATGATGACCA | 55 343
1080755 | 1114 | 1133 | 67035 | 67054 | CCAGAGGTAGACGAGCTCCT | 33 344
1080761 | 1210 | 1229 | 67131 | 67150 | AAGGTCGATCTTGAGGGAGC | 36 345
1080766 | 1493 | 1512 | 70846 | 70865 | CCTTCACGGCCCAGGCGCGC | 43 346
1080772 | 1776 | 1795 | 72380 | 72399 | TCGCGGAAGAACTTGCTGTC | 50 347
1080778 | 1954 | 1973 | 72967 | 72986 | CGAGTTCTCCTCCTTGGTGA | 39 348
1080784 | 2175 | 2194 | 74807 | 74826 | CGCCGGCTGCCCGAGCCGTT | 54 349
1080790 | 2213 | 2232 | 74845 | 74864 | AGCTGTCGGCCAGTTCCAGG | 56 350
1080796 | 2454 | 2473 | 79368 | 79387 | TTCTTGAACCCGTAGGCCTT | 44 351
1080802 | 2476 | 2495 | 79390 | 79409 | TGCCGAGACGATGATCAGCT | 31 352
1080808 | 2490 | 2509 | 79404 | 79423 | TTGCCGGCCGTCTCTGCCGA | 46 353
1080814 | 2518 | 2537 | 79432 | 79451 | CAGTGGCACGATGAAGTTGT | 44 354
1080820 | 2696 | 2715 | 80715 | 80734 | CCAGGTTGTCCGCATAGATG | 33 355
1080826 | 3020 | 3039 | 86537 | 86556 | TCATGTAGTCCTTCACGAAG | 67 356
1080832 | 3117 | 3136 | 86776 | 86795 | GTGCGGATCCACAGGTCGCC | 41 357
1080838 | 3459 | 3478 | 88404 | 88423 | TGGCTGATCCACTCCGCGGC | 37 358
1080844 | 3523 | 3542 | 88468 | 88487 | GCGGTTCTTCACCAGCTCGG | 18 359
1080850 | 3732 | 3751 | 94111 | 94130 | TTGCAGGACGACAGCTTGTG | 50 360
1080856 | 3859 | 3878 | 94238 | 94257 | CCAGGGTCACGCTAGTGCCA | 25 361
1080862 | 4032 | 4051 | 94411 | 94430 | GTTGCGGTACATCTGTGTAA |8 362
1080868 | 4414 | 4433 | 94793 | 94812 | CCTTCAGAAAGGTCCTCGGC | 29 363
1080874 | 4491 | 4510 | 94870 | 94889 | ATCTTCCGCCCAATGCCCCC | 42 364
1080880 | 4498 | 4517 | 94877 | 94896 | ATGCACCATCTTCCGCCCAA | 27 365
1080886 | 4634 | 4653 | 95013 | 95032 | GCCCGGGATCTCGCCTITGCT | 28 366
1080892 | 4703 | 4722 | 95082 | 95101 | GCTGACCGTACAAACCAGTA | 14 367
1080898 | N/A | N/A | 90126 | 90145 | TTTACCCGATTCATGACATC | 46 368
1080904 | N/A | N/A | 2853 |2872 | CCCCAGATCGCCAGCCCGTC |76 369
1080910 | N/A | N/A | 6210 | 6229 | GCACCAAGACCTATGGACTC | 87 370
1080916 | N/A | N/A | 8477 | 8496 | GGCGACGGTGCCAAGGAGGA | 64 371
1080922 | N/A | N/A | 12789 | 12808 | GAGCGCATCACTATTTTCTC | 88 372
1080928 | N/A | N/A | 17266 | 17285 | TGGGCTCATCCTGTTGGTCC | 35 373
1080934 | N/A | N/A | 17803 | 17822 | TAGAATATTCCATTCCCCGC | 35 374
19220 | 19239
1080940 | N/A | N/A 19266 | 19285 CTCATCCTATAGACACCAAC |37 375
1080946 | N/A | N/A | 22380 | 22399 | ACTTCCCCGACCAGCTGAGA | 68 376
1080952 [ N/A | N/A | 24243 | 24262 | GCGGGATTCGCCCTCTCAGG | 18 377
1080958 | N/A | N/A | 26459 | 26478 | CCCTCGCCGACCACTGGCCT | 24 378
1080964 | N/A | N/A | 28499 | 28518 | CAGGTTCTACCTACCAAGGG | 28 379
1080970 | N/A | N/A | 30784 | 30803 | ATCACCATAACCAGACCCGG | 35 380
1080976 | N/A | N/A | 31773 | 31792 | TGCAACATTTTCAAGCCTCG | 24 381
1080982 | N/A | N/A | 34618 | 34637 | GCAATGGAAGCCACACTCGA | 44 382
1080988 | N/A | N/A | 37260 | 37279 | GCGCTCCCGATACCTGCCCT | 39 383
1080994 | N/A | N/A | 39863 | 39882 | TTGACCTTAGCCTCAACCGC | 65 384
1081000 | N/A | N/A | 43695 | 43714 | TCGGCCTACGCCAGGCTCTC | 57 385
1081006 | N/A | N/A | 46984 | 47003 | GGGCGCAGCCACACACTCGC | 28 386
1081012 | N/A | N/A | 49047 | 49066 | GGGTGACTTCCCAACTGGCT | 41 387
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1081018 | N/A | N/A | 51273 | 51292 | TGGCTCACCTACCGTGGCCA |77 388
1081024 | N/A | N/A | 55801 | 55820 | GGGCTAACCCCCACATCAGA | 38 389
1081030 | N/A | N/A | 58944 | 58963 | CTGTGAGGTGCCATCCCGGG | 68 390
60146 | 60165
1081036 | N/A | N/A | 60192 | 60211 | TCTCGGCTGAGGCCCACGGG | 38 391
60284 | 60303
1081042 | N/A | N/A | 63494 | 63513 | GGTGAGATTTACGGATTGGG | 29 392
1081048 | N/A | N/A | 65546 | 65565 | ACAATCTCCCCCAAAGCGGC |23 393
1081054 | N/A | N/A | 67914 | 67933 | CCCGGACGATCCACCCTGGA | 45 394
67956 | 67975
1081060 | N/A | N/A 68095 | 68114 CCTGAATGGTCCACCCCAGA |52 395
1081066 | N/A | N/A | 68154 | 68173 | CACCCTAGACAATCCACCCT |53 396
68515 | 68534
1081072 | N/A | N/A 68571 | 68590 TCCACCCAAGAGGGTCCACC |29 397
1081078 | N/A | N/A | 69277 | 69296 | ATGGCCTACGCCCTTGCCCT | 48 398
71037 | 71056
1081084 | N/A | N/A | 71077 | 71096 | TGCCCCAGACGCACCGTCAC |32 399
71157 | 71176
71165 | 71184
1081090 | N/A | N/A 71785 | 71304 ACGCGCCCTGCCCCAGACGC | 34 400
1081096 | N/A | N/A | 71768 | 71787 | GACCTCAACCCCCTACTTGG | 82 401
1081102 | N/A | N/A | 74644 | 74663 | CGGCGAGTTCCCAGAGCTCA |43 402
1081108 | N/A | N/A | 77143 | 77162 | CCGTTCTTCCCTTAACCACC | 38 403
1081114 | N/A | N/A | 78693 | 78712 | CCGGCCACAGATTATAACCC | 60 404
1081120 | N/A | N/A | 81784 | 81803 | GGAGTTCTGACCAACTGACC | 63 405
1081126 | N/A | N/A | 84783 | 84802 | GCATCCAGAATTCCAGCCGT | 32 406
1081132 | N/A | N/A | 86404 | 86423 | GCTCGCCACCCCTCATGCAT | 42 407
1081138 | N/A | N/A | 88517 | 88536 | GCCGTGTGCCCTTACCGTAG | 40 408
1081144 | N/A | N/A | 91686 | 91705 | TGCTCGCCCCCCAACCCGCT | 48 409
1081150 | N/A | N/A | 96608 | 96627 | GGGAGGATTCACAGGCCGCT | 41 410

Bang 6. Mirc giam ctia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop dugce do bsi bd doan do doan mdi KCNT1 cia ngudi RTS39508

Vi | Vi

tri tri | Vitd | Vitrd

bt | ket | bat | ket KCNTI | SEQ
Hop | dau | thic | dau | thiic Trinh ty (tr 5° dén 3°) % | ID
chitsé | SEQ | SEQ | SEQ | SEQ : e | no

D | mD| D | D

NO: | NO: | NO: 2 | NO: 2

1]
1080690 |46 165 | 4230 | 4249 | CAGCTCGGACCCGACCCGAG | 74 a1
1080696 | 121 | 140 | 4305 | 4324 | GTAGCCCCCGCCGCGCGCCT | 53 412
1080702 [ 191 | 210 | 16583 | 16602 | GCGCGCCGTCCCCCGCGCAG | 76 413
1080708 | 225 | 244 | 16617 | 16636 | AGGTCGCTCATCTTGAAGCC | 47 414
1080714 [ 328 1347 [52097 | 52116 | GTAGAACTCCACCTGGACCC | 46 415
1080720 | 457 | 476 152990 | 53009 | GACGCGCACAATGTAGAGCA | 40 416
1080726 | 547 1566 155975 | 55994 | CCAGTTGATCTCGGAGGACG | 50 417
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1080732 | 611 | 630 | 58869 | 58888 | TTATGGCCACGATGACCTGG | 52 418
1080738 | 708 | 727 | 59189 | 59208 | TTGATCATCTCCAGGACGAA |71 419
1080744 | 948 | 967 | 61698 | 61717 | TTCTCGCCCGCCCGCTCCAG | 66 420
1080750 | 1067 | 1086 | 61817 | 61836 | CCACGCAGATCATGATGACC | 57 421
1080756 | 1123 | 1142 | 67044 | 67063 | CCGCTCCATCCAGAGGTAGA | 52 422
1080762 | 1214 | 1233 | 67135 | 67154 | TGAGAAGGTCGATCTTGAGG | 75 423
1080767 | 1494 | 1513 | 70847 | 70866 | TCCTTCACGGCCCAGGCGCG | 49 424
1080773 | 1778 | 1797 | 72382 | 72401 | ACTCGCGGAAGAACTTGCTG | 45 425
1080779 | 1955 | 1974 | 72968 | 72987 | CCGAGTTCTCCTCCTTGGTG | 26 426
1080785 | 2176 | 2195 | 74808 | 74827 | CCGCCGGCTGCCCGAGCCGT | 40 427
1080791 | 2261 | 2280 | 74893 | 74912 | CCTCATCCTCCGACTGGTCG | 38 428
1080797 | 2455 | 2474 | 79369 | 79388 | GTTCTTGAACCCGTAGGCCT | 35 429
1080803 | 2477 | 2496 | 79391 | 79410 | CTGCCGAGACGATGATCAGC | 34 430
1080809 | 2502 | 2521 | 79416 | 79435 | TTGTACAGCCCATTGCCGGC | 46 431
1080815 | 2519 | 2538 | 79433 | 79452 | GCAGTGGCACGATGAAGTTG | 61 432
1080821 | 2954 | 2973 | 86062 | 86081 | CGGCGGCGAACGGCAGGCGG | 27 433
1080827 | 3037 | 3056 | 86554 | 86573 | CAGCCGGGTGATGGTGATCA | 52 434
1080833 | 3118 | 3137 | 86777 | 86796 | CGTGCGGATCCACAGGTCGC | 44 435
1080839 | 3461 | 3480 | 88406 | 88425 | GCTGGCTGATCCACTCCGCG | 53 436
1080845 | 3524 | 3543 | 88469 | 88488 | TGCGGTTCTTCACCAGCTCG | 48 437
1080851 | 3840 | 3859 | 94219 | 94238 | ACCGTGTCCTCACACGCTCC |19 438
1080857 | 3861 | 3880 | 94240 | 94259 | CCCCAGGGTCACGCTAGTGC |25 439
1080863 | 4033 | 4052 | 94412 | 94431 | AGTTGCGGTACATCTGTGTA |23 440
1080869 | 4456 | 4475 | 94835 | 94854 | GGACAGTTCAGTGTGAAGTA | 47 441
1080875 | 4492 | 4511 | 94871 | 94890 | CATCTTCCGCCCAATGCCCC |42 442
1080881 | 4501 | 4520 | 94880 | 94899 | GAAATGCACCATCTTCCGCC | 39 443
1080887 | 4641 | 4660 | 95020 | 95039 | AGCCGCCGCCCGGGATCTCG | 55 444
1080893 | 4704 | 4723 | 95083 | 95102 | CGCTGACCGTACAAACCAGT |39 445
1080899 | N/A | N/A | 90127 | 90146 | GTTTACCCGATTCATGACAT | 38 446
1080905 | N/A | N/A | 3435 | 3454 | GGAGAACTGCGATTTCTGTC | 88 447
1080911 | N/JA | N/A | 6282 | 6301 | CCCCTCTGAACCATAGCACC |91 448
8832 | 8851
1080917 | N/A | N/A 37276 | 37295 AATGACCAACTCACTGGCGC |40 449
1080923 | N/A | N/A | 12935 | 12954 | CGCGGGAGCCCCAAACCCAC | 63 450
1080929 | N/A | N/A | 17285 | 17304 | AGCGGATGAATTATTCCCAT |30 451
1080935 | N/A | N/A | 17804 | 17823 | GTAGAATATTCCATTCCCCG | 32 452
1080941 | N/A | N/A | 19315 | 19334 | TGTCCCATCCTATAGACACC |47 453
1080947 | N/A | N/A | 22762 | 22781 | CACTCACGCCTTCACGCAGA | 52 454
1080953 | N/A | N/A | 24432 | 24451 | TGGTGGCTTCCTGACGCGGA | 48 455
1080959 | N/A | N/A | 26473 | 26492 | CAGACTGGCCACGCCCCTCG | 56 456
1080965 | N/A | N/A | 29889 | 29908 | CACTCGCCTTTTTAGAGCCC |44 457
1080971 | N/A | N/A | 30872 | 30891 | TCTCAGATTCACAATCCCGG | 30 458
1080977 | N/A | N/A | 32351 | 32370 | CCCCCTCGCCACGCATGGTT | 28 459
1080983 | N/A | N/A | 34970 | 34989 | GCCGGAATCCTCACCCTTAG | 38 460
1080989 | N/A | N/A | 37589 | 37608 | CCGGCCCGCCCCAAACTCAC | 54 461
1080995 | N/A | N/A | 40432 | 40451 | CGTGAGATCCACACTCCAGA |36 462
1081001 | N/A | N/A | 44414 | 44433 | GGTGACAACCACACTCGAGG | 32 463
1081007 | N/A | N/A | 47083 | 47102 | GGGAACATCGCCATTCCCAG | 78 464
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1081013 | N/A | N/A | 49373 | 49392 | CCACCGGGCCCTAAAAGCAT | 83 465
1081019 | N/A | N/A | 52235 | 52254 | TTCGCCATCGCCAGGCTTGC | 40 466
56008 | 56027
1081025 | N/A | N/A 56072 | 56091 CGCCTGGCTATTGGGAGCTG | 40 467
1081031 | N/A | N/A | 59374 | 59393 | GCCCCGGCTTACAATCATGT | 63 468
60147 | 60166
1081037 | N/JA | N/A | 60193 | 60212 | GTCTCGGCTGAGGCCCACGG | 30 469
60285 | 60304
1081043 | N/A | N/A | 64874 | 64893 | ATGGCCATACCCATCGATGC | 22 470
1081049 | N/A | N/A | 65596 | 65615 | AAGCAGCCCCAGGGATTGCG | 28 471
1081055 | N/A | N/A | 67917 | 67936 | CACCCCGGACGATCCACCCT | 52 472
67958 | 67977
1081061 | N/A | N/A 68097 | 63116 ACCCTGAATGGTCCACCCCA | 49 473
1081067 | N/A | N/A | 68342 | 68361 | GAGATCCATCCCAGATGGTT | 58 474
68516 | 68535
1081073 | N/A | N/A 68572 | 63591 GTCCACCCAAGAGGGTCCAC |29 475
1081079 | N/A | N/A | 69658 | 69677 | GGTGGAGACCCCACCTAGGT | 46 476
71038 | 71057
1081085 | N/A | N/A | 71078 | 71097 | CTGCCCCAGACGCACCGTCA |21 477
71158 | 71177
71166 | 71185
1081091 | N/A | N/A 71286 | 71305 CACGCGCCCTGCCCCAGACG |73 478
1081097 | N/A | N/A | 72438 | 72457 | CCGGCCTTACTTCTTGTGGG | 66 479
1081103 | N/A | N/A | 74938 | 74957 | GCACTCACTCTACCACGGAG |79 480
1081109 | N/A | N/A | 77306 | 77325 | GTAGCCCTTCACATACCTGG | 64 481
1081115 | N/A | N/A | 78899 | 78918 | GTGGTTCATTCCAGACTGGA | 42 482
1081121 | N/A | N/A | 81950 | 81969 | GTCCCTTGTCAATACAAGGA | 59 483
1081127 | N/A | N/A | 84926 | 84945 | TCGCCCTTACTCATCAGTGG | 50 484
1081133 | N/A | N/A | 86428 | 86447 | AGGTCCATACCCCACCGGCC | 39 485
1081139 | N/A | N/A | 89027 | 89046 | GGTCCCCACCAGTCTTGTTC |49 486
1081145 | N/A | N/A | 91719 | 91738 | TCCGACCTTTACTCCAGGCC | 21 487
1081151 | N/A | N/A | 96762 | 96781 | CGGGTGCTCCCTAAACCTGG |71 488

Bang 7. Muc giam cia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong

séng hén hop duge do bai bo doan do doan mdi KCNT1 ciia ngudi RTS39496

Vi,tri Vi ,tri Vi,tri Vi,tn’
(| bat | ket jobat ket KCN | SEQ
H‘-’E g’hat Sd]g‘é g}:“é SEB g};‘é Trinh tu (t 5° dén 37) T1 (% | ID
D D D D UTC) | No.

NO:1 | NO:1 | NO:2 | NO:2
1080855 | 3854 | 3873 | 94233 | 94252 | GTCACGCTAGTGCCACCGTG |24 283
1337234 |N/A | N/A | 18642 | 18661 | ACAGCACGCCAAGACCGCTA |28 489
1337247 |N/A | N/A | 22973 | 22992 | CGTGCCCCACCCTCACCTTT | 33 490
1337271 |N/A | N/A | 25733 | 25752 | ACTGGCAGAATCATCAGTAA |49 491
1337272 |N/A | N/A | 31118 | 31137 | AGCGAACTTAATTATATCTC |31 492
1337277 | N/JA | N/A | 67945 | 67964 | CACCCCAGACGATCCACCCT | 51 493
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1337307 | N/JA | N/A | 48755 | 48774 | CCACACTCCACTCCAAGGCA |31 494
1337319 | N/A | N/A 19177 | 19196 | CTCCCATCCTATACACACCA 41 495
1337323 | N/JA [ N/A | 47075 | 47094 | CGCCATTCCCAGAGTCCACA |31 496
1337325 |N/JA | N/A | 66012 | 66031 | GCCTTGCCACACAAAACAGT | 43 497
1337327 |NJA | N/A | 87839 | 87858 | AGCACATCCTGGCCTTGCCC 12 498
1337332 | NJA | N/A | 54378 | 54397 | GGTTCTGCCCTCTTCTGACC 9 499
1337337 | N/A | N/A 19881 | 19900 | GACTCACCCAACCCTACCAT 58 500
1337378 | N/A | N/A | 42262 | 42281 | CCACACGCAACAAAGGCACC |40 501
1337473 | NJA | N/A | 33706 | 33725 | GATGACGGTCCCATGCTGAT |30 502
1337479 | N/A | N/A | 44857 | 44876 | CTCTCACACCTCTAAGAGCC 68 503
1337515 | N/JA | N/A | 40232 | 40251 | GCGAGGCCACCCATGTGAAA | 48 504
1337557 | N/JA | N/A | 31679 | 31698 | AGCTGAACCACCCACAGAGA |61 505
1337565 | N/A | N/A | 73927 | 73946 | CACCGTGTAACAACACCCCA |36 506
1337570 | N/A | N/A | 22293 | 22312 | ACCGCAACCCCTTCTGCTTG 32 507
1337582 | N/A | N/A 18187 | 18206 | CTGCCGTTTTCAAGAATTAA 28 508
1337624 | N/A | N/A | 34958 | 34977 | ACCCTTAGCCCTCATCAGGA | 45 509
1337658 | N/A | N/A 17714 | 17733 | GACTCTAGTTACAAACATGA |30 510
1337674 | NJA | N/A | 48074 | 48093 | ACGATCCATTTTCCCCTGCA 28 511
1337696 | N/A | N/A | 86209 | 86228 | AGAGGGAGTCCTATCATTCA |32 512
1337729 | N/JA | N/A | 29630 | 29649 | CCTGGTGCCACACCTCCCTT 31 513
1337790 | N/A |[N/A | 37484 | 37503 | CCTCCATGCACCCGTGCCAC 31 514
1337831 | N/A [ N/A | 62061 | 62080 | TCACGGGACTCCATCATTAC 37 515
1337853 | N/A | N/A | 76382 | 76401 | CGGACACACAACATACGCAA |61 516
1337856 | N/A | N/A | 32675 | 32694 | GTTTTAAGCACACCATCCCG 57 517
1337871 | N/JA | N/A | 93318 | 93337 | CTTCATAGCAACCCATGCCT 36 518
1337874 | N/A | N/A | 68280 | 68299 | CACCCTGGACAGTCTACCCT 43 519
1337896 | N/A | N/A | 62937 | 62956 | GAAAGCCACACACAACTGGC |27 520
1337952 | NJA | N/A | 81978 | 81997 | GGCAGGCCCCTTCCCTCTCA 36 521
1337988 | N/A [N/A | 55656 | 55675 | GTACATCCCACATCTGCGGG |21 522
1337990 | N/A | N/A | 24539 | 24558 | GGCATAAACACACTTACACC |35 523
1338022 | N/A [ N/A | 21423 | 21442 | CCCCCGACATACACAGCATC |40 524
1338028 | N/A | N/A | 39245 | 39264 | ACCAGCCCAAGCATACCCCA |43 525
1338062 | NJA | N/A | 27209 | 27228 | GGAGTACTCTCCACAGACCC |23 526
1338153 | N/A | N/A | 78619 | 78638 | GGAGGTCCCCTCCGTGGCCG | 53 527
1338221 | N/A [ N/A | 89346 | 89365 | GCCCATGGCTTCATCAACGG |24 528
1338284 | N/A |N/A | 82786 | 82805 | GAACACAGAATCCTGTGAAC |51 529
1338312 | N/JA | N/A | 53236 | 53255 | GGGACCCTTCTCCCTACGCT 14 530
1338327 | NJA | N/A | 71160 | 71179 | CCCTGCCCCAGACGCACCGT |26 531
1338371 |N/A | N/A | 75708 | 75727 | TTGACCCCACCCCAGAGGCA | 56 532
1338380 | N/A | N/A | 58395 | 58414 | ACCCAGTCATGAACTAGGTC |25 533
1338411 | N/A | N/A | 68885 | 68904 | GCCCCTGTTCTATTTTGAGC 64 534
1338472 | NJA | N/A | 43184 | 43203 | TCTACTCTGCCCAAGGCCCT 52 535
1338475 | 3837 | 3856 | 94216 | 94235 | GTGTCCTCACACGCTCCTCC 15 536
1338539 | N/A | N/A | 77536 | 77555 | CCTTGCAGAATTCTTGCAGC 41 537
1338584 | N/A | N/A | 87032 | 87051 | TAGCAAAGCTGATCTAGCCC |16 538
1338668 | N/A | N/A | 45674 | 45693 | AGACGCATCCATTTCCTCCA 28 539

66



44809

67/866
1338714 | N/A | N/A 50484 | 50503 | GGCACTGGCTCCTATCAATC 21 540
1338732 | N/A | N/A | 30479 | 30498 | GGGCTTTTCCCAGGCAGGCC |30 541
1338757 |N/A | N/A | 40855 | 40874 | TAATCAGCTCCCAATCCCTC 59 542
1338790 | N/A | N/A | 92433 | 92452 | CTGTGTCCACACCTGCGGGA |30 543
1338877 | 4746 | 4765 |95125 | 95144 | CTTCATGCCTCCAGAATGCA | 28 544
1338944 |N/A |[N/A | 51865 | 51884 | TGAAGATTCCTCCCCGCAGC 59 545
1338988 | N/A | N/A | 49201 | 49220 | ACCAGACCCCAGAATCTCCT |42 546
1339065 | N/A | N/A 84233 | 84252 | ACCAGCAGCATCCTTAATAA |48 547
1339137 |N/A [ N/A | 72442 | 72461 | CAGCCCGGCCTTACTTCTTG 38 548
1339151 | N/A | N/A | 27805 | 27824 | CCCAGGCAAACCGCCCAGCA |20 549
1339156 |N/A | N/A | 91716 | 91735 | GACCTTTACTCCAGGCCTCA 13 550
1339160 | N/A | N/A | 90703 | 90722 | ACGAAGGTCACCATCCACCT |19 551
1339168 | N/A | N/A | 23662 | 23681 | TTGGACACCATCCCGGGCCT 16 552
1339180 | 4265 | 4284 | 94644 | 94663 | CAGAGTGCAGAACAGCAGCC |41 553
1339217 | N/A | N/A | 69820 | 69839 | GCCCTGTTCTCTGAAGCAAC 26 554
1339277 |N/A | N/A | 65182 | 65201 | ATCACTGTCCCAATCACCCC 58 555
1339289 | 4507 | 4526 | 94886 | 94905 | TCCATGGAAATGCACCATCT |23 556
1339330 |N/A | N/A | 60779 | 60798 | GGGCCAGTCCCCTTCTCTAC 21 557
1339365 |N/A | N/A | 36572 | 36591 | CAAGAGAACATCTGTGCCGT |32 558
1339417 | N/A | N/A | 57078 | 57097 | CAGTAGGGCACCACAGCCAC | 67 559
1339423 | N/A | N/A | 58942 | 58961 | GTGAGGTGCCATCCCGGGCA |29 560
1339454 | N/A | N/A 85145 | 85164 | GGCGGTACATCCACGGGCTC |39 561
1339481 | N/A | N/A 56447 | 56466 | GGTGCCTTCCTTTGCCGTAA 13 562
1339523 |N/A | N/A | 20544 | 20563 | CTTCCACCTTACCCAGACCT 37 563
1339569 | N/A | N/A | 32356 | 32375 | GTGGTCCCCCTCGCCACGCA |26 564
1339621 | N/A | N/A | 79249 | 79268 | AGACCCCTCACCAAACATCC |51 565

Bang 8. Murc giam ciia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop dugc do bai bd doan do doan mdi KCNT1 ctia ngudi RTS39496

Vi |

bit dau | Kt | Vit V10 KCNTI |SEQ
Hop \'gpq | (hue | bat dau et thue Trinh ty (t 5° dén 3") % | ID
chatsé | > | SEQ |SEQID |SEQID - Uty |No.

o 1| D | NO:2 | NO:2

! INO: 1

1080855 3854 D873 94233 04252 |GTCACGCTAGTGCCACCGTG B0 P83
1337226 N/A__IN/A__ 374187437 |CGGCAGGICCCTGACAGGCA 12 1566
1337228 N/A__N/A__ 93317 93336 [TTCATAGCAACCCATGCCTA 59 567
1337243 N/A__N/A 57076 57095 |GTAGGGCACCACAGCCACTA 56 [568
1337267 N/A /A 56391 56410 [GAGACGGGCTTCCTTGCATC p7 569
1337329 N/A_ N/A_ 60574 60593 |GCATCTGTATCCCCTCGCCC 12 570
1337365 N/A /A 82776 82795 |[TCCIGTGAACTTCCTCCCCT 55 571
1337400 /A N/A 50482 50501 |CACTGGCTCCTATCAATCGA 50 572
1337409 /A IN/A__ 68260 68279 |AGATGGICCACCCCACATGA W4 573
1337462 N/A__NJ/A __[34887 (4906 |CCAGGGCTGACCCTTGGACT W7 574
1337506 /A N/A_ 76381 _[76400 |GGACACACAACATACGCAAC 9 575
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1337528 N/A  N/A (73718 73737 [CCATGGGCCTCCACCTGCTC 62 576
1337575 N/A N/A 90700 90719 |AAGGTCACCATCCACCTGGC |18 577
1337595 N/A  N/A #9164 19183 CAGCACGGCCTCCCCGAGCT B5 578
1337598 N/A  N/A 51825 51844 |AGTCTGGGCCCTCCAGGCCG 55 579
19121 19140
1337622 N/A  IN/A 19165 19184 ACACACCAACACCACAGGGC p2 580
1337673 N/A  N/A 68884 68903 (CCCCTGTTCTATTTITGAGCC 42 581
1337677 N/A  N/A 67941 67960 (CCAGACGATCCACCCTAAAT 5l 582
1337684 N/A  N/A 122968 [2987 (CCCACCCTCACCTTTGGGTC 50 583
1337708 N/A  N/A 91714 91733 (CCTTTACTCCAGGCCTCAGT 76 584
1337816 N/A  N/A 27208 7227 GAGTACTCTCCACAGACCCC B5 585
1337925 N/A  N/A 29628 p9647 [TGGTGCCACACCTCCCITCA 46 586
1337956 N/A  N/A (78566 (78585 |ACTGGAAACCATCCACAGAT |56 587
1337975 N/A  N/A 54376 54395 [TTCTGCCCTCTTCTGACCTA  P3 588
1338018 N/JA  N/A 93878 193897 (CACAGGTGCTACTCACACAA 53 589
1338027 4745 @764 95124 95143 [TTCATGCCTCCAGAATGCAT Bl 590
1338042 N/A  N/A  [18184 [18203 CCGTTTTCAAGAATTAACCA 19 591
1338060 N/A  N/A #3150 43169 GAGGAAGCCACCACCTGTCA A9 592
1338124 N/A  N/A 17646 [17665 [TGTGTCCTGACCATTTTCAA D6 593
1338160 N/A  N/A 2252 42271 (CAAAGGCACCCCCTTATCTC 66 594
1338161 N/A  N/A 2247 2266 GAGAGAAGCCTICTCTCTGTT 44 595
1338269 N/A  N/A  [75543 75562 |ACTTGGCCCCAAACCTAGGC B9 596
1338324 N/A  N/A 62935 62954 |AAGCCACACACAACTGGCIT 66 597
1338369 N/A  N/A 158383 58402 ACTAGGTCACCCACCCAGGA j2 598
1338422 N/A  N/A 55655 55674 [TACATCCCACATCTGCGGGA D3 599
1338464 N/A  N/A 87027 87046 |AAGCTGATCTAGCCCAGGTC P38 600
1338477 N/A  N/A 66011 66030 (CCTTGCCACACAAAACAGTT |53 601
1338483 N/A N/A  B5116 85135 |CCGTGGCCAACTCTCGGGTC |50 602
1338523 N/A  N/A #7069 #7088 [TCCCAGAGTCCACACCCGGC B8 603
1338533 N/A  N/A 53183 53202 [TGGCTTTTTCCATCCTGGGA 8 604
1338553 N/A  N/A 71083 (71102 | GCATCCTGCCCCAGACGCAC B2 605
1338579 N/A  N/A #0139 140158 GCTACAGCTCCCATGCTGCA Hl 606
1338676 N/A  N/A  B1675 B1694 GAACCACCCACAGAGAGGCC @3 607
1338677 N/A  N/A 92432 92451 [TGTGTCCACACCTGCGGGAT P9 608
1338698 4503 1522 94882 94901 [TGGAAATGCACCATCTTCCG P2 609
1338706 N/A  N/A  B9169 9188 GGCTITCGGCCTCACTCACCT B2 610
1338721 N/A  N/A 58927 58946 GGGCAGGCACTCACTTTGTA 7 611
1338726 N/A  N/A 23651 P3670 CCCGGGCCTTTCCTGCTCCA Bl 612
1338753 N/A  N/A 21375 1394 GAAGCCGCACCTCCACTGCC U6 613
1338771 N/A  N/A  B2673 B2692 [TTTAAGCACACCATCCCGGA 65 614
1338793 N/A  N/A 48754 148773 CCACACTCCACTCCAAGGCAA [74 615
1338825 N/A  N/A 27739 7758 GCTGAGGGTCCCAAACCCAG B5 616
1338845 N/A  N/A  [72437 72456 CGGCCTTACTTCTTGTGGGC 50 617
1338852 N/A  IN/A #5673 145692 |GACGCATCCATITCCTCCAC Bl 618
1338905 N/A  N/A  B6489 B6508 AGGATCTTCGCAACTTGCTG B8 619
1338915 N/A  N/A 79245 79264 |CCCTCACCAAACATCCCCCG B4 20
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1338943 N/A  N/A 2279 B2298 |ATTTGGCCCACCACACACGG |66 621
1338969 N/A  N/A 87774 87793 |AGCCCTGATCCCTCTTGCAA |19 622
1338983 264 1283 (04643 94662 IAGAGTGCAGAACAGCAGCCC P4 623
1339093 N/A  N/A  p5181 65200 [TCACTGTCCCAATCACCCCC 9 624
1339109 N/A  N/A 40854 10873 |IAATCAGCTCCCAATCCCTCC 2 625
1339133 N/A  N/A  B3704 B3723 [TGACGGTCCCATGCTGATCA B7 626
1339167 N/A  N/A #8034 18053 |GCGATCTGTCTTCACGAGTC B3 627
1339170 N/A  N/A 5732 R5751 CTGGCAGAATCATCAGTAAC [/4 028
1339194 N/A  N/A  B1117 B1136 GCGAACTTAATTATATCTCC |16 629
1339212 N/JA  N/A 89345 89364 |CCCATGGCTTCATCAACGGA 46 630
1339228 N/A  N/A 81929 81948 GCAGTGGTTATACTGAACCT #2 631
1339262 N/A  N/A 44846 14865 (CTAAGAGCCCTTGTCTGCCA 63 632
1339388 N/A  N/A 0528 20547 ACCTGAGACACCCCCATGGC |70 633
1339451 N/JA  N/A  B0453 B0472 GGCTGTTACATCCGCAGTGA |16 634
1339467 N/A  N/A 69811 69830 [TCTGAAGCAACCCCCCAGCT 63 635
1339471 N/A  N/A  [19854 19873 GAAGCAAGCCCCTTTGGGCA B0 636
1339491 N/A  N/A 62059 62078 |ACGGGACTCCATCATTACCC |15 037
1339558 N/A  N/A 18574 18593 |GGAGTGAGTCCCAGTGGTTA |56 638
1339564 N/A  N/A 86207 86226 |IAGGGAGTCCTATCATTCAGA B3 639
1339578 N/A  N/A  [77410 77429 GCCGCCAGCCTTACCITGTC 80 640
1339626 N/A  N/A 4534 4553 |AAACACACTTACACCCATTC B3 641
1339630 IN/A /A 84232 184251 (CCAGCAGCATCCTTAATAAT 6l 642

Bang 9. Mirc giam ctia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop duge do bai bo doan do doan mdi KCNT1 ciia ngudi RTS39496

Vitd | Vit | Vitrd | Vitrd

Hop chét| bét dau [kt thic | bt diu [két thiic Trinh (i 5° 3 I‘:lc(IfA)T S

s5 |SEQ ID|SEQ ID|SEQ ID|SEQ ID : e | e,

NO:1 | NO:1 | NO:2 | NO: 2

1080855 B854 P873 94233 04252 |GTCACGCTAGTGCCACCGTG Rl P83
1337246 WA N/A 65180 65199 |CACTGTCCCAATCACCCCCA b1 [643
1337258 WA /A 119136 [19155 [TCCCTCCTGTCCTATACACA 56 (644
1337259 623 42 58881 58900 |CCAGGAAGCTITATTATGGCC |19 645
1337266 A IN/A 55630 55649 |GGTAGCCCCAACCCAACAGC |17 [646
1337417 N/A  N/A 92410 92429 IGACGGCCTGACACCIGCCCC  p5  647
1337494 /A N/A  B0386 B0405 |CCGCTGGCTCTTTICTGCCC B4 [648
1337654 WA IN/A 81925 B1944 [TGGTTATACTGAACCTGITT P8 [649
1337688 4500 W510 04879 94898 |AAATGCACCATCTTCCGCCC B3 650
1337702 4744 U763 95123 5142 [TCATGCCTCCAGAATGCATC R0 651
1337728 WA /A 54372 54391 |GCCCTCTTCTGACCTAGACA 3 652
1337760 /A IN/A 67938 67957 GACGATCCACCCTAAATGGT B3 653
1337775 WA /A 27199 D7218 |CCACAGACCCCTCCTTCTGA W4 654
1337794 WA N/A 53182 53201 |GGCTITTTCCATCCTGGGAC |14 655
1337801 INA /A 168883 168902 |CCCTGTTCTATITTGAGCCT 52 [656
1337808 /A IN/A 69810 69829 |CTGAAGCAACCCCCCAGCTT 65 657
1337819 /A /A 22967 02986 |CCACCCTCACCTITGGGICA b4 [658
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1337833 N/A  [N/A 146983 #7002 |GGCGCAGCCACACACTCGCC 47 659
1338021 N/A  IN/A 9627 29646 | GGTGCCACACCTCCCTTCAA 44 660
1338053 N/A  N/A 86206 86225 (GGGAGTCCTATCATTCAGAA B8 661
1338129 N/A  N/A  P4533 4552 |AACACACTTACACCCATTCC P8 662
1338163 N/A  N/A 83786 (83805 [TGGCAGAGCATCTCACTGAC |58 663
1338193 N/A  N/A 49144 49163 [CTGTTGTTCTCCCCTCCGCT A2 664
1338266 N/A  N/A 40138 40157 (CTACAGCTCCCATGCTGCAC Pl 665
1338292 N/A  N/A 78190 (78209 GTGGTTTGCTTTCCTGATCT 24 666
1338314 N/A  IN/A 58348 [58367 (GGCCTGTGCACTCTCCACCC @8 667
1338316 N/A  N/A 40739 #0758 [TGCAGCACCCATAAGTGGGC p4 668
1338339 N/A  N/A  p1372 R1391 [GCCGCACCTCCACTGCCACA 44 669
1338487 N/A  N/A 90682 0701 IGCCTGGGCAGCCATAAAGCC B9 670
1338514 N/A  N/A 85115 85134 [CGTGGCCAACTCTCGGGTCA /6 671
1338561 N/A  N/A 45672 #5691 |ACGCATCCATTTCCTCCACA 49 672
1338607 N/A  N/A  [79244 [79263 |(CCTCACCAAACATCCCCCGT |72 673
1338672 N/A  IN/A #8753 148772 |ACACTCCACTCCAAGGCAAC 6 674
1338679 N/A  N/A  B2658 B2677 (CCGGAGGTCCGAAATCCCAA P2 675
1338699 N/A  IN/A (77409 [77428 (CCGCCAGCCTTACCTTGTCC  P5 676
1338709 IN/A  IN/A 18069 (18088 (GAGAGCCTCCCAGCCACGCA B7 677
1338764 N/A  N/A 60573 60592 (CATCTGTATCCCCTCGCCCG D5 678
1338775 N/A  IN/A 89299 89318 (GATGAGCTTCTCTCCACGCC B6 679
1338803 IN/A  N/A  p4864 34883 (GTGAGACCTCTITGATTGCCC 53 680
1338822 N/A  N/A 91688 (91707 [TCTGCTCGCCCCCCAACCCG 58 681
1338867 N/A  IN/A 44823 44842 | AGACAGTTCCTCCCTTGCAA 47 682
1338903 N/A  IN/A 82775 82794 [CCTGTGAACTTCCTCCCCTT A7 683
1338942 N/A  N/A 56380 56399 (CCTTGCATCTCTCACTGGGC  R6 684
1338964 N/A  N/A 50481 /50500 ACTGGCTCCTATCAATCGAA D5 685
1338992 N/A  N/A  B1674 (31693 |AACCACCCACAGAGAGGCCA H#5 686
1339024 N/A  N/A  [71081 [71100 ATCCTGCCCCAGACGCACCG [28 687
1339033 N/A  N/A  P3650 P23669 (CCGGGCCTTTCCTGCTCCAA B8 688
1339046 N/A  IN/A 68257 68276 [TGGTCCACCCCACATGATCT P8 689
1339115 N/A  N/A 93316 93335 [TCATAGCAACCCATGCCTAT 53 690
1339128 N/A  N/A  B3699 PB3718 IGTCCCATGCTGATCAAGTTC |19 691
1339131 N/A  N/A  P5730 R5749 GGCAGAATCATCAGTAACAA B6 692
1339173 N/A  N/A 62926 62945 JACAACTGGCTTCTTCTAGAA 43 693
1339177 NJA  N/A 76187 (716206 IACACAATACCACTCAGACAC 100 694
1339222 N/A  IN/A 93877 93896 |ACAGGTGCTACTCACACAAT 48 695
1339249 N/A  N/A  [75542 (75561 [CTTGGCCCCAAACCTAGGCC Bl 696
1339298 N/A  N/A 0527 P20546 (CCTGAGACACCCCCATGGCC 46 697
86927 86946
1339323 N/A  [N/A 26034 187003 TGTGGGTCACACAGGACAGG 26 698
1339355 N/A  N/A  B1116 B1135 (CGAACTTAATTATATCICCC P26 699
1339358 N/A  N/A 73621 [73640 |GCCACTGCGACCTCATTCCG 49 700
1339372 N/A  IN/A 18554 (18573 |AGGAGATTCCTTCTAGGGTA |17 701
1339396 N/A  N/A  p2119 p2138 (CTTCTGCACCCATTCCTGCT A7 702
1339426 (1719 [1738 (72323 (72342 (CGCCCATACATGCGCTGCCA 8 703
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1339465 N/A  [N/JA 57072 57091 |GGCACCACAGCCACTAGTGT |56 704
1339469 N/A  N/A  §42250 #2269 |AAGGCACCCCCITATCTCGG |52 705
1339470 N/A  IN/A 17644 17663 [TGTCCTGACCATTTTCAACC  P5 706
1339478 N/A  IN/A 51692 51711 [TCAGGACACCGCAAGTGCTC ¢4 707
1339479 NJA  N/A 62058 62077 (CGGGACTCCATCATTACCCA |14 708
1339530 N/JA  IN/A 65998 66017 AACAGTTTCCACAGCTGGGA B5 709
1339571 N/A  IN/A 39124 39143 |(CCTGTCTCCCCCAAAGTGGC 55 710
1339574 NJA  N/A  R7738 R7757 CTGAGGGTCCCAAACCCAGC 4l 711
1339595 NJA  IN/A  §3135 43154 [TGTCAGATGTCCCACAGCCT 57 712
1339606 NJA  N/A  B2277 B2296 [TTGGCCCACCACACACGGCA 44 713
1339617 NJA  N/A  B6426 B6445 ATGTTTGTCACAGAAAGTCC B9 714
1339619 NJA  [N/A  ©8033 #8052 ICGATCTGTCTTCACGAGTCA P9 715
1339628 N/A  IN/A 87773 187792 |\GCCCTGATCCCTCTTGCAAA Bl 716
1339635 ¥263  ¥282 D4642 P4661 |GAGTGCAGAACAGCAGCCCT p4 717
1339642 N/A  IN/A 19853 19872 |AAGCAAGCCCCTTTGGGCAA [72 718
1339647 N/A  N/A  B7384 [37403 [TTCTTCAGCACCCATGCTGA 60 719

Bang 10. Mirc giam ciia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hop duge do boi b doan dd doan mdi KCNTI cia nguoi RTS39496

Vi tri Vi,:tri . <L s
Hop bat dau tllile'lt: b\e{tl égu kgiltgéc £ KCNTL ISEQ
<« | SEQ Trinh tu (th 5° dén 3°) (% ID
chat so D NO- SEQ [SEQID |SEQID UTC) | No.
1 D II\TO: NO:2 | NO:2

1080855 3854 (3873 94233 94252 |GTCACGCTAGTGCCACCGTG P4 283
1337233 N/A  [N/A 83763 83782 |CGTGTATGCCATCTCCACCT B7 720
1337268 NVJA  N/A  pB1114 B1133  |AACTTAATTATATCTCCCGT B9 721
1337297 N/A  IN/JA  [0385 B0404 |CGCTGGCTCTTTTCTGCCCC H#7 722
1337301 N/A  N/A 65976 65995 [TGCTCAAGACTCCAGGGCGA B6 723
1337316 N/A  N/A 6385 p6404 |GAAGGACAATACCTTCGGCA A7 724
1337392 NJ/A  N/A 9508 R9527 |CCTTGACTAATCACTGTGGA 46 725
1337420 N/JA  N/A 43061 ©43080 |GTAGAGGATCCACCCAGGGA 63 726
1337483 622 641 58880 [58899 |ICAGGAAGCTTATTATGGCCA [18 727
1337510 N/A  INJA 48748 48767 |CCACTCCAAGGCAACACCCA A7 728
1337516 N/A  N/A  [77309 (77328 |AGGGTAGCCCTTCACATACC 1 729
1337632 N/A  N/A  B4717 B4736 |GCAGACAAAGAACCCGGCCAHS 730
1337665 N/A  IN/A (73620 73639 |CCACTGCGACCTCATTCCGC @7 731
1337681 NJA  N/A  R7059 R7078 |GTCATGTGTCCACCACACGC B0 732
1337694 N/A  IN/A (78189 (78208 [TGGTTTGCTTTCCTGATCTC 38 733
1337698 N/JA  N/A  p2118 P2137 [TTCTGCACCCATTCCTGCTC 90 734
1337704 N/A  IN/A 93874 93893 |GGTGCTACTCACACAATGTC 39 735
1337709 N/A  INJA 144808 144827 [TGCAAAGCACTTACTGAGAC 62 736
1337758 N/A  IN/JA  ¥5595 45614 |GGGCACGGCTTCTATCTCAC #4 737
1337779 N/A  INJA  [58199 58218 |GTCCTCAGCACTCACTGAAC B2 738
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1337803 N/A /A [53181 53200 |GCTTTTTCCATCCTGGGACA |18 739
1337916 N/A |N/A  [87772 [87791 |CCCTGATCCCTCTTGCAAAC P9 740
1337946 N/A N/A 50480 50499 |CTGGCTCCTATCAATCGAAT B7 741
1338050 N/A N/A 51681 51700 |CAAGTGCTCAGAACATGCCG B9 742
1338056 N/A N/A 69806 69825 |AGCAACCCCCCAGCTTGTCC W0 743
1338059 N/A N/A 23641 P3660 [TCCTGCTCCAATAAACCAGA 54 744
1338079 N/A N/A 57070 57089 |CACCACAGCCACTAGTGTCC |65 745
1338089 N/A N/A 62057 62076 |GGGACTCCATCATTACCCAC Bl 746
1338132 /A N/A  [75541 [75560 [TTGGCCCCAAACCTAGGCCA 84 747
1338165 N/A N/A  M7908 W7927 |GGCCCAAGCCTCCTTGCTGC 81 748
71075 71094 |
1338185 /A /A poe—tr o —(CCCCAGACGCACCGTCACCC 15 749
1338192 N/A IN/A 5701 P5720 |GACACGGCACTTCCCGGGAC B6 750
1338206 N/A N/A 90676 90695 |GCAGCCATAAAGCCTGCCTA P8 751
1338229 N/A N/A  [65034 65053 |GCTTGTCCCACTCAGGGCCT |16 752
1338243 N/A N/A 0525 P0544 TGAGACACCCCCATGGCCAA 61 753
1338291 4743 W762 95122 95141 |ICATGCCTCCAGAATGCATCC Bl 754
1338334 N/A IN/A  |18410 18429 [TCATTGTGAAATCCCATGCC [51 755
1338374 N/A N/A 46982 W¥7001 |GCGCAGCCACACACTCGCCA 9 756
1338401 N/A N/A  B2255 P2274 [TCCACGGAACTCCATGGGTC B2 757
1338424 N/A |N/A 81840 181859 |GTACTAAGAGCTACTGGCCA 52 758
1338550 4499 U518 94878 (94897 |AATGCACCATCTTCCGCCCA @3 759
1338566 N/A N/A  B7300 B7319 |GCTGAGCCGCCATCATGCTC 38 760
1338573 N/A N/A 91687 91706 |CTGCTCGCCCCCCAACCCGC |50 761
1338577 N/A N/A 92409 92428 |ACGGCCTGACACCTGCCCCT P9 762
1338582 /A N/A 4532 P4551 |ACACACTTACACCCATTCCA B9 763
1338589 N/A N/A 85104 85123 |CTCGGGTCATTCTTCAGCGG |64 764
1338615 N/A /A [54305 54324 |ATGCCAGGCCCCCTTGTGAC B2 765
1338643 N/A N/A [18006 18025 |AGGGAGATAAACTAAACTCT |69 766
1338651 N/A N/A 140738 10757 |GCAGCACCCATAAGTGGGCA (60 767
1338658 N/A /A 62925 [62944 |CAACTGGCTTCTTCTAGAAC 68 768
1338762 N/A IN/A 2942 P2961 |GGCCACACCCTTCCTCCTGA (74 769
1338855 N/A N/A 3690 B3709 [TGATCAAGTTCTAATGGGAA |57 770
1338864 N/A /A [12184 [72203 [TGGCATGGATCCCCTCCCTA 36 771
1338911 N/A N/A 93301 93320 |CCTATGGTATCCACAGACCC P7 772
1338948 IN/A IN/A 17643 [17662 |GTCCTGACCATTTTCAACCT [34 773
1338950 N/A N/A 55629 155648 |GTAGCCCCAACCCAACAGCA [32 774
1339010 N/A N/A  M2248 12267 |GGCACCCCCTTATCTCGGGC P38 775
1339028 N/A N/A [19821 19840 |GAAGAGAAACCCTTCAGGCC [36 776
1339045 N/A N/A  P7736  R7755 |GAGGGTCCCAAACCCAGCAA @1 777
1339055 N/A N/A 86959 [86978 |CCACAGTCCCAGCCCCCGGA P4 778
1339107 N/A N/A  [89298 89317 |ATGAGCTTCTCTCCACGCCA W7 779
1339108 N/A N/A  [76135 (716154 |CCAGACACACATCACATATC 96 780
1339162 N/A N/A [19092 19111 [TCCCTCCCGTCCTATAGACA [59 781
1339182 N/A N/A 1370 1389 |CGCACCTCCACTGCCACAGA B39 782
1339250 N/A N/A 9106 PB9125 |GCGCTGGCACCAACAAGATC |54 783
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1339266 N/A  N/A 82774 82793 |CTGTGAACTTCCTCCCCTTIC |59 784
1339292 N/A  N/A  PB1638 B1657 |GGTGGAAACTTCTGCAGGAC 49 785
1339305 N/A  N/A 60572 60591 ATCTGTATCCCCTCGCCCGG 55 786
1339320 N/A  IN/A 140137 40156 [TACAGCTCCCATGCTGCACT |53 787
1339378 4062 14081 94441 94460 (CGTTGCCCTCCCAGCCAGCC B5 788
1339420 N/A  N/A (79242 [79261 [TCACCAAACATCCCCCGTGA [75 789
1339453 N/A  IN/A  |68874 68893 ATTTTGAGCCTCCCTAGAAC R7 790
1339476 N/A  N/A 167937 167956 |ACGATCCACCCTAAATGGTC W7 791
1339525 N/A  N/A 56379 56398 |CTTGCATCTCTCACTGGGCT Pl 792
1339538 N/A  IN/JA 49143 49162 [TGTTGTTCTCCCCTCCGCTC 44 793
1339567 N/A  N/A 32655 [32674 |GAGGTCCGAAATCCCAAGCC B9 794
1339573 N/A  INJA 68256 68275 | GGTCCACCCCACATGATCTA P3 795
1339593 IN/A /A 86205 86224 |GGAGTCCTATCATTCAGAAC 6l 796

Bang 11. Mitrc giam ciia KCNT1 ARN bai cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hén hop dugce do bsi bo doan do doan mdi KCNT1 ctia nguoi RTS39496

Vit | Vitel | Vit |, . %

Hop chét bt dAu |két thc bt diu Vl, tri ket . R S KCNTTISEQ

£ thuc SEQ Trinh ty (t0 5° dén 3°) (% | ID

SO SEQ ID|SEQ ID [SEQ ID D NO: 2 UTC) | No.
NO:1 | NO:1 | NO: 2

1080855 3854 3873 194233 94252 | GTCACGCTAGTGCCACCGTG |19 283
1080862 4032 @051 194411 94430 | GTTGCGGTACATCTGTGTAA |14 362
1080878 4496 U515 94875 94894 | GCACCATCTTCCGCCCAATG |13 209
1337245 N/A IN/A 30373 30392 [TCTGCCCCACATAGAAACCA I 797
1337250 N/A N/A 86199 86218 |CTATCATTCAGAACAGGGAC P2 798
1337269 N/A N/A 14807 44826 GCAAAGCACTTACTGAGACA W6 799
1337276 N/A N/A 145593 U5612 | GCACGGCTTCTATCTCACAC pP7 800
1337279 N/A N/A 62055 162074 |GACTCCATCATTACCCACCA |14 801
1337388 IN/A N/A 72183 (72202 |GGCATGGATCCCCTCCCTAT 6 802
1337425 N/A N/A 79229 (79248 (CCCGTGAACACCCAGCCGTT 4 803
1337434 N/A IN/A 23640 23659 |CCTGCTCCAATAAACCAGAC P7 304
1337472 N/A N/A 62924 162943 I AACTGGCTTCTTCTAGAACA 30 805
1337487 N/A N/A 86884 86903 |GGCTGCCCCAGAACCTCCGA P2 806
1337488 [N/A N/A 56330 56349 | GGCTGGGAACTCACAATTCT |13 807
1337493 N/A N/A 18409 (18428 (CATTGTGAAATCCCATGCCA 4 808
1337513 [N/A N/A 28635 28654 |ACAGAATTAATTAGCTAATC |109 809
1337522 N/A N/A 80204 89313  [GCTTCTCTCCACGCCAGGCA j1 810
1337534 N/A IN/A 57058 57077 [TAGTGTCCCCCAGCCACCCT @9 811
1337578 IN/A N/A 65912 165931 [CTGTCAGACACCCCAGGGCT P2 812
1337583 IN/A IN/A 85103 85122 [TCGGGTCATTCTTCAGCGGA H0 813
1337584 [N/A N/A 140682 40701 |JAGCAAGTGCCCTCCCCCGAC 52 814
1337603 [N/A N/A 64957 164976 | GAGGGACCCCACTGTGGACA |16 815
1337644 621 640 58879 158898 | AGGAAGCTTATTATGGCCAC P25 816
1337667 [N/A IN/A 43059 43078 |AGAGGATCCACCCAGGGACT 40 817
1337686 N/A IN/A 87767 87786 |ATCCCTCTTGCAAACACACC |16 818
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1337732 INJA  INJA  [78185 [78204 [TTGCTTTCCTGATCTCAACA 35 819
1337740 INJA  IN/A  B3664 133683 |AGGTCTAGGACTATTATACC PR7 820
1337752 N/A  IN/JA 76083 [76102 TTGACACACAACACACATTA [78 821
1337770 N/A  IN/A  [77308 [77327 |GGGTAGCCCTTCACATACCT |8 822
1337798 INJA  IN/A {49142 M9161 |GTTGTTCTCCCCTCCGCTCC 70 823
1337815 N/A INJ/A 91677 191696 |CCCAACCCGCTTCCTAACCC [72 824
1337837 N/A  N/A 17574 [17593 |CGGATTTGCTAGCTGAGCCC |13 825
1337967 N/A  IN/A  D2926 2945 [CTGACTGTCCCCCTCTGTTIT 61 826
1337991 N/A  IN/A  B8852 [38871 |ACGCAGGTGCAGCCCAGCCA B9 827
1338041 N/A  INJA 75528 [75547 TAGGCCAGGACAACAACTCA H9 828
1338066 N/A  IN/A 50453 50472 [TTTGATGTCACTGCCTGGCC [59 829
1338072 N/A  IN/A 55618 [55637 |CCAACAGCAACACACTGGTT P9 830
1338118 N/A  IN/A  B2654 [B2673 |AGGTCCGAAATCCCAAGCCT P6 831
1338212 N/A IN/A  B1556 B1575 |[CAGCAGCACCCACTTATCAC B9 832
1338222 4739 K758 DB5118 95137 [CCTCCAGAATGCATCCATTT |I8 833
1338237 IN/A  INJA  W7905 W¥7924 |CCAAGCCTCCTTGCTGCGGC |15 834
1338256 N/A IN/A  P7058 P7077 [TCATGTGTCCACCACACGCC B3 835
1338268 N/A IN/JA 67936 67955 |[CGATCCACCCTAAATGGTCC P8 836
1338313 N/A  IN/A 58147 [58166 |CTTCAGCATTCACTGAGCCT 7 837
1338375 N/A IN/A 60571 60590 |TCTGTATCCCCTCGCCCGGC p2 838
1338459 IN/A  N/A  [18005 [18024 |[GGGAGATAAACTAAACTCTT W4 839
1338525 N/A  INJA  W2216 W2235 |[CCCCAGGCTAACATGCTGAA 53 840
1338560 N/A IN/A  PR1309 P1328 |[CCGTCAGGACCCAAGCCCTC W8 841
1338619 N/A  IN/A 18744 WU8763 [TCCAAGGCAACACCCAGCCA 63 842
1338700 N/A  IN/A  B1113 B1132 |ACTTAATTATATCTCCCGTG P5 843
1338766 N/A  IN/A 19692 [19711 [TAGGGCACCCTCTCTTACAT 70 844
1338797 N/A IN/A 73619 [73638 |[CACTGCGACCTCATTCCGCC j51 845
1338819 N/A  INJA 92408 92427 |[CGGCCTGACACCTGCCCCTC |19 846
8841 3860
1338833 /A /A fo oo (TGCTCAGAAAATGACCAACT 36 847
1338907 N/A  IN/A 93873 [93892 |GTGCTACTCACACAATGTCA |54 848
1338917 N/A  N/A 82773 182792 TGTGAACTTCCTCCCCTTCC (62 849
1339030 N/A /A 54205 [54224 [CAGGCCTTCTCTCCAGGGAA |10 850
1339044 N/A N/A  P7697 P7716 TGGGAACCTCCTTAGTGGCC H9 851
1339048 N/A  IN/A  B6362 6381 |AGCAGCAGTCCCAGAAGCCC |17 852
1339070 N/A N/A 51582 /51601 |GCTATGGGCCACTGCAGCCT [33 853
1339082 N/A /A 71041 [71060 |GTCCTGCCCCAGACGCACCG Pl 854
1339118 N/A  IN/A  D4530 P4549 |ACACTTACACCCATTCCATT j37 855
1339121 N/A  N/A 69795 69814 |AGCTTGTCCCTAAGTTGGCC PO 856
1339163 N/A  IN/A  R25671 P5690 |GCTCCGGACACCCACCAGGA p7 857
1339283 N/A IN/A  D0645 90664 TTGGAGTCCCCACCCCTGCA B6 858
1339300 N/A  IN/JA 146981 W47000 [CGCAGCCACACACTCGCCAC [50 859
1339331 N/A IN/A 81829 [81848 [TACTGGCCAACCTATGTGGA P7 860
1339332 N/A  IN/A  B2254 B2273 |CCACGGAACTCCATGGGTCC Bl 861
1339336 N/A IN/A 68853 168872 [TGACAAAGATTTCCCTAGAC |59 862
1339342 N/A IN/A 20449 P0468 [CACACCAGCCCTTCCGTCCA {7 863
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11339356 /A N/A 53032 53051 |[CGTGGCCCACCATCCGATGC {46 864
1339427 N/A ~ N/A 83762 83781 |GTGTATGCCATCTCCACCTC 32 865
1339477 NJA  N/A  p2117 p2136 [TCTGCACCCATTCCTGCTCC 44 366
1339480 N/A  IN/A  p4648 B4667 (GGCACTGTGTCAACTTGATA R0 867
1339582 IN/A  IN/JA  §0095 K0114 [CTGGGCAGAACCTGCTATCC H6 868
1339585 N/A  IN/A 93286 93305 (GACCCCTGCACACTCACTCA B7 369
1339586 N/A  N/A 68252 68271 I[CACCCCACATGATCTACACT [/0 870
1339648 N/A  IN/A 19051 {19070 [CCCCTCCTGTCCTATAGACA |53 871

Bang 12. Mitrc giam cia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hén hop duge do bai bd doan do doan mdi KCNT1 cia ngudi RTS39496

Vitrd | Vited | Vitrd ) .
Hop chit| bit dau |két thic | bét dau | | & i Ket ‘ s i s KENT] op
% |SEQ ID|SEQ ID|SEQ ID ?SI;%E(% Trinh tyr (tlr 5° den 3°) éT((é)) D 1\%
NO:1 | NO:1 | NO: 2 )
1080855 B854 B873 04233 94252 |GTCACGCTAGTGCCACCGTG |14 D83
1337217 N/A  N/A _ B1554 B1573 GCAGCACCCACTTATCACTT PB4 872
1337220 N/A  IN/A 93871 193890 GCTACTCACACAATGTCACT W9 873
1337264 N/A /A 16951 16970 GCCCGTCTCACCTCTGCCAG W3 874
1337298 N/A /A 18154 178173 GAGAAGCTGCTAACTCCAGA W3 875
1337304 N/A /A 60560 60579 [TCGCCCGGCCCTGCTTGCCT |14 1876
1337383 N/A /A 77305 (77324 TAGCCCTTCACATACCTGGG |53 877
1337393 N/A /A 118979 18998 GGGCCAGGTCCACTCCCATC |16 878
1337439 N/A /A BS781 B8800 CGCGCGCCCCTACCTCTGGC B8 879
1337463 N/A /A B3662 B3681 GTCTAGGACTATTATACCCA R0 1880
1337618 N/A  INA 56329 56348 GCTGGGAACTCACAATICTC |14 88l
1337640 N/A /A 65841 165860 IGCACGGCAACCCTCCAGGGC |13 882
1337641 N/A  INA 56972 156991 |AAAGGAGCCTACCTTGCCTT P3 883
1337648 4031 1050 94410 04429 TTGCGGTACATCTGIGTAAA |12 384
71039 71058
1337726 N/A  INJA 71079 71098 ICCTGCCCCAGACGCACCGTC [19 885
71159 71178
1337727 WA INA 93284 93303 [CCCCTGCACACTCACTCATA 56 886
1337750 N/A /A 64896 64915 GGGCTGTCGGTCACTTGTCA PO |887
8338 8857
1337787 A NA | oot TCAGAAAATGACCAACTCAC 5 888
1337842 N/A  N/A 82772 82791 GTGAACTTCCTCCCCTICCG W6 889
1337851 N/A /A 86881 186900 TGCCCCAGAACCTCCGAGGT K9 1890
1337860 N/A IN/A 87764 87783 ICCTCTTGCAAACACACCCTT P9 891
1337864 [1508 1617 71960 71979 ICGTACTTGCACTCCTCCICA p3 892
1337905 N/A /A D5667 05686 ICGGACACCCACCAGGAGAGC W2 893
1338005 /A IN/A 62023 62942 | ACTGGCTTCTTCTAGAACAC |lI 894
1338020 /A IN/A 62051 62070 CCATCATTACCCACCATGCT B8 895
1338075 N/A /A D0425 D044d  [CCAGGACCCCATCCCAGTGT |63 1896
1338077 N/A /A 117526 117545 | ACAGTGACAACCCCGACCCT 59 1897
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1338107 /A N/A 67935 [67954 |GATCCACCCTAAATGGTCCA [13  [898
1338130 [N/A  INJA 4525 [4544 |TACACCCATTCCATTITCAGC [2 899
1338131 N/A  N/A 55617 155636 |CAACAGCAACACACTGGTTC [19 900
1338150 N/A  N/A  P7696 p7715 |GGGAACCTCCTTAGTGGCCC PB7 01
1338169 INJ/A  IN/A 73618 [73637 |ACTGCGACCTCATTCCGCCA P4 P02
1338178 IN/A  IN/A {40087 H0106 |AACCTGCTATCCCTATGGGC P9 P03
1338181 INJ/A  IN/A  W2157 M2176 |AGACGAGGCCTTTAAAGCGG P4 P04
1338211 N/A  N/A 47853 W7872 TCCGCTAGCTCCTCAGAGTC |52 05
1338213 N/A  N/A (76082 [76101 TGACACACAACACACATTAC [66 906
1338232 INJ/A  IN/A  B2243 P2262 [CATGGGTCCACACCTGATGC [P0 P07
1338271 N/JA  N/A 53031 53050 |GTGGCCCACCATCCGATGCC P8 [908
1338204 IN/A  IN/A 50430 50449 |GGCTGGTGACCCCAACATCT P8 909
57240 57259 |
1338333 WA INIA 20— e 1,9 (CCTGGGTTCCCTACTTACTG |10 010
1338340 IN/A  N/A {5592 WU5611 |CACGGCTTCTATCTCACACC B6 il
1338341 IN/A  IN/A 83760 [83779 |GTATGCCATCTCCACCTCCT P8 P12
1338352 IN/A  IN/A  P4588 P4607 |AGCCTGTTCATCTCAGCAGC W8 P13
1338355 N/A  N/A 58739 [58758 |GCCTTGACCCTCACTCCCAT PB5 14
1338399 N/A N/A 91676 91695 |[CCAACCCGCTTCCTAACCCT |64 P15
1338420 N/A  N/A 48742 W8761 |ICAAGGCAACACCCAGCCAGC B6 P16
1338427 N/A  N/A 54145 54164 |[GCAGGGTTCACCCCGATGGC |12 P17
1338488 N/A  N/A  D8627 D8646 |AATTAGCTAATCATCAGGTT 65 918
1338519 4494 513 4873 94892 |ACCATCTTCCGCCCAATGCC W6 P19
1338535 IN/A  N/A  |18004 18023 |GGAGATAAACTAAACTCTTC B7 920
1338575 N/A  N/A (75525 [75544 |GCCAGGACAACAACTCAGGA P9 921
1338581 N/A  N/A  |18405 18424 |GTGAAATCCCATGCCAGCTT Bl 922
1338663 N/A  N/A 69794 69813 |GCTTGTCCCTAAGTTGGCCA Pl 923
1338686 N/A  N/A  P1215 Pp1234 |JAGTCTGTGTCCTCCAAGGGC |14 924
1338781 N/A  N/A {40681 10700 |GCAAGTGCCCTCCCCCGACA |52 [925
1338812 IN/A  IN/A (68249 68268 |[CCCACATGATCTACACTGGA M9 926
1338839 IN/A  IN/A 81828 81847 |ACTGGCCAACCTATGTGGAA {2 927
1338846 N/A  N/A 85971 185990 |GCCGAGGTCCCTCCAGTGGC 53 (928
1338952 N/A  N/A  D3639 3658 |CTGCTCCAATAAACCAGACC §3 929
1338996 IN/A  IN/A  P1991 P2010 TTGTGGTCCACTTCTCAGCT P7 930
1339076 N/A  N/A 85025 85044 |[CACGGAGGCCACACTTCCCC |80 P31
1339125 N/A  N/A  B6189 B6208 |AGAGGCTCGACCCTATGGCT PB7 932
1339155 IN/A  IN/A {44774 WK4793 |GCTGAAATCTTCTACAGGAA W9 933
1339181 N/A  N/A  P7056 p7075 |ATGTGTCCACCACACGCCCC P3 934
1339223 N/A  N/A  B1092 B1111  ATACCTGTCTCCCCATTCCT P9 935
1339225 N/A  N/A 90619 90638 [CCAGGCTTCACCGAGCTCCT Bl 936
1339227 /A IN/A 92377 92396 (GCTCTTTTCCCAAAACCCAT [16 937
1339235 N/A  N/A 42961 ©2980 |AGCTCTGTGCAAACAAGGTC B9  [938
1339288 N/A  [N/A 79224 179243 |GAACACCCAGCCGTTAGCCT B2 939
1339395 N/A  N/A  B0341 B0360 [CCGATGTTCTCCCTCCAAAC W7 940
1339455 4736 W755 95115 95134 |CCAGAATGCATCCATTTAAT [17 941
1339457 N/A  N/A 1532 51551 [GAAGTGGTCATCCCTGCACC B3 942
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1339502 N/A  IN/A 68852 168871 | GACAAAGATTTCCCTAGACT @43 943
1339518 N/A  INJA 32564 (32583 |CGGTGACCACCACCCTCCCC 43 044
1339521 N/A  N/A 49141 49160 [TTGTITCTCCCCTCCGCTCCG 65 945
1339549 N/A  IN/A 19689 (19708 GGCACCCTCTCTTACATCCA 69 046
1339557 NJA  IN/A 2925 P2944 TGACTGTCCCCCTCTGTTTC 60 947
1339602 N/A  IN/A 89256 189275 |AGCCCAAGCACACTTCCCAC B9 048

Bang 13. Mitrc giam ciia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop duge do boi b doan dd doan mdi KCNTI ciia ngudi RTS39496

Viwf | AE
bit dau | Kt | Yiul o) Vit KCNTI |SEQ
Hop thac | bat dau |[két thic \ oy 2k Ao
.z | SEQ Trinh tu (t0 5° dén 3°) % ID
chat so D NO-: SEQ |SEQID [SEQID UTC) | No.
1 D Il\IO: NO:2 | NO:2
1080855 3854 3873 194233 94252 |GTCACGCTAGTGCCACCGTG 33 283
71038 (71057
1081085 N/A  IN/A  [71078 [71097 (CTGCCCCAGACGCACCGTCA |17 477
71158 (711177

1337229 N/A  IN/A  P4524 4543 |ACACCCATTCCATTTCAGCT 27 049
1337280 N/A  N/A Z;ﬁz Z;?ig CTGGGTTCCCTACTTACTGA 35 950
1337291 N/A  IN/A 90413 90432 | GGGCAGTCGCCACTCTGCCT 57 051
1337347 N/JA  N/A 62049 62068 |ATCATTACCCACCATGCTGA H¥4 052
1337468 N/A IN/A  B6188 p6207 |GAGGCTCGACCCTATGGCTA 65 053
1337507 N/A  IN/A 86756 R6775 |CTCGGTGATTTTCATCTGCA #5 054
1337526 N/A  N/A 81783 R1802 |GAGTTCTGACCAACTGACCA #4 055
1337536 N/A  IN/A 19687 (19706 |CACCCTCTCTTACATCCAGT |60 956
1337577 NJA  IN/A 82738 82757 |GAGCACACCCCTCTGCCGGC 38 057
1337607 N/A  N/A 31091 B1110 TACCTGTCTCCCCATTCCTC |50 058
1337615 N/A  N/A 77208 (77227 [TCGAGGGCACCCACTCCACC 54 059
1337646 N/A  IN/A  ¥5591 #5610 |ACGGCTTCTATCTCACACCC 1 960
1337653 N/A  N/A 50429 50448 | GCTGGTGACCCCAACATCTC B35 061
1337662 N/A  N/A 73616 [13635 [TGCGACCTCATTCCGCCAAC 38 962
1337670 N/A  N/A 32526 PB2545 |ATCGCTCCAGTCCTTGCTTC H#5 963
1337714 N/A  N/A 60551 60570 (CCTGCTTGCCTCTCGGGCCC P4 064
1337806 N/A  IN/A 64886 64905 [TCACTTGTCACCATGGCCAT 8 065
1337850 N/A  IN/A  B2242 [32261 | ATGGGTCCACACCTGATGCT @45 966
1337886 N/A  N/A 46950 §6969 |CCCGTCTCACCTCTGCCAGT [73 067
1337937 N/A  N/A 83743 83762 |CCTCCCTTTTTCCTTCCGGA #5 968
1337942 N/A  N/A  B3661 (3680 [TCTAGGACTATTATACCCAG B39 069
1337951 N/A  N/A  B1551 1570 |GCACCCACTTATCACTTCTC B39 970
1338004 N/A  N/A (79217 79236 ICAGCCGTTAGCCTCTCGGCC [59 071
1338082 N/A  N/A (78150 78169 |AGCTGCTAACTCCAGAAGGA 38 072
1338087 N/A  INJA 54123 54142 |GATGGTGACAACCACACCAC 23 973
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1338099 1597 1616 (71959 (71978 |GTACTTGCACTCCTCCTCAC |59 074
1338103 N/A  IN/A  |17505 (17524 |CCGTACCCTACACGCTGGAA 228 975
1338139 N/JA  N/A 85970 85989 |CCGAGGTCCCTCCAGTGGCA 65 976
1338158 N/V/A  INJA 38452 8471 |GCTCAAACCACCGCCAGGAC 37 077
1338188 N/A  IN/A  U2156 #2175 |GACGAGGCCTTTAAAGCGGT P25 978
1338228 N/A  INJA 51530 51549 |AGTGGTCATCCCTGCACCCA 51 079
1338231 N/A  N/A 0329 B0348 [CTCCAAACAATTATGCGATT |50 980
1338270 N/A  IN/A #0629 40648 [TGGAGACCTCTCCTICTGCIT 56 081
1338276 N/A  IN/A 55511 [55530 (GAGCTGCCTTGAACAAGGCT B2 082
1338304 N/A  N/A 68234 68253 (CTGGATGGTCCACCCTGAAC 40 983
1338343 N/A  IN/A 92374 92393 |CTTTTCCCAAAACCCATGGT 52 084
1338348 N/A  N/A 67927 67946 |CTAAATGGTCCACCCCGGAC 61 985
1338367 N/A  IN/A 85024 85043 |ACGGAGGCCACACTTCCCCC #9 986
8836 8855
1338398 N/A  [N/A 37280 B7299 AGAAAATGACCAACTCACTG 59 087
1338440 N/A  IN/A (18978 18997 |GGCCAGGTCCACTCCCATCC @7 088
1338462 N/A  IN/A 44771 §4790 GAAATCTTCTACAGGAAGCC 49 989
1338479 N/A  IN/A  W7745 W7764 |CCGGCTGTTCCCCTCCACCT B6 990
1338492 N/A  N/A  R1990 2009 [TGTGGTCCACTTCTCAGCTT j0 991
1338521 N/A  N/A 69721 69740 |[CTGGATTTGTCCATACTCCC 57 992
1338537 3982 {4001 (94361 94380 |TAGGTTAAAAAACTCTCCTC pR7 993
1338555 N/JA  IN/A 68851 68870 |ACAAAGATTTCCCTAGACTT [70 994
1338556 N/A  IN/A  1¥2940 ©2959 |GTCGGCTGCACAAACCCTGC 30 995
1338574 N/A  IN/A 93255 93274 | GCATGCCGTCCTCCACATCC pP7 996
1338604 N/A  IN/A  B7666 87685 |CTGGGTGGCACCTTCAGAAA B3 997
1338641 #4490 §509 94869 (94888 [TCTTCCGCCCAATGCCCCCT B9 998
1338649 N/JA  IN/A 3637 (23656 |GCTCCAATAAACCAGACCTT B5 999
1338656 N/A  N/A 27589 R7608 | AACTGAGTGCCCAAAACTAC @5 1000
1338660 N/A  IN/A 56327 56346 [TGGGAACTCACAATTCTCAA |19 1001
1338684 N/A  IN/A  [18003 18022 |GAGATAAACTAAACTCTTCA 62 1002
1338687 NJA  IN/A 0424 0443 (CAGGACCCCATCCCAGTGTC @2 1003
1338746 N/A  N/A 91670 91689 |CGCTTCCTAACCCTGCAGGC K2 1004
1338758 U735 ©754 P5114 95133 |CAGAATGCATCCATTTAATA B0 1005
1338798 N/A  N/A 93688 93707 |GAGCTGAGTCTTTCCGGCCT 44 1006
1338849 N/A  IN/A 89251 89270 |AAGCACACTTCCCACCACAA 35 1007
1338863 NJA  IN/A  R5665 [25684 |GACACCCACCAGGAGAGCCA |68 1008
1338887 N/A  IN/A  [53029 53048 |GGCCCACCATCCGATGCCCA 25 1009
1338977 N/A  IN/A  [18400 [18419 |ATCCCATGCCAGCTTCTCCT [52 1010
1338990 N/A  IN/A 28549 p8568 |GTCCGTAGCAGAACTTGGCT 25 1011
1339023 N/A  IN/A 162903 62922 |AGAGACTCGCTCATCAGCGA B8 1012
1339057 NJA  N/A 56971 56990 |AAGGAGCCTACCTTGCCTTT B2 1013
1339080 N/A  IN/A (75342 75361 |CCCAGCTCCATCCTGATTCA 65 1014
1339172 N/A  N/A 2918 [22937 |CCCCCTCTGTTTCAAAGCTC /54 1015
1339209 N/A  N/A 148740 #8759 |AGGCAACACCCAGCCAGCTC 55 1016
1339265 N/A  N/A 40086 140105 |ACCTGCTATCCCTATGGGCC H45 1017
1339285 N/A  IN/A 58736 58755 [TTGACCCTCACTCCCATGTC 2 1018
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1339385 N/JA  INJA 149046 149065 |GGTGACTTCCCAACTGGCTC #48 1019
1339443 N/A  N/A (76013 (76032 | GACACACCCCCCTTGCACAC 56 1020
1339450 N/A  N/A  R7055 PR7074 [TGTGTCCACCACACGCCCCC 38 1021
1339516 N/A  N/A 21032 R1051 | ATGCTGCTCCATGGGAGCAC |63 1022
1339607 N/A  N/A 65839 165858 |ACGGCAACCCTCCAGGGCCG 50 1023
1339653 NJA  N/A 4555 B4574 | GGAGACCACAGAACTCCAGAHUI 1024

Bang 14. Mtrc giam ciia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong

séng hén hop duge do boi bo doan do doan mdi KCNT1 ctia ngudi RTS39496

Hop it dhu it thicldd | e KCONTI 259
op chat |bat dau ket thac|dau thuc \ < os A A
"% KEQIDISEQ ID| ID No(:2 SEQ ID Trinh tur (6 5™ den 3%) o/ e IIID
NO:1|NO:1| 2 | NO:2 o
1080855 B854 BS73 94233 94252 GTCACGCTAGTGCCACCGTG 4  [283
1337227 WA N/A (8102 78121 [CTACTGACCCCAGCTTGCCA [19  [1025
1337248 WA /A 115247 75266 |GCCTGACAGCCCCTGTGCCA 4 [1026
1337290 A N/A 87662 87681 IGTGGCACCTTCAGAAAGGCC 2 1027
1337326 WA N/A 93679 93698 ICTTTCCGGCCTTCCTGACCA B4 [1028
1337331 WA IN/A 68815 68834 |GAGCTCGCAAAAGGCTGCCC 55 1029
1337338 A _N/A B6129 B6148 |AACTGCCCTTTTAGAGAGCA [0 [1030
1337342 WA N/A 40628 40647 GGAGACCTCTCCTCTGCTTC j39 1031
1337346 A N/A _ R1952 P1971 TGGTGTTGCTCAACTCCAGA D7 1032
1337351 INA _N/A 85019 85038 IGGCCACACTTCCCCCCGGAA |54 1033
1337358 A N/A _RI014 21033 |ACCCGAGACACCATCTGGTA |63 1034
1337359 A _N/A 5529 D5548 I CGCACAGGCACAAAATGCCCHI 1035
1337363 NA /A 93254 93273 |ICATGCCGTCCTCCACATCCA p4  [1036
1337386 WA IN/A  B4738 4757 IGGGCATCAACCAGAATGCGG50 1037
1337427 WA N/A 68232 168251 GGATGGTCCACCCTGAACAGH7  [1038
1337428 N/A /A 03623 D3642 GACCTTGACTCAATCATGCA P2 [1039
1337500 A N/A 18368 [18387 |GGCATGGTTCTCTCTAGGCG |12 1040
1337587 /A N/A 82605 82624 ICGAGCATCCCCCTACGCCTC W7 1041
1337626 /A _N/A 81774 81793 ICCAACTGACCATGCCAGGAC |19 1042
1337647 A IN/A 89248 89267 ICACACTTCCCACCACAAGGC j33 1043
1337741 INJA N/A  U7744 #7763 ICGGCTGTTCCCCTCCACCTG W7 1044
1337768 A /A B4551 B4570 |ACCACAGAACTCCAGAAGCAM3 1045
1337796 INVA IN/A 148694 48713 ICCCCCAACCCTCCATCGGTC 63 1046
1337804 VA IN/A 7588 P7607 |ACTGAGTGCCCAAAACTACA [53 1047
1337813 U733 U752 05112 95131 |GAATGCATCCATTTAATAGA [0 1048
1337823 WA /A 1036 (71055 |GCCCCAGACGCACCGICACAR6  [1049
1337877 /A IN/A 92299 192318 |AGGGAGACACACCCTCCCCA |69 1050
1337955 INVA _N/A 83740 83759 |CCCTTTTTCCTTCCGGAGTC 7 1051
1337989 INVA N/A  R7048 7067 |ACCACACGCCCCCCCACGCA [60 1052
1338104 WA IN/A 145590 45609 |CGGCTTCTATCTCACACCCG M2 [1053
1338145 WA IN/A 62900 62919 |GACTCGCTCATCAGCGAGAA [65 1054
1338148 INA /A D0423 D0442 |AGGACCCCATCCCAGTGTCC [76 1055
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1338168 IN/A N/A  [38123 38142 [TTGCCTGTCCTCACCAGGGT 26 1056
1338171 N/A N/A 50428 50447 |CTGGTGACCCCAACATCTCC P4 1057
1338183 N/A IN/A 69720 69739 [TGGATTTGTCCATACTCCCA 49 1058
1338287 N/A N/A  B1550 B1569 |CACCCACTTATCACTTCTCA H4 1059
1338298 N/A  N/A 56324 56343 |GAACTCACAATTCTCAAACT 44 1060
1338315 N/A N/A  [58108 [58127 |CCTGTCTGTCTTCAGCATTC |17 1061
1338323 N/A N/A (75989 (76008 |CCCCATGCCCTACTCGGTCT |55 1062
1338383 N/A N/A 85840 85859 |CATGTGTGCATACACCGGCA 39 1063
1338388 N/A N/A 4523 4542 |CACCCATTCCATTTCAGCTG P26 1064
1338396 N/A IN/A 58735 58754 [TGACCCTCACTCCCATGTCA P25 1065
1338430 N/A  N/A  [73607 (73626 | ATTCCGCCAACTCCTGGCCC @42 1066
1338432 N/A N/A  [19684 (19703 |CCTCTCTTACATCCAGTCGA 52 1067
1338433 N/A N/A  [17441 [17460 |CGTGAGTCCTCAGAGCACTT P23 1068
1338435 1596 1615 [71958 [71977 [TACTTGCACTCCTCCTCACA 47 1069
1338508 N/A N/A 31082 B1101 |CCCCATTCCTCCTTTGTATA 45 1070
1338546 IN/A  N/A  [18001 (18020 |GATAAACTAAACTCTTCACC 53 1071
1338626 1489 14508 94868 194887 |CTTCCGCCCAATGCCCCCTA 25 1072
1338629 N/A  [N/JA  [51520 [51539 |CCTGCACCCACCTCGCAGGC |104 1073
1338634 N/A  N/A 142938 142957 |CGGCTGCACAAACCCTGCCA 47 1074
1338638 N/A N/A 86755 R6774 [TCGGTGATTTTCATCTGCAG [77 1075
1338675 N/A N/A 65787 (65806 |CCGTAGTGACCCTAAAAGTC 49 1076
1338716 N/A  N/A 49045 #9064 GTGACTTCCCAACTGGCTCT 60 1077
1338755 N/A  N/A 28519 128538 |GCCTCGCTTTACCCTCCCAA H#l 1078
1338789 N/A N/A 3659 B3678 [TAGGACTATTATACCCAGCC |18 1079
1338800 IN/A  [N/A  [54120 [54139 |GGTGACAACCACACCACACA|I3 1080
1338828 N/A N/A 40085 #0104 (CCTGCTATCCCTATGGGCCC P8 1081
1338869 IN/A  N/A 162036 62055 |ATGCTGAGCACCACCGGACC B1 1082
1338881 N/A |N/A  U2155 42174 |ACGAGGCCTTTAAAGCGGTC 37 1083
1338882 N/A N/A 2210 32229 [TCCAGGGAACCCCTTTCCTT B35 1084
1338923 N/A  N/A 90397 P0416 IGCCTGGCGGCCAACAGCACCP2 1085
1338961 N/A N/A (18974 {18993 |AGGTCCACTCCCATCCTTCA P8 1086
1339007 N/A  N/A 2916 2935 (CCCTCTGTTTCAAAGCTCCA pR7 1087
1339060 N/A  N/A 64877 64896 |ACCATGGCCATACCCATCGA 48 1088
1339063 N/A N/A 56924 56943 |GAAGGTTCCCCAAGAGAGGAPRI 1089
1339067 N/A  N/A (79215 {79234 |GCCGTTAGCCTCTCGGCCCA 39 1090
1339073 N/A  N/A 91669 01688 | GCTTCCTAACCCTGCAGGCC |14 1091
1339099 N/A  N/A  B0187 [30206 |GCTACGCTTCCTTGGAGGCC R7 1092
1339280 N/A N/A 7259 B7278 |CGCTCCCGATACCTGCCCTA 48 1093
1339340 N/A  N/A  B2517 [32536 |GTCCTTGCTTCCCCTGCTCA @2 1094
1339380*N/A  N/A 52941 52960 | AACAGCCGGATCCTCAGGCC |13 1095
1339431 N/A  N/A 55469 55488 |AGAGGAAGCTCCTATCCCCA |10 1096
1339437 3981 4000 (94360 94379 |AGGTTAAAAAACTCTCCTCA |17 1097
1339482 N/A  N/A 67913 167932 |CCGGACGATCCACCCTGGAC 53 1098
1339529 N/A  N/A 60517 60536 (GGTGCTCACACTGACGGCCG |16 1099
1339601 N/A N/A 46847 #6866 [CCGGTGAGACTCATGGGCAT 36 1100
1339616 N/A  N/A 77206 77225 | GAGGGCACCCACTCCACCCA B0 1101
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Bang 15. Mirc gidm ciia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hén hop duoc do boi b doan dd doan mdi KCNT1 ctia ngudi RTS39496

Hop chét b\’ligi kYi Ei ?i/‘i trélgéwi gi . KCNTI | SEQ
op chat|bat dau [két thuc|dau thac X os 2k Ao
"% ISEQ IDISEQ ID| ID NO:Q SEQ ID Trinh tir (tr 5" dén 3%) o 1y1c) IEID
NO:1|NO:1| 2 | NO:2 °
1080855 B854 D873 104233 94252 |GICACGCTAGTGCCACCGIG |12 P83
1337219 NJA _IN/A 67912 67931 [CGGACGATCCACCCTGGACA B8 1102
1337242 N/A /A 58099 58118 |CTTCAGCATTCACTAAAGTC PO 1103
1337315 N/A IN/A 71035 71054 |CCCCAGACGCACCGTCACAC |17 1104
1337373 N/A /A 75172 (75191 TAGCCCAGCACACCCCATCT 67 1105
1337410 N/A IN/A 85018 85037 |GCCACACTTCCCCCCGGAAC KO 1106
1337430 N/A /A 64873 64892 TGGCCATACCCATCGATGCA 23 1107
1337436 N/A /A 61928 61947 TGCCACAGCCTCAGTGGCAC 54 1108
1337530 N/A /A 55425 55444 ICCTAAGCTGCTTCTGAGGAC R0 1109
1337546 N/A IN/A 16782 146801 TCAGACAGTCCCTTGTGTAC 56 1110
1337558 N/A IN/A (73504 (73523 |GTTGAGCTGCCAACCGGTCC 55 1111
1337573 N/A /A 49017 M9036 |CCGTCCAGCCCCACTCTACC M9 1112
1337504 N/A /A 82586 82605 ICAGGCTGGCATCTCTAAGGC B9 1113
1337600 N/A N/A 47687 47706 |GGACAGGGACCAACTCCCGGRI 1114
1337617 N/A /A B2500 B2519 TCATCTCCTTCTCCAGCGAC B3 1115
1337671 N/A IN/A 56819 56838 ICCTGCAGCCCATGACACTAC B8 1116
1337682 N/A INJA _ D4465 D4484 |GCATTGGGAATTACAACCTG p7 1117
1337683 N/A IN/A 71775 71794 GTCTGTGGACCTCAACCCCC [10 1118
1337685 IN/A IN/A 93628 93647 |AGCCAGGGCCCATCCCTGAC B6 1119
1337722 N/A NA 2154 42173 |CGAGGCCTTTAAAGCGGTCA 10 1120
1337737 N/A _N/A 75979 [75998 [TACTCGGTCTTTCTCCTCCC B3 1121
1337814 N/A /A 92217 92236 |GAGGGCAGCTCTAGTAGGTT |13 1122
1337866 IN/A /A 68228 68247 |GGTCCACCCTGAACAGTCCA RO 1123
1337878 IN/A IN/A 51436 51455 |ACTGGTTCCCAGACACCCCT B5 1124
1337882 /A /A 85836 [85855 [TGTGCATACACCGGCAGGCC R0 1125
1337931 N/A IN/A 18973 [18992 GGTCCACTCCCATCCTICAC P2 1126
1337977 N/A _IN/A 69657 69676 |IGTGGAGACCCCACCTAGGTG P8 1127
1338039 N/A IN/A 65786 165805 |CGTAGTGACCCTAAAAGTCC D8 1128
1338121 IN/A IN/A 89247 89266 |ACACTTCCCACCACAAGGCG 50 1129
1338138 /A IN/A 93253 93272 |ATGCCGTCCTCCACATCCAC B5 1130
1338152 N/A IN/A _ D6994 p7013 ICGCTGCTTCCACCAAGATTA 7 1131
1338167 IN/A IN/A 48686 48705 |CCTCCATCGGTCATAGGCCT B5 1132
1338175*N/A _INJA 52795 52814 |ACGCAGAGCTCTGTGTGCCC o 1133
1338210 IN/A /A B1547 B1566 |CCACTTATCACTTCTCAGIT B2 1134
1338223 N/A INJA 60406 60425 |GTGGAAGTCATTCTGTGGAA |58 1135
1338230 N/A _IN/A __B0076 B0095 TCACACGGCCATCTCCTICT |55 1136
1338253 /A /A 7586 R27605 [TGAGTGCCCAAAACTACAGC B6 1137
1338250 IN/A /A 68747 68766 |GGCTGCTCCACAGTGGGTAT P2 1138
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1338275 IN/A  INJA 140002 40021 |GATCACTGCCCTCCCCCITC pB7 1139
1338356 N/A IN/A  B3658 [33677 |AGGACTATTATACCCAGCCA |13 1140
1338359 N/A N/A  [77205 [77224 |AGGGCACCCACTCCACCCAC (66 1141
1338397 N/A N/A 58731 [58750 |CCTCACTCCCATGTCAGGAC 52 1142
1338442 N/A N/A 54119 54138 | GTGACAACCACACCACACAC17 1143
1338450 N/A N/A 2912 22931 (CTGTTTCAAAGCTCCAGCTA P22 1144
1338453 N/A IN/A  [17996 [18015 |ACTAAACTCTTCACCTGGGC |10 1145
1338500 N/A N/A  B7255 PB7274 |CCCGATACCTGCCCTAGCGC p6 1146
1338512 N/A N/A B6128 B6147 |ACTGCCCTTTTAGAGAGCAC P23 1147
1338530 N/A IN/A 38112 [38131 |CACCAGGGTCCTCACCCCCC @5 1148
1338543 N/A  N/A 79200 (79219 |GCCCACAGCCCTTTCACGGC B35 1149
1338578 N/A  IN/A 19680 (19699 [TCTTACATCCAGTCGAGGCA 66 1150
1338635 N/A  N/A  [78101 78120 TACTGACCCCAGCTTGCCAT 31 1151
1338744 N/A N/A 91627 91646 |GCTCTTGGCATCCACGGTCA PO 1152
1338759 N/A IN/A  R1013 1032 |CCCGAGACACCATCTGGTAA P3 1153
1338784 N/A  N/A 90386 90405 |AACAGCACCTTGACTAGCAC |16 1154
1338802 4483 #4502 94862 (94881 |CCCAATGCCCCCTAGATGCA P2 1155
1338823 N/A IN/A 62812 (62831 |GGCCGACAACCAGATGGAAAIL3 1156
1338830 N/A IN/JA 5528 [25547 |GCACAGGCACAAAATGCCCCILS 1157
1338844 N/A IN/A  ©2937 W¥2956 |GGCTGCACAAACCCTGCCAA |1 1158
1338866 N/A  N/A 0392 20411 (CCTAAGGGCTTTCTCACCCA @7 1159
1338868 N/A IN/A 86752 86771 |GTGATTTTCATCTGCAGGGT /50 1160
1338872 N/A N/A 2209 [32228 |CCAGGGAACCCCTTTCCTTG |19 1161
1338970 U730 H749 95109 95128 [TGCATCCATTTAATAGAAGT |i8 1162
1338972 N/A IN/A 45588 15607 |GCTTCTATCTCACACCCGTC K40 1163
1338989 N/A N/A B1081 [31100 |CCCATTCCTCCTTTGTATAA |53 1164
1339003 N/A N/A 50406 [50425 |AAGTGATTAAAACATTCGAT |63 1165
1339043 N/A N/A  [17424 [17443 |CTTGCCTTCACTTGCAGGCA 36 1166
1339083 N/A IN/A 81748 81767 |CCTTGGCCTCCAGATACGGC |57 1167
1339202 N/A  IN/A  H0627 WK0646 |GAGACCTCTCCTCTGCTTCA B6 1168
1339239 N/A N/A  R3620 23639 |CTTGACTCAATCATGCAGGT Pl 1169
1339312 N/A  N/A 56322 [56341 |ACTCACAATTCTCAAACTGC |10 1170
1339444 N/A  N/A 8518 [28537 |CCTCGCTTTACCCTCCCAAC B3 1171
1339463 N/A [N/A 18367 (18386 |GCATGGTTCTCTCTAGGCGG P29 1172
1339487 N/A  IN/A 83705 [83724 [TCTTTATCCTTCCACTGGGC 52 1173
1339489 N/A  IN/A  B4550 34569 |CCACAGAACTCCAGAAGCAA[ST 1174
1339492 N/A IN/A  W4413 44432 | GTGACAACCACACTCGAGGA @4 1175
1339511 N/A  N/A 87564 (87583 |CACCTGGTGTCCAAACTCAC 40 1176
1339614 3980 [999 94359 94378 |GGTTAAAAAACTCTCCTCAC p2 1177
1339658 IN/A  IN/A 1950 1969 (GTGTTGCTCAACTCCAGAGA B2 1178
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Bang 16. Mirc giam cia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v61 xuong
séng hdn hop duge do béi b doan do doan mdi KCNT1 ctia nguwdi RTS39496

bop vt dhu [k thiclad na] e KONT1 [PER
op chat|bat dau ket thuc|dau thac . o> 3h Ao
"% |SEQ ID|SEQ ID| 1D NO? SEQ ID Trinh ty (tr 57 den 37) o 17 IEID
NO:1|NO:1| 2 | NO:2 o
1080855 B854 B873 04233 94252 |GTCACGCTAGTGCCACCGTG PO 83
1337237 WA N/A 73460 (13479 |CACTTGGACACAGTGAGCAA B3 1179
1337310 WA N/A 56320 56339 [TCACAATTCTCAAACTGCIC P2 [1180
1337334 WA N/A 5484 125503 |TGCACAAGAACTTCCTGCCA |18 1181
1337387 N/A _N/A 61916 61935 |AGTGGCACCCTCCCTCTACT p6 182
1337418 WA _N/A 7584 R7603 |AGTGCCCAAAACTACAGCGGRO 1183
1337437 N/A /A 26993 7012 [GCTGCTTCCACCAAGATTAC 48 1184
1337484 A IN/A 48648 WU8667 [TCCCTTTACCTCCCCGTGGA 63 1185
1337492 N/A _N/A 00386 R0405 |GGCTTTCTCACCCAGAGCCG B9 1186
1337495 N/A _N/A 85820 85839 |GGCCTGAACCAGCTICTATCT W7 1187
1337542 U729 4748 95108 195127 |GCATCCATTTAATAGAAGTT 6 1188
1337551 /A N/A 86668 86687 |GGCAGGTGCCCATCCACCCA B7 1189
1337620 N/A _N/A 71774 71793 [TCTGTGGACCTCAACCCCCT B1 1190
1337687 N/A N/A 62789 162808 |GCGCACGGCCCCATCTGAAC I 1191
1337705 N/A _N/A 81747 81766 |CTTGGCCTCCAGATACGGCC [72 1192
1337723 B979 3998 04358 94377 |GTTAAAAAACTCTCCTCACT p6 1193
1337738 WA N/A 68218 68237 |GAACAGTCCATCCCAGATGA [38 1194
1337743 WA N/A 79199 [79218 |CCCACAGCCCTTTCACGGCC 54 1195
1337827 N/A _N/A 40471 40490 |CCACACCTGCCTCTCGGCTC 17 1196
1337838 N/A N/A  B1056 B1075 |GGCCTTAGTCCTATIGAATT B2 [1197
1337844 N/A N/A  B2176 B2195 |AGGCTGCAATTCAACACTGC 5 1198
1337900 N/A _N/A B7222 B7241 |GCTGAGTAAGGAAAATCCCC 3 1199
1337908 /A N/A 58027 58046 |GGTCCCCTGTTTACTGATCC Pl 1200
1337909 N/A N/A 77145 [77164 |GCCCGTTCTTCCCTTAACCA P33 1201
1337919 /A N/A 50392 50411 [TTCGATGTTTCCCAAAGCTC |13 1202
1337957 N/A N/A 03529 3548 ATGGCCGGCACCCTCCCCCG B0 1203
1337976 /A N/A 69583 169602 |GAGACATTCACCCAGGGCTG |11 1204
1338002 WA IN/A 55408 555427 |GACAAGCGGCCCCCAAGCCARI 1205
1338003 N/A _N/A 67911 67930 |IGGACGATCCACCCTGGACAG 8 1206
1338010 N/A /A 87563 87582 |ACCTGGTGTCCAAACTCACA |15 1207
1338046 N/A /A 56790 56809 CAAAGCTTCTCCTCTCTGGA p4  [1208
1338051 /A N/A 58720 58739 [TGTCAGGACAGICTTAGCCA p2 1209
1338094 /A  N/A  D4460 14479 |GGGAATTACAACCTGAAGCC|IS 1210
1338135 N/A N/A  B4530 4549 |GCGGAGAGCCCACACGCCATHI 1211
1338176 WA _N/A 17368 17387 |GCTGGGTGTTTACCCAAGAC 6 1212
1338195 N/A /A 175078 75997 |ACTCGGTCTTTCTCCICCCA P2 [1213
1338199 N/A IN/A 64871 64890 |GCCATACCCATCGATGCAAT |16 1214
1338202 N/A N/A 51420 51439 |CCCTCAACCCCCATGCACGC 50 1215
1338215 N/A _N/A 92164 192183 |GTGACGAGCACCCAGTGGGAII0 1216
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1338225 IN/A  IN/A 89246 89265 |CACTTCCCACCACAAGGCGC 36 1217
1338226 N/A  IN/A 84998 85017 |CAGAACTCGATTCACAGGTA PO 1218
1338303 N/A  IN/A 54079 54098 |CGCCTGAGCACTCTTACGCA PO 1219
1338328 N/A  IN/A  [18924 18943 TCTGAGGCCATCTTGAGGGA K9 1220
1338387 N/A  IN/A 144396 #4415 |GGAGAGGGCCACCCTTCAGCHI 1221
1338392 N/A IN/A 68641 68660 [TCTACCCCAGACAATCCACC [56 1222
1338460 N/A  IN/A  P1949 1968 [TGTTGCTCAACTCCAGAGAA §3 1223
1338627 N/A  INJA  1¥1902 41921 |GCAAACACCCCTGAAAGACAR] 1224
1338724 N/A  N/A (18354 18373 [TAGGCGGACAGCAAAAGCCT]36 1225
1338760*N/A  IN/A 52750 52769 [TGGGTCAGCCTCCAAGAGGCR1 1226
1338786 N/A  N/A (17995 18014 |CTAAACTCTTCACCTGGGCA P8 1227
1338854 N/A  N/A 82585 82604 |AGGCTGGCATCTCTAAGGCA P2 1228
1338861 N/A  IN/A 42857 ©2876 |ATCCGCAGCATCCAAACCCA K1 1229
1338934 N/A  N/A 65777 65796 |CCTAAAAGTCCTATCTGCCC P28 1230
1338939 N/A IN/A  ¥6672 ©6691 |CCATGGCGAACAACTTGTCC P9 1231
1338941 N/A  IN/A 19669 (19688 |GTCGAGGCAATTTCTCAGGA P26 1232
1338960 N/A  IN/A 93626 (93645 |CCAGGGCCCATCCCTGACCG |65 1233
1339027 N/A  N/A  B3551 B3570 |GTTGGGAGAAAAACAACCACPR4 1234
1339031 N/A  N/A 35848 pB5867 [TTATGACACCCATTCTGGAC |67 1235
1339040 N/A  N/A  B1546 B1565 |CACTTATCACTTCTCAGTTC P8 1236
1339072 N/A  N/A 90380 90399 |ACCTTGACTAGCACAAGCCC |15 1237
1339085 N/A N/A  [75168 [75187 |CCAGCACACCCCATCTCAGT |50 1238
1339111 N/A  N/A  ¥7625 H©7644 |GCTGAGATAGAAACAATGGCBI 1239
1339135 N/A  N/A 22909 p2928 [TTTCAAAGCTCCAGCTACAC W5 1240
1339165 N/A  N/A 60122 60141 |CCCACGGCCACACCTGTGTC K9 1241
1339189 N/A  IN/A 149015 ¥9034 |GTCCAGCCCCACTCTACCCT |65 1242
1339190 N/A  N/A 91618 91637 |ATCCACGGTCACTCCCGCCT B2 1243
1339216 @481 14500 (04860 94879 |CAATGCCCCCTAGATGCAGT PO 1244
1339221 N/A  N/A (78078 (78097 |ATCCAAGTAAACATCGCCAG§3 1245
1339297 N/A  IN/A (71033 [71052 |CCAGACGCACCGTCACACAT P9 1246
1339346 N/A  N/A 20985 PR1004 |GAGGGTCCACCATCAGGTCC 1 1247
1339392 N/A  IN/A 138104 (38123 [TCCTCACCCCCCAATTCCTA @4 1248
1339447 N/A  IN/A 9987 10006 |CCTTCCCCCCACGCCAGCAT [51 1249
1339468 N/A  IN/A  [32491 (2510 [TCTCCAGCGACTCTGAACCT P4 1250
1339552 N/A  N/A (83704 83723 |CTTTATCCTTCCACTGGGCC H7 1251
1339566 N/A IN/A  p8517 128536 |CTCGCTTTACCCTCCCAACA B5 1252
1339579 N/A  N/A 0068 B0087 |CCATCTCCTTCTGCCTGTTA WK2 1253
1339588 N/A  N/A 93252 93271 [TGCCGTCCTCCACATCCACA P4 1254
1339644 N/A  N/A 45587 ©5606 |CTTCTATCTCACACCCGTCA j4 1255
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Bang 17. Mitc giam cia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM voi xuong
séng hdn hop dugc do bdi bd doan do doan mdi KCNT1 cta nguoi RTS39496

Vitrl | Vited | Vitri

o (Vitribat], <7 |tk | g KCNT|SE
H(_Jp;chat A SEQ két thac| bat dau ket thuc Trinh tu (tir 5° dén 3%) 1 (% IDQ
o) ID NO: 1 SEQ ID|SEQ ID|SEQ ID UTC)| No.

NO:1 | NO:2 | NO: 2
1080855 3854 3873 94233 94252 |GTCACGCTAGTGCCACCGTG 29 283

1337254 N/A N/A 19579 (19598 |GGCAGAAGCCCCCAACTCAC 48 1256
1337263 IN/A IN/A 56789 156808 |AAAGCTTCTCCTCTCTGGAC #5 1257
1337275 N/A IN/A 51275 51294 |[CGTGGCTCACCTACCGTGGC 68 1258
1337285 IN/A IN/A 03251 93270 [GCCGTCCTCCACATCCACAC |19 1259
1337317 N/A IN/A 67897 167916 (GGACAGTCCACCTAGATGGT B4 1260
1337344 IN/A IN/A 39980 [9999 ICCCACGCCAGCATCCAGGAA 55 1261
1337372 [N/A N/A 18345 (18364 |AGCAAAAGCCTCTGCTGTCC 57 1262
1337398 N/A IN/A 48585 148604 ICTGGCAAGACCACGAAGCCA [71 1263
1337447 N/A IN/A 64826 64845 [GTTCCGTGAATTTCCCTGAA |18 1264
1337485 [N/A IN/A 34528 B4547 |GGAGAGCCCACACGCCATAC 50 1265
1337540 [N/A IN/A 86667 86686 (GCAGGTGCCCATCCACCCAC |68 1266
1337560 [N/A IN/A 79198 (79217 |CCACAGCCCTTTCACGGCCT (77 1267
1337589 IN/A IN/A 65776 65795 ICTAAAAGTCCTATCTGCCCA [6 1268
1337602 [N/A IN/A 47623 WK7642 [TGAGATAGAAACAATGGCCT B4 1269
1337625 B976 3995 94355 94374 AAAAAACTCTCCTCACTAGC (33 1270
1337693 IN/A IN/A 17993 (18012 |AAACTCTTCACCTGGGCATT 28 1271
1337712 N/A IN/A 32489 132508 [TCCAGCGACTCTGAACCTCT p7 1272
1337753 IN/A IN/A 32175 B2194 [GGCTGCAATTCAACACTGCC H0 1273
1337791 [N/A IN/A 40470 40489 [CACACCTGCCTCTCGGCTCT 4 1274
1337845 IN/A IN/A 03625 93644 |ICAGGGCCCATCCCTGACCGA 8 1275
1337880 IN/A IN/A 85812 85831 |ICCAGCTCTATCTTCCCAGAC 5 1276
1337899 IN/A IN/A 54078 154097 [GCCTGAGCACTCTTACGCAT P 1277
1337910 IN/A IN/A 68217 168236 |AACAGTCCATCCCAGATGAC 51 1278
1337934 [N/A N/A  R6990 PR7009 |GCTTCCACCAAGATTACCCT 29 1279
1337959 N/A IN/A 46331 46350 [TCATGGTGCCCACCCCCACA |71 1280
1337965 [N/A N/A 41854 #1873 |ACACAGCCCCACCCCTGCGG 4 1281
1337998 [N/A IN/A 00301 90320 (GAGGCCTTGCCCAACAGGGC [72 1282
1338030 [N/A IN/A 49008 149027 |CCCACTCTACCCTCTGGCAT [77 1283
1338063* IN/A IN/A 52674 152693 |AGGCCACTCCACTTCTTGGA 47 1284
1338064 N/A IN/A 71771 71790 |GTGGACCTCAACCCCCTACT [J38 1285
1338101 IN/A N/A 8514 P8533 |GCTTTACCCTCCCAACAGGT @4 1286
1338134 [N/A IN/A 82506 82525 |AACTGACTCCAGGATCCCTA j3 1287
1338143 IN/A N/A 22908 P2927 [TTCAAAGCTCCAGCTACACC 44 1288
1338196 4721 14740 95100 95119 [TTAATAGAAGTTTCCAGCGC 31 1289
1338318 IN/A IN/A 69374 169393 |IGCAGGGAACCCCACCACATC [72 1290
1338350 [N/A IN/A 02130 92149 (GGCCACCAGCTCATTTCACT j3 1291
1338463 [N/A N/A 75166 (75185 |AGCACACCCCATCTCAGTGA 45 1292
1338468 [N/A IN/A 77142 (77161 [CGTTCTTCCCTTAACCACCT B1 1293
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1338481 |N/A N/A 42856 142875 [TCCGCAGCATCCAAACCCAC p4 1294
1338489 IN/A N/A 31055 (1074 |GCCTTAGTCCTATTGAATTA |64 1295
1338499 IN/A N/A 50391 [50410 [TCGATGTTTCCCAAAGCTCA @7 1296
1338504 IN/A N/A  [55398 [55417 |[CCCCAAGCCACCTGGAACCA 12 1297
1338548 IN/A N/A 3466 23485 |GGCCATTTCTCAGGCTGGCC (66 1298
1338592 [N/A N/A 91605 91624 |[CCCGCCTGAATCCCCCACGC 41 1299
1338674 [N/A N/A 68632 168651 |[GACAATCCACCCCAGAGGGT #9 1300
1338705 [N/A N/A  B7184 [37203 |GGTCTGAGCACACGCTCCTA 29 1301
1338730 IN/A N/A 75977 (75996 |CTCGGTCTTTCTCCTCCCAC 33 1302
1338748 [N/A N/A 89245 [89264 |ACTTCCCACCACAAGGCGCA H#3 1303
1338897 IN/A N/A (78077 (78096 [TCCAAGTAAACATCGCCAGT 59 1304
1339016 [N/A N/A 158716 58735 |AGGACAGTCTTAGCCACCAA P8 1305
1339039 N/A N/A 25349 25368 |GATGGACGATATCTCCTGGA 22 1306
1339053 IN/A N/A 35847 B5866 [TATGACACCCATTCTGGACA |63 1307
1339059 [N/A N/A 81746 81765 [ITTGGCCTCCAGATACGGCCA [120 1308
1339088 |N/A N/A  K4395 44414 |GAGAGGGCCACCCTTCAGCC 54 1309
1339158 [N/A N/A 3536 B3555 |ACCACAGCCACCTCAAAGAT 106 1310
1339198 IN/A N/A  U5586 #5605 [TTCTATCTCACACCCGTCAC (66 1311
1339200 [N/A N/A 38102 [38121 |CTCACCCCCCAATTCCTACC |70 1312
1339205 [N/A N/A (70733 (70752 |JAGGTCTCTTCCCTCAGGGAC [/0 1313
1339244 IN/A N/A 29998 B0017 [TGTGCATAACACAAATATTG {58 1314
1339275 [N/A N/A 20957 R0976 AGTGAGCTCCCAACTCTGTC 4l 1315
1339318 |N/A N/A 87559 187578 |GGTGTCCAAACTCACAGGCT |13 1316
1339325 IN/A N/A 84987 185006 [TCACAGGTAAAAGACACGAC [/l 1317
1339393 [N/A N/A (73446 [73465 |GAGCAATGCCCACAAAGGTG 39 1318
1339404 @425 4444 94804 94823 |GTCTTCTGCTTCCTTCAGAA P8 1319
1339405 |N/A N/A 183567 83586 [TAAATTGGCATTAATGTCIT 90 1320
1339414 IN/A N/A 62788 162807 |[CGCACGGCCCCATCTGAACT P8 1321
1339430 IN/A N/A 20350 20369 |GGGCTCAGCCCTTTCAGACC 1[50 1322
1339434 IN/A N/A 61913 61932 |GGCACCCTCCCTCTACTGGC 3 1323
1339436 N/A N/A  R7583 R7602 |GTGCCCAAAACTACAGCGGT PO 1324
1339456 IN/A N/A 60121 [60140 [CCACGGCCACACCTGTGTCT PR3 1325
1339488 IN/A N/A 4451 R4470 [AACCTGAAGCCCAAACGGTT [70 1326
1339533 [N/A N/A 57933 57952 |GTCACCTGTTTTACTGAGCC j4 1327
1339609 IN/A N/A 17365 [17384 |GGGTGTTTACCCAAGACAGC P2 1328
1339624 IN/A N/A  B1514 B1533 |GTCTGCGCACAGCTGAGCTT p4 1329
1339639 IN/A N/A 56319 56338 |CACAATTCTCAAACTGCTCC |14 1330
1339649 IN/A N/A 18869 [18888 |CCGAAGCTCTAATCCCTGGC 32 1331
1339660 IN/A N/A 1948 21967 |GTTGCTCAACTCCAGAGAAC 44 1332
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Bang 18. Miic giam cia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop duoc do bdi bd doan do doan mdi KCNT1 ctia ngudi RTS39496

Hop chét byi? kYi Ei é{i trsi,géwi ;ﬂ - keNT1 | SEQ
op chat |bat dau [két thuc|dau thac . s 3A A>
"% ISEQ IDSEQ ID| ID No(:Q SEQ ID Trinh ty (t 5* den 37) o "y ID
NO:1|NO:1| 2 |NO:2 No.
1080855 B854 D873 194233 94252 |GTCACGCTAGTGCCACCGTG |15 b33
1080891 4702 W721 195081 195100 (CTGACCGTACAAACCAGTAA I8 D89
1337256 /A /A 148584 18603 TGGCAAGACCACGAAGCCAA[9 1333
1337339 WA /A 50382 50401 | CCCAAAGCTCACAACACTCA 66 1334
1337353 /A /A 51274 51293 |IGTGGCTCACCTACCGTGGCC 5 1335
1337366 WA IN/A (718024 78043 |IGGCTGGCCCCACATGCAGGC |58 1336
1337404 N/A INJA 3424 83443 ICCCTGGTGCCTTCTACAGGC 52 1337
1337537 N/A _IN/A_ B2487 B2506 |CAGCGACTCTGAACCTCTGC J30 1338
1337547 WA /A D8513 P8532 |CTTTACCCTCCCAACAGGTT 62 1339
1337554 N/A /A 82500 82519 ICTCCAGGATCCCTATGGGCT Pl 1340
1337588 /A IN/A 19156 (79175 |AGGCACCACCAGATGCCACA[TS 1341
1337604 WA N/A 115975 75994 |ICGGTCTTTCTCCTCCCACCA P36 1342
1337619 B975 3994 94354 94373 |AAAAACTCTCCTCACTAGCC P8 1343
1337660 N/A /A D0349 10368 IGGCTCAGCCCTTTCAGACCT |56 1344
1337742 WA N/A 555336 55355 [TGTCCCAGACCATCATCGAT 3 [1345
1337748 #368 14387 94747 94766 |ACGCACCCCTCTCACATGCC P4 1346
1337793*N/A /A 52607 52626 IGGGAAACCCCCCAAGTCCTC 39 1347
1337824 /A /A B810l P8120 TCACCCCCCAATTCCTACCT |67 1348
1337881 N/A _IN/A (1770 71789 [TGGACCTCAACCCCCTACTT |52 1349
1337888 /A INJA 91604 191623 ICCGCCTGAATCCCCCACGCC 59 1350
1337903 N/A IN/A 87558 87577 |GTGTCCAAACTCACAGGCTA [19 1351
1337950 N/A /A 09997 P0016 |GTGCATAACACAAATATTGC |18 1352
1337958 IN/A _IN/A_ D6984 D7003 |ACCAAGATTACCCTCAGGAT D7 1353
1338007 N/A /A 115165 [75184 |GCACACCCCATCTCAGTGAC 28 1354
1338009 /A IN/A _ B5846 B5865 |ATGACACCCATTCTGGACAT |50 1355
1338020 /A /A 61912 61931 |IGCACCCTCCCTCTACTGGCA Pl 1356
1338098 /A /A 118335 [18354 TCTGCTGTCCACTCCTGAAC 99 1357
1338142 N/A INJA _ B2174 P2193 IGCTGCAATTCAACACTGCCT |54 1358
1338154 /A /A B9904 139923 ICGGAGGCTGCCCATTAGCTG 99 1359
1338220 WA /A 41785 W1804 |AAACAGGTGCATTCTAGGGT M1 1360
1338250 N/A /A 64779 64798 |ACCTGGTGCACCTGGAGTCA 5 1361
1338265 IN/A IN/A 44338 W4357 |GCCCTGCTCAGCACGAAGCC |53 1362
1338325 /A /A 93154 93173 [TGGACAGGCCATTCCCACTC [34 1363
1338357 WA /A B4523  [34542 IGCCCACACGCCATACAGTTA |61 1364
1338393 N/A A 56290 56309 GGACATTCCCAGCATTGACC [22 1365
1338415 IN/A /A 118868 18887 |CGAAGCTCTAATCCCTGGCC M3 1366
1338507 N/A /A 184986 85005 |CACAGGTAAAAGACACGACAl] 1367
1338513 N/A /A D3450 123469 IGGCCGTGTCCTCCCAAGCCT R7 1368
1338516 /A /A 58711 58730 |AGTCTTAGCCACCAAGGCCT |56 1369
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1338528 N/A  N/JA 59994 160013 |GGACGGGTCCCCATCTTGCC 1370
1338557 N/A  N/A 17363 17382 (GTGTTTACCCAAGACAGCTA 1371
1338680 N/A  [N/A 69373 169392 (CAGGGAACCCCACCACATCA 1372
1338710 N/A  [N/A  §5577 #5596 |ACACCCGTCACCCTCTGCAC 1373
1338727 N/A  N/A 47599 17618 (GTCCCAGGCTTCTCTTGGGA 1374
1338731 N/A  IN/JA 4384 4403 GTGTTCTGTTTTACACTAAT 1375
1338756 N/A  [N/A {0431 40450 GTGAGATCCACACTCCAGAA 1376
1338761 N/A N/A  R7582 27601 [TGCCCAAAACTACAGCGGTC 1377
1338769 N/A  N/A 90160 90179 |[CGCCAGGGCAGAATTACCTT 1378
1338811 N/A N/A  [73444 73463 |GCAATGCCCACAAAGGTGGC 1379
1338815 N/A  N/A 19578 19597 | GCAGAAGCCCCCAACTCACT 1380
1338899 N/A  N/A 2907 [P2926 [TCAAAGCTCCAGCTACACCT 1381
1338900 N/A IN/A  R1947 21966 [TTGCTCAACTCCAGAGAACC 1382
1338908 N/A  N/A  B1009 p1028 |(CCTTAATTACCTCTAAAGAA 1383
1338938 N/A |N/A 81680 1699 [TCCCAGTGCCTCACACGCGG 1384
1338959 N/A  N/A  B5811 85830 |(CAGCTCTATCTTCCCAGACA 1385
1338982 N/A N/A 56788 56807 |AAGCTTCTCCTCTCTGGACA 1386
1339005 N/A  N/A 57932 57951 [TCACCTGTTTTACTGAGCCT 1387
1339029 N/A  [N/A 92129 92148 |GCCACCAGCTCATTTCACTC 1388
1339052 N/A  N/A #9007 ¥9026 |(CCACTCTACCCTCTGGCATC 1389
1339120 N/A  N/A 17965 17984 |GGTGGGCTCATTATTAGAGC 1390
1339150 N/A  [N/A  §2853 142872 GCAGCATCCAAACCCACGGT 1391
1339161 N/A  N/A #6246 K6265 |ICAACAGTTCTCCCTGCTGAC 1392
1339187 N/A  N/A 86662 (86681 [TGCCCATCCACCCACTTGGA 1393
1339208 N/A  N/A 68619 68638 |AGAGGGTCCACCCCAGACAG 1394
1339215 (1415 [1434 (70613 70632 | AGCAGGCCTCCCCATTGTCC 1395
1339251 N/A  N/A 65765 65784 |ATCTGCCCAGAACCTCGCCA 1396
1339267 N/A  N/A 1486 [31505 |GCAGAGGGTCCCATGAGGCT 1397
1339343 N/A  N/A 54077 54096 (CCTGAGCACTCTTACGCATA 1398
1339368 N/A  N/A 89082 (89101 |CCCCAAAGTCTCCCCCCTAC 1399
1339375 N/A  N/A  B3534 [33553 |CACAGCCACCTCAAAGATGA 1400
1339403 N/A  [N/A 5322 P25341 GCAGGACAATTTCTAGGTAC 1401
1339498 N/A  IN/A 77137 77156 [TTCCCTTAACCACCTGTGCA 1402
1339507 N/A  N/A 67895 167914 |ACAGTCCACCTAGATGGTCC 1403
1339527 N/A  N/A  P3614 93633 |CCTGACCGACACCTGTCCCA 1404
1339537 N/A  IN/A 62787 162806 |GCACGGCCCCATCTGAACTC 1405
1339541 N/A  [N/A 68214 168233 | AGTCCATCCCAGATGACCCA 1406
1339659 N/A  N/A  R0956 0975 |GTGAGCTCCCAACTCTGTCC 1407
1339664 N/A  N/A  B7179 B7198 |GAGCACACGCTCCTATGCAT 1408
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Bang 19. Mirc giam cia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong

séng hdn hop dugc do boi by doan dd doan mdi KCNTI cta ngudi RTS39496

Hop ché b\'ﬁcttlci kYi ;ﬁ ?i]‘i trégéwi 1taﬁ - KCNTI | SEQ
op chat |bat dau [két thuc|dau thuac . N S
"% SEQ IDISEQ ID| ID No(:2 SEQ ID Trinh oy (tr 5”dén 3%) 4o/ yyrcy IEID
NO:1|NO:1| 2 | NO:2 0
1080855 B854 P873 (94233 194252 |GTCACGCTAGTGCCACCGTG Bl h83
1080888 698 W717 95077 195096 |CCGTACAAACCAGTAAGGAABI 55
1337224 N/A N/A  [73379 73398 |CAGAGAGACTCCACCTGTCC [72 1409
1337241 INJA  N/JA  W4316 W4335 |CCCAGGCCCCATGTGTGGTC B3 1410
1337261 IN/A N/A  [75959 [75978 |ACCACAGCCTAGACCAGGCT B35 1411
1337278 INJ/A IN/A 168178 168197 |CTGGACAGTTCACCCCAGAT P3 1412
1337320 INJA  N/A 64141 164160 |GTCTTACTTCTTAATGGAGA [10 1413
1337361 INJA N/A 65622 65641 |GGCTGAGGTTTCTACAGCCA |59 1414
1337362 INJA  N/A 50378 150397 |AAGCTCACAACACTCAGGGT 36 1415
1337368 INJA N/A 9984 0003 |ATATTGCCATTTTAACCCTC [36 1416
1337370 N/A  N/A 78006 78025 |IGCAGAGTCCCACCACCAAGA |63 1417
1337397 N/A N/A 93149 93168 |AGGCCATTCCCACTCGCTGT j32 1418
1337443 IN/A N/A 86660 86679 |CCCATCCACCCACTTGGACA [38 1419
1337454 N/A N/A 0945 P0964 |ACTCTGTCCACTTCCTCCAC B9 1420
1337466 IN/A N/A  [19542 19561 |GAAAGTTGCCCACTCCTGTA 63 1421
1337469 N/A N/A 184930 [84949 |GGGTTCGCCCTTACTCATCA B3 1422
1337478 INJA N/A 4379 4398 [CTGTTTTACACTAATGCGGG [68 1423
1337548 U366 U385 (94745 94764 |GCACCCCTCTCACATGCCCG U6 1424
1337574 B973 B992 [94352 94371 |AAACTCTCCTCACTAGCCTG P8 1425
1337597 INJA  N/A  [75151 (75170 |AGTGACACTCAAAAGTGCTC W3 1426
1337610 IN/A  N/A 55302 55321 |CCAAGGAGACCTCACTGCTC P9 1427
1337639 N/A N/A 58690 58709 [TGGCTGACCCCCGCCAGGGC [34 1428
1337724 IN/A N/A 51141 51160 |GATGCGGGCCAGGCTAGGCCRI1 1429
1337746 IN/A N/A  [18851 18870 |GCCACTCTCCCTCCAATAGA W3 1430
1337747 N/A N/A 68605 68624 |AGACAGTCCACCCTGGATGA W5 1431
1337756 IN/A  N/A 85807 [85826 [TCTATCTTCCCAGACACACT [66 1432
1337759 INJA  N/A  W6174 W6193 [TAGTCATACACAGATGGCCA [73 1433
1337788 IN/A N/A  [59991 60010 |CGGGTCCCCATCTTGCCTAC |57 1434
1337836 N/A N/A  ]8019 B8038 |GCACCGGGCACAGATCCCAC B35 1435
1337857 IN/A IN/A  [56703 56722 |CCGGGCTCCCATGAATGTCC B3 1436
1337902 N/A N/A 0947 B0966 |GGGCTTTGATATATAAATCT W2 1437
1337935 N/A IN/A  WK1399 W1418 |[GCCAAGGAACATCAGGGCGA}5 1438
1337943 N/A N/A  [82467 82486 [TGGCCGGAACACACTTTCAC 59 1439
1338037 1413 1432 [70611 [70630 |CAGGCCTCCCCATTGTCCAT W5 1440
1338119 INJA N/A 2825 D2844 |GCCCTAGCTTCCCCAGAGCA D7 1441
1338123 N/A N/A 6982 P7001 |CAAGATTACCCTCAGGATCA [52 1442
1338238 IN/A N/A  B5744 B5763 |GTCTGAGACCCATCTGGGTC [74 1443
1338267 INJA  N/A  W2771 W2790 [TCTCTGCCAGCCCTAACTTA [58 1444
1338272 N/A N/A  B7095 B7114 |AGCACGAGTACCCTCTGCCA [36 1445
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1338307 N/A  N/A  B3509 B3528 |AGCTGCTAAAAGAAATGCCAQRG6 1446
1338311 N/A  N/A  [711765 [11784 |CTCAACCCCCTACTTGGTCT |57 1447
1338372 N/A  IN/A #5575 #5594 |JACCCGTCACCCTCTGCACCA U0 1448
1338412 N/A  N/A 87549 R7568 |CTCACAGGCTACTCCCCCCA B5 1449
1338485 N/A  IN/A 62452 62471 |GGTCCCCTCCTTCTCCCATC P2 1450
1338495 N/A N/A 77110 77129 JACGCTCCTCCAGCTGAGCCT 53 1451
1338538 N/A INJA  B2172 2191 [TGCAATTCAACACTGCCITA P9 1452
1338564 N/A  IN/A 54043 54062 [TTTGAGGAAATCTACGGGTA P8 1453
1338583 N/A IN/A 91599 P1618 [TGAATCCCCCACGCCAGGCC 34 1454
1338609 N/A  N/A 79136 79155 |GCTGTACCCACAGGCGGCAC 68 1455
1338632 N/A  IN/A  W7565 #7584 |ACAGGCTCCATTGAGAGGCT 52 1456
1338637 N/A  IN/A 23309 3328 |ATGTTAAATATAACCACCCC [70 1457
1338645 N/A  IN/A 93542 93561 |CCCGCACCCACCTCIGGTGC [75 1458
N/A  N/A 56054 56073
1338719 /A N/A 56118 56137 TGGAGTGGAGACTCATCCCA (18 1459
1338813 N/A  IN/A 17945 (17964 |ACTGAGTTCAACAAGATGAA 28 1460
1338860*N/A  IN/A 52340 52359 |GCCCCACTCACCATGCAGAC |7 1461
1338862 N/A  IN/A  R7568 R27587 |GCGGTCTCTTCTCTCIGTTC P3 1462
1338913 N/A N/A 17281 (17300 |GATGAATTATTCCCATGGGC Bl 1463
1338924 N/A  N/A 57904 57923 |[CCTTGGCATTCACTGAGCCT |19 1464
1338984 N/A  IN/A 25293 P25312 [TCCTGACACCCCACCAACGC 85 1465
1339015 N/A  N/A 18333 (18352 [TGCTGTCCACTCCTGAACAC 83 1466
1339021 N/A N/A 89016 89035 GTCTTGTTCTCTGCGAGAAC |13 1467
1339066 (1068 |1087 61818 61837 |GCCACGCAGATCATGATGAC 54 1468
1339087 N/A  N/A  PB9852 B9871 |CTCAACCGCCTCTTCTGCAA 86 1469
1339095 N/A  N/A 20260 P0279 |CACACGGCTCCTGTGAGTCA 1 1470
1339169 N/A N/A  PB1410 B1429 |CCCAGGCTCATTCCCGCCAT |50 1471
1339179 N/A  N/A 148970 #8989 |CGAGGCAGAATTCTCCATTC 34 1472
1339206 N/A  IN/A 83413 83432 [TCTACAGGCTCCTTGCATGC @7 1473
1339271 N/A  N/A 69371 69390 |GGGAACCCCACCACATCACT 56 1474
1339413 N/A  N/A  R1945 21964 |GCTCAACTCCAGAGAACCAA U9 1475
1339432 N/A  N/A 92126 92145 |ACCAGCTCATTTCACTCCGG P1 1476
1339500 N/A  IN/A 28502 28521 |CAACAGGTTCTACCTACCAA 93 1477
1339509 N/A  N/A (2484 B2503 |CGACTCTGAACCTCTGCCTC [70 1478
1339553 N/A  N/A  P0156 0175 |AGGGCAGAATTACCTTGCAA 33 1479
1339560 N/A  N/A  W0425 40444 [TCCACACTCCAGAAGAACAAKRI 1480
1339565 N/A IN/A 67852 67871 [TCTCATGGCTCTCATTGGCC @1 1481
1339575 N/A  N/A  B4509 B4528 |CAGTTATGACTCAATGAGCC W48 1482
1339618 N/A N/A 81636 (81655 [TCCTGGTTCCACCATCAAGA 63 1483
1339622 N/A  IN/A 8514 8533 |GCAACCCTGCCCATTGCCAG [70 1484
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Bang 20. Mirc gidm cia KCNT1 ARN bai cac gapmer 5-10-5 MOE 4.000 nM v61 xuong
séng hdn hop duge do boi b doan do doan mdi KCNT1 ctia nguoi RTS39496

Hop ikt dhu [k thicld re) e KCNT1 | SEQ
op chat |bat dau [két thuc|dau thac . N S
"% |SEQ ID|SEQ ID| ID NO:Q SEQ ID Trinh ty (6 5” den 3°) o/ ey IEID
NO:1|NO:1| 2 | NO:2 0
1080855 B854 D873 194233 94252 |GTCACGCTAGIGCCACCGTG I8 P83
1337222 N/A  N/A _ |19455 [19474 |GGGCTGGACACCAGCCGACC 65 1485
1337239 /A IN/A 48943 148962 |CACCAGGCCAACCATCCCCC 57 1486
1337318 N/A IN/A 85691 85710 |CTTGCCATCCCGAAATTCCA B3 1487
1337348 WA N/A R9976 9995 |ATTTTAACCCTCTITGCCGC 58 1488
1337452 N/A N/A 64019 64038 TGCACATCCCGATTTGGCCC B6 1489
1337457 N/A IN/A 84790 84809 |GTGATTTGCATCCAGAATTC W7 1490
1337517 N/A _N/A 71575 [71594 [TGGTCCCTGCCCATAGAGGT B6 1491
1337538 /A N/A_ |18845 [18864 |CTCCCTCCAATAGAACCICA B6 1492
1337649 /A _N/A 00107 190126 |CACTGGCTGTTAAATTTGCT |18 1493
1337668 N/A /A D0940 P0959 GTCCACTTCCTCCACCGGGC D3 1494
1337680 N/A _N/A 83316 83335 |GTCTCTGTATATGCCTGGCC 65 1295
1337690 N/A IN/A _ B2086 B2105 GCACAGCTCCCATGGATGAA |19 1496
56025 56044
1337697 N/A IN/A 56089 56108 |GGTCCCAGGCCTCTGAGCGC [10 (1497
56153 56172
1337700 N/A _N/A 16996 77015 |GGTGCCGAACCTTAAGGACC U1 1498
1337725 N/A N/A  R7518 127537 |GCAGGTCCACCCTCCCCCGC 25 1499
1337771 N/A _N/A __B7927 [7946 [TAACCGTTCCCTTCCATGIC Rl 1500
1337777 N/A IN/A 55294 55313 |ACCTCACTGCTCACAAGGCC |18 1501
1337784*N/A INJA 52238 52257 GCCTTCGCCATCGCCAGGCT |14 1502
1337795 N/A _N/A 86406 86425 |GGGCTCGCCACCCCTCATGC W3 1503
1337855 N/A IN/A _ D1896 PRI915 GCTAATGAAACAGCCTGGTC U3 1504
1337978 A N/A_ 1718952 78971 ICTTGGTTTCCAATCATCATT B6 1505
1337981 /A N/A  B2439 B2458 [TTGGCTCACCCAGATCATCC Bl 1506
1337992 N/A IN/A 53649 58668 |AACCATGGTCCTCCTGGGCC B8 1507
1337997 N/A IN/A 17841 17860 ICTCTTGGTTCACACAACCAA |17 1508
1338015 N/A _N/A 67431 67450 GGGCTGCCACCCTCACTGAA 51 1509
1338071 /A N/A 62366 62385 |GCCCAAGCACTTCACACCCT D6 1510
1338078 N/A IN/A 68133 68152 |GATGGTCCACACTAAATGGT U8 1511
1338085 /A IN/A 69098 69117 ICACTATGCCACTAAGGACAC |60 1512
1338088 /A N/A  B3378 P3397 |AGGTAAGCATTTAAACCTTG B4 1513
1338100 N/A N/A  B7048 37067 |ATGGAAGCCCCCTTCAACCC 24 1514
1338180 N/A IN/A  D4230 Pp4249 TCTCAGGGTCTCCCTGGATA |50 1515
1338200 N/A IN/A 8397 8416 |AGCTCAGGCCACCCAAGACT @3 1516
1338204 N/A _N/A  B1389 P1408 TGCGGAATCCCCTCCTGCAC W7 1517
1338283 N/A IN/A 93415 93434 TCTGTTCACCTCACATGCAT #5 1518
1338301 /A IN/A _ D0129 10148 GGGATGGCTTCTAATGGCAG p4 1519
1338308 N/A _N/A 06886 126905 |CAGGGTCATCCTCGAAGCCA 25 1520
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1338332 N/A  N/A (77995 78014 |CCACCAAGAAACATCGCAGA52 1521
1338351 NJA N/A 91344 91363 GCTCCGCTTGAATCTAAACA |15 1522
1338402 N/A  N/A  [73267 (73286 |GTCTCCCGCCCTGCCTGGTC 21 1523
1338467 N/A  N/A 17257 17276 |[CCTGTTGGTCCTTAACTGAA B0 1524
1338474 N/A  IN/A  P4425 4444 |ACCAGCACAGCAAAGGCACABG6 1525
1338520 N/A  N/A 2454 82473 |CTTTCACTCTCCATCGGGTT Bl 1526
1338536 N/A  IN/A 88950 [88969 |GCTGGCCCAACTCTAGCTGA p6 1527
1338562 N/A  IN/A 3101 P3120 |CACCCTTCCCAAACTCAGCT @5 1528
1338631 N/A  N/A  B0920 30939 |CACAGTTCAATCCCGAACAC D3 1529
1338639 N/A  INJA (75847 [75866 |GCCTTGGGCTCTTACCCACA Bl 1530
1338683 N/A  N/A #7511 W7530 |GCTCAAACCATCAGGACCCA PO 1531
1338690 N/A  INJA 92120 92139 [TCATTTCACTCCGGCAGGCA |15 1532
1338725 N/A  N/A #2691 #2710 |CTCGCTGTCAACACACGAAC 38 1533
1338773 N/A N/A  B5706 [35725 [TCTGAAGCCCCAAACTAGCT 63 1534
1338776 N/A  IN/A 93094 93113 |GCATCAGCCCAGAGCACCCC p2 1535
1338779 N/A  N/A  ©44272 44291 [TGAGCTCCACCTCATGCCGA P2 1536
1338795 N/A N/A 56670 56689 |GGTCGGGCTATCTAACCCAC |12 1537
1338806 N/A  IN/A 59651 [59670 |GGGTTTGTCACACCCTTCAC P2 1538
1338817 N/A  IN/A 65553 65572 | GCATGGGACAATCTCCCCCA |19 1539
1338835 N/A  N/A (74943 174962 |AGGCAGCACTCACTCTACCA 62 1540
1338840 N/A  N/A 50285 50304 [TAGAGTCCCAGCACCTGCCT 32 1541
1338865 N/A  IN/A 18306 (18325 [TACAGCATTACAATTTGATC P3 1542
1338871 4363 1382 94742 94761 |CCCCTCTCACATGCCCGGCT P8 1543
1338895 N/A  N/A 68551 68570 |ATGGATGGTCCACCCCAGAC |17 1544
1338914 N/A  N/A 51100 51119 |AGGAAAACTCCAATGCTGCC |56 1545
1338918 N/A N/A 61485 61504 [TCTGTCCCCAAGCTCTGCCG P21 1546
1338949 3938 [3957 94317 94336 |GAGCTGGCCCTCCCCCCGCA 32 1547
1339004 N/A  N/A 57690 57709 |GGCCTGGTTTCCCTATTITAC 26 1548
1339013 N/A N/A  B9660 [9679 |CCTGATGAAACTTCAGCCCT #4l1 1549
1339037 N/A  IN/A 40417 140436 |CCAGAAGAACAAACCTACCA[S8 1550
1339129 N/A  N/A #5288 145307 |CAAAGCCTCTTCCATTTGAC |68 1551
1339149 U695 ©714 95074 95093 [TACAAACCAGTAAGGAACCA|9 1552
41167 HA1186
1339246 N/A  IN/A 50778 50797 TGAGCTCCTCAGCATGGGCC 25 1553
1339278 N/A  N/A 53948 [53967 |CTGGAGACACCATCTTCGGA |13 1554
1339367 N/A  N/A 5089 5108 [TCAGCCTTCACTCACACAGT A0 1555
1339373 N/A  N/A (70358 (70377 |AGTGGGCATCCCCATACTGC 62 1556
1339397 N/A  N/A 22735 D22754 |GGCTCAGTGCCCTTCAGGGA 26 1557
1339535 N/A  N/A  B1460 1479 |GCTGCTCACCTTTTCTAGTT 166 1558
1339544 N/A  N/A 87544 87563 |AGGCTACTCCCCCCAGGCCT A4l 1559
1339594 N/A IN/A #6150 46169 |GGGAAGCTCCACACCAGCTC A2 1560
1339665 N/A  INJA 48469 8488 GTTCCTCCCCAGACACCGT 34 1561
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Bang 21. Mtrc giam ctia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong

séng hén hop duge do boi bo doan do doan mdi KCNT1 ciia ngudi RTS39496

Vi tri

Hop chét b\‘]ti ér*i tlfﬁt b\‘/ti ér‘i kXitg}, KTCIN SEQ
op chat |bat dau| thuac |bat dau |ket thuc . < s A As
"% ISEQID| SEQ |SEQ ID|SEQ D Trinh ty (tir 5° dén 3°) U(f’lf’ 1D

NO:1| ID |NO:2 | NO:2 C | No.

NO: 1 )

1080855 | 3854 | 3873 | 94233 | 94252 | GTCACGCTAGTGCCACCGTG |23 | 283
1337253 | 2743 | 2762 | 80762 | 80781 | CATGTAGTCCTCCTCGGCGC |28 | 1562
1337270 | N/A | N/A | 22602 | 22621 | GCAAAGCTCCCTCTGGAGGA |53 | 1563
1337295 | N/A | N/A | 32420 | 32439 | CACGATAATTTCCCATCTTC |27 | 1564
1337305 | N/JA | N/A | 71519 | 71538 | TGACCCTGCCTTCACTGACC |66 | 1565
1337384 | N/A | N/A | 20104 | 20123 | GGCATCAGACCCCACCCCAA |30 | 1566
1337489 | N/A | N/A | 63575 | 63594 | AAMMGCAGGTCCCCCTGCACC |43 | 1567
1337511 | N/A | N/A | 39659 | 39678 | CTGATGAAACTTCAGCCCTC |54 | 1568
1337533 | 2002 | 2021 | 73015 | 73034 | CGAGAAGGCCCTCTTCTTCC |49 | 1569
1337545 | N/A | N/A | 86405 | 86424 | GGCTCGCCACCCCTCATGCA |37 | 1570
1337586 | N/A | N/A | 69090 | 69109 | CACTAAGGACACATTCAGGC |34 [1571
1337591 | N/A | N/A | 90106 | 90125 | ACTGGCTGTTAAATTTGCTA |18 |[1572
1337611 | N/A | N/A | 37926 | 37945 | AACCGTTCCCTTCCATGTCA |43 | 1573
1337638 | N/A | N/A | 87543 | 87562 | GGCTACTCCCCCCAGGCCTC |25 | 1574
1337676 | N/JA | N/A | 25085 | 25104 | CCTTCACTCACACAGTGGCC |36 | 1575
1337707 | N/A | N/A | 83281 | 83300 | GGCATCTGTCCCACATGGAC |45 | 1576
1337776 | N/A | N/A | 28339 | 28358 | GGTACGGCCTCATCCAGGTC |38 [1577
1337846 | N/A | N/A | 59649 | 59668 | GTTTGTCACACCCTTCACTT |38 | 1578
1337917 | N/A | N/A | 18840 | 18859 | TCCAATAGAACCTCACTGTA |51 | 1579
1337984 | N/A | N/A | 31388 | 31407 | GCGGAATCCCCTCCTGCACA |48 | 1580

N/A | N/A | 56053 | 56072
1338036 [ T/a Tseris T 2e136 | GGAGTGGAGACTCATCCCAC |17 | 1581
1338073 | N/A | N/A | 27516 | 27535 | AGGTCCACCCTCCCCCGCAA |41  [1582
1338105 | N/A | N/A | 33373 | 33392 | AGCATTTAAACCTTGGTGGA |26 | 1583
1338108 | N/A | N/A | 17839 | 17858 | CTTGGTTCACACAACCAAAT |41 | 1584
1338147 | N/A | N/A | 56669 | 56688 | GTCGGGCTATCTAACCCACA |12 [1585
1338205 | N/A | N/A | 21895 | 21914 | CTAATGAAACAGCCTGGTCA |78 | 1586
1338236 | NJA | N/A | 17256 | 17275 | CTGTTGGTCCTTAACTGAAA |26 | 1587
1338242 | N/A | N/A | 62364 | 62383 | CCAAGCACTTCACACCCTGA |32 [ 1588
1338254 | N/A | N/A | 45287 | 45306 | AMAGCCTCTTCCATTTGACC |59 [ 1589
1338274 | N/JA | N/A | 92110 | 92129 | CCGGCAGGCACAGACTGGCC |26 | 1590
1338290 | N/A | N/A | 77994 | 78013 | CACCAAGAAACATCGCAGAC |70 | 1591
1338296 | N/A | N/A | 37047 | 37066 | TGGAAGCCCCCTTCAACCCT |48 | 1592
1338331 | N/A | N/A | 51004 | 51023 | GCACATGTCCCCCTAAACGG |55 | 1593
1338426 | N/A | N/A | 18305 | 18324 | ACAGCATTACAATTTGATCA |37 | 1594
1338443 | N/A | N/A | 34417 | 34436 | AGCAAAGGCACAACAAGATC |83 | 1595
1338449 | N/A | N/A | 35705 | 35724 | CTGAAGCCCCAAACTAGCTG |49 | 1596
1338451 | 4362 | 4381 | 94741 | 94760 | CCCTCTCACATGCCCGGCTT |27 [ 1597
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1338456 |N/A | N/A 123098 | 23117 | CCTTCCCAAACTCAGCTCCA |67 | 1598
1338497 |N/A | N/A | 42690 | 42709 | TCGCTGTCAACACACGAACA |36 | 1599
1338506 | N/A | N/A | 40416 | 40435 | CAGAAGAACAAACCTACCAA | 69 | 1600
NA | N/A | 67276 | 67295
1338540 (A A | CTGAGAGGACTCAGGGACTT |31 | 1601
1338544 | N/A | N/A | 85690 | 85709 | TTGCCATCCCGAAATTCCAA |59 | 1602
1338608 13937 | 3956 | 94316 | 94335 | AGCTGGCCCTCCCCCCGCAT |32 | 1603
1338622 | N/A | N/A | 48400 | 48419 | CTTTGAGGCCCCTTGACCTC | 65 | 1604
1338702 | N/A | N/A | 58560 | 58579 | GAGCGGCTATCCCGCTGCCC | 110 | 1605
1338735 | N/A | N/A | 44244 | 44263 | AGGCTGTCCCCTTGTCTCCA | 40 | 1606
1338747 | N/A | N/A | 49819 | 49838 | GGCTTGTCACCCCACCGGGC |55 | 1607
1338751 | N/A | N/A | 68549 | 68568 | GGATGGTCCACCCCAGACGA | 15 | 1608
1338792 | N/A | N/A | 46107 | 46126 | GGGCCCACCATAGCCCTGCA | 62 | 1609
1338816 | N/A | N/A | 76995 | 77014 | GTGCCGAACCTTAAGGACCC |47 | 1610
1338843 | N/A | N/A | 57689 | 57708 | GCCTGGTTTCCCTATTTACT | 13 | 1611
1338847 | N/A | N/A | 84781 | 84800 | ATCCAGAATTCCAGCCGTAC |44 | 1612
1338896 | N/A | N/A | 70357 | 70376 | GTGGGCATCCCCATACTGCC | 61 | 1613
1338936 | N/A | N/A | 55266 | 55285 | TGGCCAGCTCCTCTTGTCTT | 10 | 1614
1338955 | N/A | N/A | 53947 | 53966 | TGGAGACACCATCTTCGGAA |28 | 1615
1338956 | N/A | N/A | 24175 | 24194 | CGCTTGAGTCATAAAGACGC |39 | 1616
1338971 | A |N/A | 52174 | 52193 | CAGGCACCCCACTCACTCGA |58 | 1617
1338973 | N/A | N/A | 74942 | 74961 | GGCAGCACTCACTCTACCAC |52 | 1618
1338087 | N/A | N/A | 47465 | 47484 | CTTCGACTCACCGTGGCTCC |34 | 1619
NA | N/A | 41165 | 41184
1338098 (LA Tt AGCTCCTCAGCATGGGCCCC |50 111620
1339006 | N/A | N/A | 75846 | 75865 | CCTTGGGCTCTTACCCACAT | 46 | 1621
1339019 | N/A | N/A | 29975 | 29994 | TTTTAACCCTCTTTGCCGCC | 71 | 1622
1339038 | N/A | N/A | 65552 | 65571 | CATGGGACAATCTCCCCCAA |34 | 1623
1339058 | N/A | N/A | 93398 | 93417 | CATGCATGCCTTCATCTACA |22 | 1624
1339077 | N/A | N/A | 48942 | 48961 | ACCAGGCCAACCATCCCCCA |59 | 1625
1339166 | N/A | N/A | 26816 | 26835 | GAGGAAGCTCCAATCCAGGT |43 | 1626
1339211 | 4681 | 4700 | 95060 | 95079 | GAACCAGCAGCAAAGGACGC | 42 | 1627
1339226 | N/A | N/A | 78951 | 78970 | TTGGTTTCCAATCATCATTT |31 | 1628
1339339 |N/A | N/A | 30913 | 30932 | CAATCCCGAACACCATGTCA | 61 | 1629
1339347 |N/A | N/A | 88946 | 88965 | GCCCAACTCTAGCTGATGCC |23 | 1630
1339351 |N/A | N/A | 91317 | 91336 | GCAGCTCCCCAGCCCCAGAA | 15 | 1631
1339472 |N/A | N/A | 68132 | 68151 | ATGGTCCACACTAAATGGTC |40 | 1632
1339496 | N/A | N/A | 61469 | 61488 | GCCGGAGCCACCTCCTGCCT |16 | 1633
1339501 | N/A | N/A | 93068 | 93087 | GCAGCTCATCCCTCCGAGAA |26 | 1634
1339526 | N/A | N/A | 31908 | 31927 | CCACAGGCCACCTTGAGGTG | 56 | 1635
1339577 |N/A | N/A | 19431 | 19450 | GCCCCCCACCTTCCAGATCT |40 | 1636
1339605 | N/A | N/A | 82338 | 82357 | CCACGGTGTCACAATCCTGC |38 | 1637
1339655 | N/A | N/A | 20846 | 20865 | GCCGAGCTCTTCTCTGTCCA |25 | 1638
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Bang 22. Mirc giam cia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hén hop duge do bdi bd doan do doan mdi KCNT1 cua ngudi RTS39496

Viwd | P8

Hop chi Pt ddu tﬁitc b\é:t1 cttgu kg?tgéc KCNT1 (%| SEQ
. N S 0

% SI];:)Q SEQ |SEQID|SEQID| ~ Trinht(tr5”dén3) UTC)  |ID No.

NO-: 1 ID |NO:2 | NO:2

NO: 1

1080855 3854 [873 194233 04252 IGTCACGCTAGTGCCACCGTG P26 b33
1337255 N/A IN/A 56666 56685 GGGCTATCTAACCCACAGCC P28 1639
1337274 N/A IN/A_ [74939 174958 |AGCACTCACTCTACCACGGA 68 1640
1337314 /A IN/A 62360 62379 IGCACTTCACACCCTGAGGCA |18 1641
1337324 N/A N/A 85684 85703 TCCCGAAATTCCAAATCCTC |51 1642
1337349*N/A /A 52173 b2192 |AGGCACCCCACTCACTCGAT |52 1643
1337385 N/A /A DR4174 P4193 |GCTTGAGTCATAAAGACGCA [32 1644
1337403 N/A IN/A_P1837 B1856 ICCATCAGGCCATCTTTGACA |55 1645
1337421 N/A /A R7358 7377 IGATCTGAGCCCCTCGGTCCA P2 1646
1337445 N/A N/A_ 23051 P3070 GCATGGTTCCCCGACTCCTC P23 1647

56051 56070
1337470 N/A NIA e 5 AGTGGAGACTCATCCCACCC 29 1648
1337512 /A IN/A_ 1716922 1716941 IGACTTAGCCCCATCAGGGCC |83 1649
1337520 IN/A IN/A_ 57688 57707 |CCTGGTTTCCCTATTTACTG D6 1650
1337543 N/A _IN/A 39612 PB9631 |GCCCATCTCCCCATGCTTGT |52 1651
1337581 N/A IN/A 18392 W8411 ICCCCTTGACCTCCTCCTGGC Ml 1652
1337593 N/A /A 51003 51022 CACATGTCCCCCTAAACGGC 85 1653
1337661 INJA |IN/A W7384 W7403 TCTCCGCTTCCTGTCAGGGC 53 1654
1337695 IN/A IN/A (53932 3951 ICGGAAGGACATTCAGAGAAA[D3 1655
1337705 IN/A IN/A 37924 7943 |CCGTTCCCTTCCATGTCACA W2 1656
1337713 IN/A IN/A 184746 184765 |GTGAAATTCCAGAACAACTT [77 1657
1337719 IN/A IN/A_ 80638 80657 IGGATGCGGCCCACTCCCCAC 66 1658
1337745 N/A /A [R0841 P0860 |GCTCTTCTCTGICCAAGGCC [4 1659
1337757 IN/A IN/A 4411l B4430 IGGCACAACAAGATCCAGGCA]IS 1660
1337762 N/A IN/A 86403 186422 ICTCGCCACCCCTCATGCATA M1 1661
1337797 N/A /A 40414 0433 (GAAGAACAAACCTACCAAGTS9 1662
1337811 N/A IN/A_ 28083 8102 [TTGCCGGCCCTTCTGTGGAT P8 1663
1337812 N/A /A 93067 193086 |CAGCTCATCCCTCCGAGAAC R0 1664
1337865 IN/A IN/A  M2685 W2704 |GTCAACACACGAACAGAACCH7 1665

67268 167287
1337913 A NIA [ oo 2o~ ACTCAGGGACTTGCCAAGCA |55 1666
1337921 N/A IN/A 19966 P9985 [TCTTTGCCGCCCTCTTITTAA M6 1667
1337985 N/A IN/A 58505 [58524 (CCTGGTTTTCCCCCACGGAA P35 1668
1338033 N/A IN/A 59648 59667 [TTTGTCACACCCTTCACTIT |65 1669
1338035 N/A /A 7046 B7065 GGAAGCCCCCTTCAACCCTC W7 1670
1338054 N/A /A 83280 83299 |GCATCTGTCCCACATGGACC 69 1671
1338068 IN/A IN/A 6739 P6758 IGCTAGGGATCCCAATGAAAT P25 1672
1338084 N/A |N/A 63574 63593 AAGCAGGTCCCCCTGCACCT P29 1673
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1338116 @638 4657 95017 95036 |CGCCGCCCGGGATCTCGCCT P21 1674
1338122 N/A N/A 68131 68150 TGGTCCACACTAAATGGTCC @3 1675
1338172 N/A  [N/A 20079 P0098 (CAGGAGGGTCCTCCAAGCGGB7 1676
1338235 N/A IN/A |17145 [17164 GGACAAGCTCCCTCATTGAA 42 1677
1338239 N/A [N/A 149817 ©9836 |ICTTGTCACCCCACCGGGCAT p5l1 1678
1338353 N/A N/A 90105 90124 (CTGGCTGTTAAATTTGCTAC 38 1679
1338358 N/A |N/A 14119 #4138 |GACCTGGACACACCACCCIC [75 1680
1338378 N/A N/A 2469 [22488 \GAGGAGGGCACTTATGCAAT P23 1681
1338461 N/A IN/A 15952 ¥5971 GCTTCAGGCCCACTGCCAAC |69 1682
1338491 N/A N/A  [55251 55270 GTCTTTTCTTTCAACTGATC B 1683
1338563 935 954 94314 94333 CTGGCCCTCCCCCCGCATGA B5 1684
1338593 N/A IN/A  [78949 178968 GGTTTCCAATCATCATIITC |59 1685
1338603 N/A N/A 25084 5103 (CTTCACTCACACAGTGGCCG 39 1686
1338711 N/A IN/A 88516 88535 |CCGTGTGCCCTTACCGTAGC P9 1687
1338722 NJA IN/A 145286 #5305 |AAGCCTCTTCCATTTGACCT H#l 1688
1338742 N/A IN/A 87522 87541 |GCTTCCCCACCACCAGTGCA 18 1689
1338750 N/A IN/A 75845 (75864 (CTTGGGCTCTTACCCACATA 64 1690
1338774 N/A N/A (70354 (70373 | GGCATCCCCATACTGCCCCC 36 1691
1338827 N/A N/A 1813 21832 |AAGGCGGCCACTCCCTTCCC B35 1692
1338876 N/A |N/A |18297 |[18316 |ACAATTTGATCAACCACAGC |56 1693
1338909 INJA IN/A  [18838 |[18857 |(CAATAGAACCTCACTGTATA [70 1694
1338966 2000 R2019 (73013 (73032 |AGAAGGCCCTCTTCTTCCGC B0 1695
1339036 N/A N/A 165547 65566 \GACAATCTCCCCCAAAGCGG R7 1696
1339051 N/A N/A 82337 82356 |[CACGGTGTCACAATCCTGCA |71 1697
1339096 N/A N/A 169087 (69106 TAAGGACACATTCAGGCTCC |53 1698
1339134 N/A N/A (77983 (78002 ATCGCAGACCCACCTGCCAC )55 1699
1339138 N/A IN/A [32419 B2438 |ACGATAATTTCCCATCTTCA A2 1700
1339191 N/A N/A (71499 (71518 |CCAGGATCCCAGCATAAGACR5 1701
1339263 N/A IN/A 3359 B3378 GGTGGAGTAAAAACAATGAT]S2 1702
1339309 N/A N/A B5667 5686 (GGTACAGCCTGAAACTGGCC 26 1703
1339322 N/A N/A 61467 61486 (CGGAGCCACCTCCTGCCTGA 27 1704
1339329 N/A IN/A 68548 68567 GATGGTCCACCCCAGACGAT P3 1705
1339357 N/A N/A 19331 (19350 | AGCTAAGTCCCCTCCCTGTC RS 1706
1339377 N/A IN/A 148941 18960 (CCAGGCCAACCATCCCCCAC 53 1707
1339445 N/A  N/A [17835 (17854 |GTTCACACAACCAAATGTTA 46 1708
1339508 N/A IN/A 93396 P93415 TGCATGCCTTCATCTACACC P9 1709
1339531 N/A N/A 0873 0892 |GTCTCAGATTCACAATCCCG P4 1710
1339580 N/A N/A 92109 192128 |[CGGCAGGCACAGACTGGCCCB2 1711
1339583 IN/A IN/A #0974 10993 |GCTCAGGGCCTCCTGATGCA 59 1712
1339603 #4353 #4372 194732 194751 |JATGCCCGGCTTCCCCGGGCC |75 1713
1339615 N/A  N/A 1360 B1379 |GAGGACCCCCTTTCTTGCTG 52 1714
1339663 N/A  [N/A 1291 91310 |[CACCGTCACCCTCCCGGGCA 30 1715
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Bang 23. Mirc giam ctia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong

séng hdn hop duge do boi bd doan do doan mdi KCNT1 cua nguai RTS39496

Vi tri
| Viwd | k& | Viwd | Vi NI | SEQ
Hop phét bat dau | thac |bat dau |két thac Trinh tur (tir 5° dén 3%) % D
5  ISEQID| SEQ |SEQ ID|SEQ ID : ol e
NO:1| ID |NO:2 | NO:2 :
NO: 1 )
1080855 | 3854 | 3873 | 94233 | 94252 | GTCACGCTAGTGCCACCGTG |33 | 283
1337281 | N/A | N/A | 23050 | 23069 | CATGGTTCCCCGACTCCTCC |29 | 1716
1337287 | N/A | N/A 37916 | 37935 | TICCATGTCACAGACGCGGC |29 | 1717
1337288 | N/A | N/A | 21812 | 21831 | AGGCGGCCACTCCCTTCCCA |46 | 1718
1337299 | N/A | N/A | 65509 | 65528 | GCCAACCCCTCCACTTCCGA |21 | 1719
1337442 | 3882 13901 | 94261 | 94280 | ATGGTGAGTAGAGTGTGCCA |23 | 1720
1337465 |N/A | N/A | 20063 | 20082 | GCGGCTGATCCCCTCCTCCA |49 | 1721
1337482 | N/A | N/A | 93395 | 93414 | GCATGCCTTCATCTACACCT | 16 | 1722
1337539 | N/A | N/A | 74626 | 74645 | CAGGTGAACACAGTCAGCTC |31 | 1723
1337580 | N/A | N/A | 76921 | 76940 | ACTTAGCCCCATCAGGGCCT |59 | 1724
1337592 | N/A | N/A | 62326 | 62345 | GCCTCCACCTTTCCCACTGA |39 | 1725
1337636 | N/A | N/A | 57687 | 57706 | CTGGTTTCCCTATTTACTGA |29 | 1726
1337730 | N/A | N/A | 28040 | 28059 | GTICTCTTGCCCTGACAGGCC |40 | 1727
1337751 | N/A | N/A | 24117 | 24136 | TCACGGACCCTCCTCCATGC |73 | 1728
1337772 | N/A | N/A | 26736 | 26755 | AGGGATCCCAATGAAATACA |72 | 1729
1337778 | N/A | N/A | 49771 | 49790 | GGGACAAGCCTCCCACAGAC |88 | 1730
1337789 | N/A | N/A | 71498 | 71517 | CAGGATCCCAGCATAAGACT |36 | 1731
1337818 | N/A | N/A | 85683 | 85702 | CCCGAAATTCCAAATCCTCC |41 | 1732
1337825 | N/A | N/A | 24945 | 24964 | GAGGATTTCCCACGACATCT |2 | 1733
1337843 | N/A | N/A | 50908 | 50927 | CGTCTGCTCCTATCAGTCGG |32 | 1734
1337849 | N/A | N/A | 61400 | 61419 | CGGCGAATTCCCCGGAGCCT |35 | 1735
1337850 | N/A | N/A | 86402 | 86421 | TCGCCACCCCTCATGCATAC |60 | 1736
1337854 |N/A | N/A | 48940 | 48959 | CAGGCCAACCATCCCCCACC |99 | 1737
1337859 | N/A | N/A | 45285 | 45304 | AGCCTCTTCCATTTGACCTA |45 | 1738
1337890 | /A | /A 20049 | 56068 | A GACTCATCCCACCCCA |28 | 1739
56113 | 56132
1337907 | N/A | N/A | 40936 | 40955 | GCCCTGTCCCCCCATTGGGC | 77 | 1740
1337924 | N/A | N/A | 47241 | 47260 | GGGCTAGGAAGAACCTGCCT |70 | 1741
1337971 | N/A | N/A | 33311 | 33330 | ACACTGTGATCCAAAATGAA |70 | 1742
1338019 | N/A | N/A 30792 | 30811 | GTTTIGTGAATCACCATAACC |35 | 1743
1338031 | N/A | N/A | 59645 | 59664 | GTCACACCCTTCACTTIGIC |29 | 1744
1338044 | N/A | N/A | 40410 | 40429 | AACAAACCTACCAAGTICCTC |51 | 1745
1338049 | N/A | N/A | 31836 | 31855 | CATCAGGCCATCTTTGACAC |61 | 1746
67980 | 67999
1338110 | N/A | NIA [eat e AATGGTCCATCCCAGAAGGT |41 | 1747
1338141 | N/A | N/A | 87487 | 87506 | CAACAGCCTTCTCTGAGCCG |35 | 1748
1338162 | N/A | N/A | 82335 | 82354 | CGGTGTCACAATCCTGCAGC |44 | 1749
1338197 | N/A | N/A | 91775 | 91794 | GGCAGGGCCACCTCGCCCCT |52 | 1750
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1338205 | N/A | N/A |44115 | 44134 | TGGACACACCACCCTCCACC 49 | 1751
1338310 | N/A | N/A | 89952 | 89971 | GAGTCGGTCACCAGAAAGGC |31 | 1752
1338317 4352 | 4371 | 94731 | 94750 | TGCCCGGCTTCCCCGGGCCC |79 | 1753
1338326 | N/A | N/A | 75844 | 75863 | TTGGGCTCTTACCCACATAC |34 | 1754
1338382 1999 12018 | 73012 | 73031 | GAAGGCCCTCTTCTTCCGCT |25 | 1755
1338418 | N/A | N/A | 22461 | 22480 | CACTTATGCAATCCCAGGCT |30 | 1756
1338439 | N/A | N/A | 17144 | 17163 | GACAAGCTCCCTCATTGAAT |45 | 1757
1338454 | N/A | N/A 193066 | 93085 | AGCTCATCCCTCCGAGAACA |26 | 1758
1338502 | \yA | /A | 52172 | 52191 | GGCACCCCACTCACTCGATC |57 | 1759
1338549 | N/A | N/A | 35666 | 35685 | GTACAGCCTGAAACTGGCCA |53 | 1760
1338572 | N/A | N/A | 19330 | 19349 | GCTAAGTCCCCTCCCTGTCC |75 | 1761
1338621 | N/A | N/A | 80490 | 80509 | CGGCCACGCCTTACTTGTCC |47 | 1762
1338625 | N/A | N/A | 18827 | 18846 | CACTGTATACTTCATTTCCA |86 | 1763
1338650 | N/A | N/A | 53772 | 53791 | GGGCTGGTCCCCAAAGACAT |12 | 1764
1338681 | N/A | N/A 191290 | 91309 | ACCGTCACCCTCCCGGGCAT |27 | 1765
1338708 | N/A | N/A | 42680 | 42699 | CACACGAACAGAACCTGCAC |88 | 1766
1338799 | N/A | N/A 139502 | 39521 | GACATGTGCCCACACCAGGC | 44 | 1767
1338814 | N/A | N/A | 56665 | 56684 | GGCTATCTAACCCACAGCCC |69 | 1768
1338831 | N/A | N/A | 32415 | 32434 | TAATTTCCCATCTTCAAGGC |73 | 1769
67265 | 67284
1338920 | NA | NA [ 12820 CAGGGACTTGCCAAGCAGTC |58 | 1770
1338993 | N/A | N/A | 58504 | 58523 | CTIGGITTTCCCCCACGGAAC |65 | 1771
1338997 | N/A | N/A | 34376 | 34395 | GGACACTTCCACTGGAGGAT |50 | 1772
1339018 | N/A | N/A | 88515 | 88534 | CGTGTGCCCTTACCGTAGCC |40 | 1773
1339110 |N/A | N/A | 27350 | 27369 | CCCCTCGGTCCAGAATGGCC |16 | 1774
1339112 | N/A | N/A |31255 | 31274 | GTTCAGTTCCCTGCTGCCTC |26 | 1775
1339124 |N/A | N/A | 29960 | 29979 | CCGCCCTCTTTTAAGGACTT |27 | 1776
1339130 | 4619 | 4638 | 94998 | 95017 | TTGCTGAGAAGATCCTCTCT |27 | 1777
1339157 | N/A | N/A | 48391 | 48410 | CCCTTGACCTCCTCCTGGCA |58 | 1778
1339213 | N/A | N/A | 17834 | 17853 | TTCACACAACCAAATGTTAT |54 | 1779
1339268 | N/A | N/A | 77982 | 78001 | TCGCAGACCCACCTGCCACC |51 | 1780
1339308 |N/A | N/A 163553 | 63572 | AGGATGAGTCCTCATTTGCA |11 | 1781
1339338 | N/A | N/A | 18205 | 18314 | AATTTGATCAACCACAGCCA |29 | 1782
1339360 | N/A | N/A | 55240 | 55259 | CAACTGATCCACTTICCCCT |16 | 1783
1339381 | N/A | N/A | 83279 | 83298 | CATCTGTCCCACATGGACCC | 60 | 1784
1339399 | N/A | N/A | 45950 | 45969 | TTCAGGCCCACTGCCAACCC |60 | 1785
1339406 | N/A | N/A | 84689 | 84708 | CAGGAAACAAGAACCACGAC |35 | 1786
1339410 | N/A | N/A | 69034 | 69053 | GGAGTGTCCCAGAAAGTGCA |47 | 1787
1339448 | N/A | N/A | 70328 | 70347 | CCCAACCCACATCACAGTGT |49 | 1788
1339461 | N/A | N/A | 37045 | 37064 | GAAGCCCCCTTCAACCCTCC | 54 | 1789
1339576 | N/A | N/A | 20808 | 20827 | GCTGTGGTGACTCACTGCCA |35 | 1790
67947 | 67966
1339589 |NIA | N/A |oriitl e TCCACCCCAGACGATCCACC |27 | 1791
1339507 |N/A | N/A | 78897 | 78916 | GGTTCATTCCAGACTGGAGC |33 | 1792
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Bang 24. Murc giam ctia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hop duge do boi by doan do doan mdi KCNTI ciia ngudi RTS39496
Vit | Vit | Vit | Vitrd

£ PN £ , Z. aX £ , KCN | SEQ
Hop chat | bat dau ket thuc| bat dau ket thuc . NPT S "
s6  |SEQID|SEQ ID|SEQ ID|SEQID Trinh tur (tir 5 dén 3°) ET(C/; gg

NO:1 | NO:1 | NO:2 | NO: 2
1080855 B854 873 94233 (94252 |GTCACGCTAGTGCCACCGTG |15 P83

1080859 B877 B896 94256 (94275 |GAGTAGAGTGTGCCATCCCC |13 128

1337244 N/A  N/A  K0935 40954 (CCCTGTCCCCCCATTGGGCA |7 1793
1337262 IN/A  N/A  p4944 PR4963 |AGGATTTCCCACGACATCIT R0 1794
1337313 N/A  N/A 58502 [58521 |GGTTTTCCCCCACGGAACCC J[51 1795
1337356 N/A  N/A 50896 (50915 [TCAGTCGGCTGCCTTAGCCC R 1796
1337367 N/A  |N/A 48939 ©8958 IAGGCCAACCATCCCCCACCA p4 1797
1337474 N/A  N/A 62166 62185 |GCCGGCTGTCCACCTTGACC @6 1798
1337505 N/A  N/A  [55206 (55225 [TTGTTGCAAACTAAGTGCCC 6 1799
1337521 N/A  N/A 68080 68099 ICCAGACAGTCCATCCTAGAT pR2 1800
1337523 IN/A  N/A  WU5278 45297 [TCCATTTGACCTACATCTTA 38  [1801
1337555 N/A  N/A 53762 53781 (CCAAAGACATGACTCAGGAC P3 1802
1337568* N/A  N/A 52171 [52190 GCACCCCACTCACTCGATCT 6 1803
1337621 N/A  N/A 19319 19338 [TCCCTGTCCCATCCTATAGA 52 1804
1337655 IN/A  IN/A 31823 331842 [TTGACACGGGCAACCAGGAC P27  [1805
1337678 IN/A  [N/A  [74568 (74587 |GAGGAGCTTCAATCTATGCC 40 (1806
1337701 N/A  N/A 61271 61290 |GGTCTGGCCCTCTACCCCCA |14 1807
1337720 N/A  IN/A 40384 40403 |GGAGCCTGCCCTACTCATCT PR3 1808
1337754 N/A  N/A  [30789 30808 [TGTGAATCACCATAACCAGA |15 1809
1337781 N/A  N/A  B7705 B7724 ICAGGGATCTGTCTCTATTTC B0 1810
1337986 N/A  N/A  [78861 (78880 |GTGGCTGGAACATCTCCGGT (1 1811
1338008 N/A  N/A 89951 89970 AGTCGGTCACCAGAAAGGCA |11 1812
1338026 N/A  N/A 49770 49789 GGACAAGCCTCCCACAGACC |58 1813
1338048 IN/A  [N/A (82334 82353 GGTGTCACAATCCTGCAGCC B3 1814
1338055 IN/A  N/A 1244 B1263 TGCTGCCTCCAGTCACTTCA p7  [1815
1338076 N/A  [N/A 92954 92973 |ACAGCCCCCCCATCATCTCA 8 1816
1338091 NJA  IN/A 18294 18313 ATTTGATCAACCACAGCCAC B9  [1817
1338146 N/A  N/A 3046 P3065 GTTCCCCGACTCCTCCTCGA 30  |i818
1338151 N/JA  N/A 17808 (17827 [TCTGGTAGAATATTCCATTIC B 1819
1338209 N/A  N/A  [56664 56683 (GCTATCTAACCCACAGCCCC p3 1820
1338233 IN/A  N/A  [76874 (76893 |GGTAGGGCCCTCACTGCTGC |13 1821
1338281 N/A  N/A 2460 2479 |ACTTATGCAATCCCAGGCTC P3 1822
1338289 IN/A  N/A {87461 87480 |GGCCGACACATCCGTGGGAC P8 1823
1338299 N/A  N/A  B5154 5173 (GGCTGCACTAACCCAGGACA 6 1824
1338322 N/A  N/A 68541 68560 [CACCCCAGACGATCCACCCC 48 1825
1338376 1998 D017 (73011 [73030 AAGGCCCTCTTCTTCCGCTT |19 1826
1338413 N/A  N/A 148390 48409 (CCTTGACCTCCTCCTGGCAC 59 1827
1338437 HW617 K636 (94996 95015 |GCTGAGAAGATCCICTCTICT |13 1828
1338446 N/A  IN/A 86379 186398 |(CACACAGAACCACCAGGTCC Bl 1829
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1338470 INJA  IN/A 91739 91758 [TGACTCCTCCACCCAGACCC 49  [1830
1338480 IN/A  [N/JA 145928 15947 IGGGCCAGCTATTCTGAGCCT |55 1831
1338624 B275 3294 88220 88239 (CCCGTGTGTCCTCACAGTCC |10 1832
1338648 IN/A  N/A 27349 pR7368 (CCCTCGGTCCAGAATGGCCT P8  |i833
1338701 N/A  IN/A 33280 B33299 (CGACTGAGATTCTAACGCGA B0  [1834
1338723 IN/A  N/A 29931 R9950 GTTTTGGGCCAGGATGGCCT 6  |1835
1338739 #4350 #4369 94729 94748 (CCCGGCTTCCCCGGGCCCIT Pl 1836
1338752 INJA  IN/A 84684 84703 |AACAAGAACCACGACAGGGC W45 1837
1338810 N/A  IN/A  P6731 R6750 TCCCAATGAAATACATGACA W42 1838
1338834 IN/A  N/A 7039 B7058 (CCCTTCAACCCTCCTGTGGA |50 1839
1338912 INJA  IN/A 01266 91285 GCCGAGCCCAGGAAATGCCT [12  [1840
1339008 IN/A  N/A 69033 69052 (GAGTGTCCCAGAAAGTGCAC pR7 1841
1339042 IN/A  IN/A {4039 14058 CAGTTGTCCCAGACTGGCCA P7 1842
1339049 N/A  IN/A 19951 (19970 |GTCAGCATCCTGATTTCCCT |12  [1843
1339050 IN/A  N/A 17143 [17162 |ACAAGCTCCCTCATTGAATA PB7 1844
67264 167283
1339069 [NJA  N/A 57385 67404 AGGGACTTGCCAAGCAGTCC 59  [1845
1339074 IN/A  N/A 75843 (75862 TGGGCTCTTACCCACATACT |15 1846
1339100 N/A  N/A 71469 [71488 |GAGTTTGGACCCCCTAGGTC [18  [1847
1339127 N/A  N/A 55985 56004 TGTGGACTCACCAGTTGATC [15 1848
1339143 N/A  N/A 77981 (78000 |[CGCAGACCCACCTGCCACCA P8 1849
1339174 N/A  NA 20792 0811 |GCCAGAGGCTCTACTCCCGG @5 1850
1339218 N/A  N/A 70327 (70346 (CCAACCCACATCACAGTGTC |53 1851
1339248 INJA  N/A 85682 85701 |[CCGAAATTCCAAATCCTCCT p0  |1852
1339260 N/A  N/A 21809 p1828 (CGGCCACTCCCTTCCCAGGT 33 1853
1339307 N/A  N/A  W@7184 ©7203 GCAGAAGAATCTACTTCCTG p4 1854
1339326 N/A  IN/A 42671 #2690 JAGAACCTGCACCCGAAGCCG B9  [1855
1339348 INJA  N/A 32414 [32433 |AATTTCCCATCTTCAAGGCC [54  [1856
1339349 N/A  N/A 34341 PB4360 GTAGAAGCCTCAACTAGTTT 53 1857
1339379 N/A  IN/A 59644 59663 [TCACACCCTTCACTTTGTCC P28 1858
1339416 N/A  N/A 65508 165527 |(CCAACCCCTCCACTTCCGAT |10  [1859
1339418 N/A  N/A 18825 [18844 ICTGTATACTTCATITCCAAC |14 1860
1339439 INJA  IN/A 63552 63571 GGATGAGTCCTCATTTGCAA 19 1861
1339475 IN/A  N/A 24115 P4134 | ACGGACCCTCCTCCATGCCC |17  [1862
1339528 INJA  N/A 83278 83297 |ATCTGTCCCACATGGACCCC pP6  |1863
1339591 N/A  N/A  R27994 PR8013 |[CGAGCCCCCACAGCCATGGC Pp3 1864
1339600 643 P662 (80470 (80489 ACAGAGCCCTCCATGTAGTA W42 1865
1339625 IN/A  N/A 39479 39498 |GTCTGATTCATCCTCATTTC P2 [1866
1339641 N/A  N/A 57684 57703 GTTTCCCTATTITACTGAGCC |15 1867
1339668 [N/A /A 93391 93410 GCCTTCATCTACACCTGCAC 2 [1868
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Bang 25. Muc giam cia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hop duoc do béi bo doan do doan mdi KCNT1 ciia nguoi RTS39496

| Vitd | Vitd Vit bat|Vi trf két SEQ

Hop 9hﬁt bat dau [két thuc|dau SEQ| thuc Trinh tu (tix 5° &én ) KCNT1 D
s6 |SEQID|SEQ ID| ID NO: | SEQ ID ; (% UTO)|
NO:1 | NO: 1 2 NO: 2 ’

1080855 3854 B873 94233 94252 | GTCACGCTAGTGCCACCGTG |18 283
1337294 3274 B293 88219 88238 |CCGTGTGTCCTCACAGTCCT |12 1869
1337303 N/A N/A 03390 193409 |CCTTCATCTACACCTGCACA P27 1870
1337343 N/A N/A 31240 B1259 |GCCTCCAGTCACTTCACCTC P25 1871
1337350 N/A N/A 18293 18312 [TTTGATCAACCACAGCCACA 52 1872
1337357 4616 14635 194995 195014 | CTGAGAAGATCCTCTCTCTC 21 1873
1337401 N/A N/A 80378 80397 |CCCACCCTGCTTCAAGGCCT 42 1874
1337416 IN/A N/A 55175 555194 TGGACATCCATCTATCATCC (18 1875
1337424 N/A  N/A 2;?;; 2;233 GCTGAGAGGACTCAGGGACT 36 1876
1337491 N/A N/A 63399 163418 |CCTCACTCCCGCCCTTGCCT p5s 1877
1337496 N/A N/A 37702 B7721 |GGATCTGTCTCTATTTCTTC 30 1878
1337527 N/A N/A 83270 183289 |CACATGGACCCCAGCACCAT 98 1879
1337552 N/A N/A 26730 [R6749 |ICCCAATGAAATACATGACAC 59 1880
1337563 N/A N/A 092953 92972 |ICAGCCCCCCCATCATCTCAC B3 1881
1337590 N/A N/A 89933 89952 ICAGTTGCTCCTTCCTTGCCA R0 1882
1337633 N/A N/A 35153 PB5172 |GCTGCACTAACCCAGGACAAQBO 1883
1337691 N/A N/A 18770 |18789 [TGCCCTGTACCCCATGGGCC P93 1884
1337717 N/A N/A 145876 145895 |AAAGGGCACACACATGTCTC 38 1885
1337734 N/A N/A 68022 168041 [TGACAGTTCACTCCAGATGA 49 1886
1337761 N/A IN/A 61134 61153 |CCAGATGCTATCCTCATGGA [15 1887
1337826 IN/A N/A 19945 119964 |ATCCTGATTTCCCTCATTGT R7 1888
1337863 N/A N/A 37024 37043 | GTGGAGTGCCCCAGAACGGCB1 1889
1337895 N/A N/A 58494 58513 |CCCACGGAACCCCTCTCAGC 53 1890
1337911 N/A IN/A 57683 57702 [TTTCCCTATTTACTGAGCCT P2 1891
1337930 N/A N/A 78860 (78879 [TGGCTGGAACATCTCCGGTT @42 1892
1338025 N/A IN/A 21808 121827 |GGCCACTCCCTTCCCAGGTG @47 1893
1338070 N/A N/A 32413 (32432 |ATTTCCCATCTTCAAGGCCC 41 1894
1338083 1868 1887 (72881 (72900 [TCTTGTTGTCCTCCCGCTTC 1 1895
1338113 N/A N/A 85672 185691 |AAATCCTCCTGATAATCCTC 59 1896
1338117 IN/A N/A 24087 [R4106 |AGGTGATGCCCCACAAGACAPRS 1897
1338173 N/A N/A 68537 168556 |CCAGACGATCCACCCCAGAT p4 1898
1338260 N/A N/A 17802 17821 |AGAATATTCCATTCCCCGCA PR3 1899
1338329 IN/A N/A 29910 [R9929 [CCCACTGCAACATCTTTCCC 47 1900
1338344 N/A N/A 30788 30807 |GTGAATCACCATAACCAGAC |19 1901
1338361 N/A  N/A 2(1);33 :(1);32 GAGCTCCTCAGCATGGGCCC 66 1902
1338363 IN/A N/A 91738 91757 |GACTCCTCCACCCAGACCCT p4 1903
1338416 N/A N/A 47179 ¥7198 AGAATCTACTTCCTGTGTCC R0 1904
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1338458 [3872 3891 94251 94270 |GAGTGTGCCATCCCCAGGGT |12 1905
1338511 N/A  N/A  [70316 70335 |CACAGTGTCCCCCACGGGCA P8 1906
1338587 N/A  [N/JA  B4077 B4096 (GTGAGCTGAAATATCATGCC 51 1907
1338590 N/A N/A 556663 56682 (CTATCTAACCCACAGCCCCC 52 1908
1338595 N/A N/A 91139 P1158 GACGCAGGCATCCCACTCAT 34 1909
1338644 N/A  N/A 55890 [55909 (CCCTGGCCCCTCTAGCACCA p4 1910
1338737 N/A  [N/JA 17140 (17159 |AGCTCCCTCATTGAATAATT 43 1911
1338754 N/A [N/A 62165 62184 (CCGGCTGTCCACCTTGACCC 30 1912
1338767 N/A  N/A 24939 4958 [TTCCCACGACATCTITTTGCA #43 1913
1338796 N/A  [N/A #0925 ©0944 (CCATTGGGCACTTTTACTCA 50 1914
1338801 N/A N/A 48375 #8394 (GGCACCCCAGAAACAAGAGCES 1915
1338809 N/A |N/A 69019 69038 | GTGCACCGACACATTCTGGA [18 1916
1338837 #344 U363 94723 94742 [TTCCCCGGGCCCTTTGCTGC P26 1917
1338848 N/A  N/A 82333 82352 | GTGTCACAATCCTGCAGCCA 9 1918
1338857 N/A  [N/A #9769 H9788 | GACAAGCCTCCCACAGACCA 50 1919
1338892 N/A [N/A 23044 R3063 [TCCCCGACTCCTCCTCGAAC (64 1920
1338929 N/A  |N/A 77801 (77820 [CCTCGGCCCAATCTGAACTT /58 1921
1338932*B360 379 52129 52148 [TTGAGCCGCTCCTTGAAGGT 3 1922
1338980 N/A  [N/A #0380 #0399 (CCTGCCCTACTCATCTCAGC 33 1923
1339014 N/A N/A  B4626 84645 [TCAGGACCTTCCAGAGATTT A8 1924
1339144 N/A  N/A  [19317 [19336 (CCTGTCCCATCCTATAGACA 47 1925
1339219 N/A  [N/A 74567 14586 | AGGAGCTTCAATCTATGCCT P25 1926
1339220 N/A  N/A 2432 2451 AGGGATGATTCTAGAAGGCC A8 1927
1339243 N/A  [N/A 59608 59627 (CCATTTCATTTCCAGGCTTA P4 1928
1339272 N/A  N/A  B9473 B9492 [TTCATCCTCATTTCCCCCGC 42 1929
1339290 N/A  N/A 42660 #2679 |(CCGAAGCCGTCACCTCCCTC 39 1930
1339334 N/A  N/A (76820 (76839 |GGGCTCACCCCTCACCTGGT W46 1931
1339341 N/A  N/A #8938 #8957 |GGCCAACCATCCCCCACCAA B3 1932
1339353 N/A [N/A 86362 86381 [TCCCCAAGCACCACATGACC @7 1933
1339362 N/A  NJA 27337 R7356 |AATGGCCTCACCTTGAGATC 25 1934
1339371 NJA  IN/A 20738 20757 [TGCTCGCTCACAGCCTGCCA P23 1935
1339391 N/A  N/A  R27910 R7929 (CCAGGTGGTTCCTCCTGCCA B35 1936
1339408 N/A N/A 87383 R7402 | AGGCTTCTCCATGTGAAGCT B39 1937
1339419 N/A  IN/A #5275 145294 ATTTGACCTACATCTTAGCT [77 1938
1339424 N/A  N/A 75841 75860 (GGCTCTTACCCACATACTTG 34 1939
1339486 N/A [N/A 65507 65526 (CAACCCCTCCACTTCCGATT B2 1940
1339517 N/A  N/A 53757 53776 . GACATGACTCAGGACAGGCC] 1941
1339554 N/A [N/A 71468 (711487 |AGTTTGGACCCCCTAGGTCC 36 1942
1339598 N/A N/A  PB3277 B3296 (CTGAGATTCTAACGCGAGCC B2 1943
1339632 N/A N/A  B1804 pB1823 |CCTGAGGCCACACGCAGACAPI 1944
1339662 N/A  N/A  A44003 44022 GGTGGTTGCAACCTGCAC #6 1945
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Bang 26. Mitrc giam cia KCNT1 ARN bdi cac gapmer 5-10-5 MOE 4.000 nM véi xwong
séng hén hop duge do bdi bd doan do doan mdi KCNT1 cua nguoi RTS39496

| Vi Vi G pgvi o két SE
Hop chat bat dau ket thic) 0 'spolnge SEQL Trinh tu (ti 5 dén 3%) ket S
s |SEQID|SEQ D18 "IIIC =0 (% UTC)| o
NO: 1 | NO: 1 : : :

10808555854 873 04233 04252 |GTCACGCTAGTGCCACCGTG p6 P83
1337240N/A N/A 53715 53734 [TGCTGATGTCCCCTGGGACC P9 [1946
1337309N/A _ N/A 83188 83207 |GTCCCTGTCACACAACTGCC [36 1947
1337312N/A /A 7908 £7927 |AGGTGGTTCCTCCTGCCAGA B4 [1948
1337336N/A _ N/A 57563 57582 |GAGTTTGICCCCAGTGCTCA Bl 1949
1337374N/A N/A 55823 55842 | GGGCCTCCTACTCACCCACC P4 [1950
1337382N/A /A B7628 B7647 |GCCTAGGACCCCCTGACAGC 68 1951
1337402 N/A IN/A 89929 89948 [TGCTCCTTCCTTGCCAAGCT Bl 1952
1337407 N/A IN/A #0378 40397 TGCCCTACTCATCTCAGCGC A1 1953
1337458 N/A /A 7328 07347 |ACCTTGAGATCCTCAACTAA |51 1954
1337450N/A  N/A 63383 63402 |GCCTGGTTATGAAATGCGCA [19  [1955
1337503N/A /A B3276 B3295 TGAGATTCTAACGCGAGCCG 60 1956
1337508 N/A /A 03368 93387 ICCTGCAGATTCACCTCTGTA W3 1957
1337585N/A INJA 9904 09923 IGCAACATCTTTCCCTICACTC |52 [1958
1337601 N/A IN/A 145839 45858 [TGTTTTGACACCCTTGGGCC 3 1959
1337609 N/A /A #8919 48938 |ACCTCAGGCTCCTGTACCCT [39 1960
1337692N/A  N/A 61133 61152 |CAGATGCTATCCTCATGGAT B6  [1961
1337774N/A /A 18746 18765 I CTGGAGAGGACCCACAGCCANO 1962
1337832N/A  IN/A 4050 P4069 |GCCCTGGTCACCGACAGCCT Pl 1963
1337834 N/A /A 82315 2334 ICACGCAGGTCCCAGCAGCTC M5 1964
1337841N/A INJ/A 68018 68037 |AGTTCACTCCAGATGATCCA P4 [1965

154 WI173

I33786NA  N/A ot —ATGGGCCCCCTGCCCAGTGE pT (1966
1337885 N/A /A B3884 B3903 |ACGGAGTCCCAGGAAAACAA[2 1967
1337906 /A IN/A 69018 69037 | TGCACCGACACATTCTGGAA [38 1968
1337920N/A  IN/A 58493 58512 ICCACGGAACCCCTCTCAGCA M8 1969
1337960 /A IN/A 68532 68551 ICGATCCACCCCAGATGGTCC P8 1970
1337973 N/A /A 17130 |17149 [TTGAATAATTAATCAAGGAC 61 1971
1338047N/A /A 56621 56640 ICCTCATCCATAAACAGGCAG B35 1972
1338096 [N/A /A B6883  B6902 [TCACCGCGCCATGACTGCAC 13 1973
1338106 N/A /A 79652 79671 |AAGGAGAGTCCCCCTTTTTA |10 [1974
1338203N/A /A 1136 91155 | GCAGGCATCCCACTCATGAA {2 1975
1338219N/A  N/A 92949 92968 |CCCCCCATCATCTCACAGIC 55 1976
1338255 N/A /A 49707 9726 |AGAGTGCCCCATCATGCCCT B2 1977
1338337N/A  N/A _ B5150  B5169 |GCACTAACCCAGGACAACAARS 1978
1338354N/A /A 86360 86379 |CCCAAGCACCACATGACCCA 64 [1979
1338370N/A /A [19942  [19961 | CTGATTTCCCTCATTGTIGC (9 1980
1338373 N/A /A 74566 74585 GGAGCTTCAATCTATGCCTC B0 1981
1338380 N/A /A 59489 59508 TTCCCGGTCCTCTACAGGTC P8 1982
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1338408 N/A NJA 30787 30806 [TGAATCACCATAACCAGACC 29 1983
1338417N/A INJA 23043 3062 (CCCCGACTCCTCCTCGAACC B9 1984
1338448 N/A  INJA  @5274 U5293 [TTTGACCTACATCTTAGCTG @7 1985
1338534 N/A N/A 91731 91750 |CCACCCAGACCCTCCGACCT 57 1986
1338545N/A N/A 84618 [84637 [ITTCCAGAGATTTCCTCCTGC [56 1987
1338558 INJA N/A  U2658 WU2677 |GAAGCCGTCACCTCCCTCCC Hé 1988
1338565N/A N/A 70315 70334 | ACAGTGTCCCCCACGGGCAT #1 1989
1338614 N/A INJA 22422 22441 |CTAGAAGGCCCTCAGCACAC @5 1990
1338665N/A N/A 31794 1813 |CACGCAGACACCAAGGGCACR7 1991
1338778 IN/A N/A 62164 62183 |CGGCTGTCCACCTTGACCCT P4 1992
1338783 N/A  IN/A {19316 19335 |CTGTCCCATCCTATAGACAC B4 1993
1338791 NJA N/A  W7167 WU7186 |CTGTGTCCATTCTCATCCAC 67 1994
1338794 NJA IN/A  ¥43884 ¥43903 |CCTTCACTGACTATGTGCCT #5 1995
1338807 N/A  [N/A 18267 18286 |ATCGAGTCATCTGGGAGCCC P6 1996
1338841 N/A INJA 87216 87235 (GCACGGAACATGCTTAGGGC |7 1997
67275 67294
1338842[N/A  [N/A 67396 167415 TGAGAGGACTCAGGGACTTG 38 1998
1338859 N/A  IN/A  @8252 U8271 |CCCACCTGCACAGATGGCAC 53 1999
13388913870 3889 94249 94268 |GTGTGCCATCCCCAGGGTCA P5 2000
1338902N/A N/A 65501 65520 |CTCCACTTCCGATTCTGTCC 8 2001
13389044614 4633 94993 95012 | GAGAAGATCCTCTCTCTCCA PR3 2002
1338926 (N/A N/A  R6729 26748 |CCAATGAAATACATGACACA 62 2003
1338975N/A N/A 32404 32423 |CTTCAAGGCCCTCCACTTAA K46 2004
1338979INJA IN/A 72850 [72869 |GCACACGCCATACCTGGGCA 42 2005
1338981 NJA N/A 76819 [76838 |GGCTCACCCCTCACCTGGTC 60 2006
1339101 NJA N/A (71458 (711477 |CCCTAGGTCCCTTCTCGGAT B8 2007
1339153 N/A N/A  B1239 (1258 [ CCTCCAGTCACTTCACCTCT 57 2008
1339231 NJA  N/A 140922 K0941 [TTGGGCACTTTTACTCAAAA B5 2009
1339238INJA N/A 39472 39491 [TCATCCTCATTTCCCCCGCA P2 2010
1339287IN/A N/A 52004 52023 |CCTGACTGACTTCTTCCAAC [58 2011
1339310[N/A N/A (75840 [75859 |GCTCTTACCCACATACTTGT [4 2012
1339316 N/A N/A 4938 4957 [TCCCACGACATCTTTTGCAG B7 2013
1339327N/A N/A (78802 78821 [TCAGAAGCACCCAGAAGCCGR2 2014
1339382IN/A IN/A 17773 17792 GTTTTAAGACCCCCTTTTTA [70 2015
1339389N/A N/A (77775 [17794 |[ITGGATCAGACACCCATGCCG (77 2016
1339483 N/A N/A  R1698 P1717 | GGACGAAGCTTCCTCTTGCC 49 2017
1339513IN/A INJA  [55174 55193 |GGACATCCATCTATCATCCA P3 2018
13395813271 3290 [88216 88235 [ITGTGTCCTCACAGTCCTCCA [19 2019
1339596 [N/A N/A 85663 85682 [TGATAATCCTCTCCTCCCCC [54 2020
13396464343 4362 94722 94741 TCCCCGGGCCCTTTGCTGCT #0 2021
1339650[N/A NJA  R0703 p0722 |ACCCGCTTCCCTCACAGAGC 55 2022
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Bang 27. Murc giam ciia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hop duge do boi bd doan do doan mdi KCNT1 clia nguoi RTS39496

Vi tri
bat | Vited | Vit | Vitrd

Hop chat | dau [két thic bét dau [két thic Trinh ty (6 5° dén 3°) Tch(Io\/IO SI%Q

sb SEQ [SEQ ID|SEQ ID|SEQ ID - UTO) | No

ID |NO:1|NO:2 |NO:2 ’

NO: 1
1080855 | 3854 | 3873 | 94233 | 94252 | GTCACGCTAGTGCCACCGTG | 16 283
67267 | 67286

1337216 | N/A | N/A 67388 | 67407 CTCAGGGACTTGCCAAGCAG |57 2023
1337218 | N/A | N/A 18722 | 18741 | CTAGCTAGCACACACAGCCA |61 2024
1337231 | N/A | N/A 91728 | 91747 | CCCAGACCCTCCGACCTTTA 50 2025
1337235 | N/A | N/A 87155 | 87174 | GGGCTGCCCGTATTCTTCCT 23 2026
1337236 | N/A | N/A 27907 | 27926 | GGTGGTTCCTCCTGCCAGAC 37 2027
1337238 | N/A | N/A 67994 | 68013 | GTATGGTCCACCTAAATGGT |40 2028
1337249 | 4581 | 4600 | 94960 | 94979 | GGAGGCTGAATTGTGCTTCA | 38 2029
1337308 | N/A | N/A 35144 | 35163 | ACCCAGGACAACAAACAAGC | 41 2030
1337321 | N/A | N/A 74565 | 74584 | GAGCTTCAATCTATGCCTCA 54 2031
1337352 | N/A | N/A 49632 | 49651 | ACGCCTCTCCTCTGTGTGCC 45 2032
1337369 | N/A | N/A 40377 | 40396 | GCCCTACTCATCTCAGCGCG |43 2033
1337379 | N/A | N/A 88001 | 88020 | CCTCTGGAAAGAATGTGCCT |23 2034
1337490 | N/A | N/A 78747 | 78766 | GGTCCGAGCATCAGAATCAA |42 2035
1337566 | N/A | N/A 61131 | 61150 | GATGCTATCCTCATGGATGC 13 2036
1337579 | N/A | N/A 22415 | 22434 | GCCCTCAGCACACCGAGTCA | 46 2037
1337666 | N/A | N/A 89853 | 89872 | GGCGGGATCATCCTCTGCCA |57 2038
1337716 | N/A | N/A 53654 | 53673 | AGAGTAGGTCCCAGCAGCCG |36 2039
1337755 | N/A | N/A 47166 | 47185 | TGTGTCCATTCTCATCCACT 37 2040
1337765 | 3857 | 3876 | 94236 | 94255 | AGGGTCACGCTAGTGCCACC |27 2041
1337868 | N/A | N/A 18251 | 18270 | GCCCCAGGCACCATTAGGCG | 34 2042
1337872 | N/A | N/A 69017 | 69036 | GCACCGACACATTCTGGAAA |34 2043
1337876 | N/A | N/A 45273 | 45292 | TTGACCTACATCTTAGCTGA 48 2044
1337912 | N/A | N/A 48167 | 48186 | GCCAGAGACATTAATGAAGC | 38 2045
1337948 | N/A | N/A 48887 | 48906 | ACCAGAGCCATCAGCAGGTC |46 2046
1337949 | 4342 | 4361 | 94721 | 94740 | CCCCGGGCCCTTTGCTGCTT 36 2047
1337983 | N/A | N/A 33252 | 33271 | GAAAGACCCATCCCCAGAGA |79 2048
1337995 | N/A | N/A 43860 | 43879 | TGGACCAGCTCCTCCTCAAA |43 2049
1338011 | N/A | N/A 82160 | 82179 | GTGCTGTCCCAGCTTGAGCA |56 2050
1338013 | N/A | N/A 65493 | 65512 | CCGATTCTGTCCTCCAGGGC 10 2051
1338052 | N/A | N/A 16942 | 16961 | TCTGGAAGACTCCGCAGCTC |27 2052
1338081 | N/A | N/A 23040 | 23059 | CGACTCCTCCTCGAACCTTC 31 2053
1338093 | N/A | N/A 71422 | 71441 | TCTGCCGTCCCCTCCAGCAC 27 2054
1338128 | N/A | N/A 83187 | 83206 | TCCCTGTCACACAACTGCCA 37 2055
1338170 | N/A | N/A 19314 | 19333 | GTCCCATCCTATAGACACCA |20 2056
1338184 | N/A | N/A 24937 | 24956 | CCCACGACATCTTTTGCAGC 21 2057
1338187 | N/A | N/A 02948 | 92967 | CCCCCATCATCTCACAGTCT 30 2058
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1338191 | N/A | N/A | 40884 | 40903 | CCTGACCCCACCACTGAAGC |6l 2059
1338194 | N/A |N/A | 76797 | 76816 | CCCAGGACCCCCCCATGGTC | 65 2060
1338214 | N/A |N/A | 50742 | 50761 | GCGAGGGCCACAACACAGTA |59 2061
1338216 | N/A | N/A | 45838 | 45857 | GTTTTGACACCCTTGGGCCT 55 2062
1338244 | N/A |N/A | 57534 | 57553 | GGTCCCCTACTTACTAAGCC |59 2063
1338277 | N/A | N/A | 33859 | 33878 | AGGATGCATTCCATCCAGAT |33 2064
1338330 | N/A | N/A | 93366 | 93385 | TGCAGATTCACCTCTGTATT 31 2065
1338406 | N/A | N/A | 24041 | 24060 | ACCGACAGCCTCTGTGGCCC |34 2066
1338423 | N/A | N/A | 26721 | 26740 | ATACATGACACACCTGGTGA | 50 2067
1338469 | N/A |N/A | 17767 | 17786 | AGACCCCCTTTTTACAAATC | 58 2068
1338482 | N/A | N/A | 52001 | 52020 | GACTGACTTCTTCCAACTTT 90 2069
1338484 | N/A |N/A | 91133 | 91152 | GGCATCCCACTCATGAAGGC |21 2070
1338529 | N/A | N/A | 72827 | 72846 | GCACCGGCAACTTCAGGTAC |73 2071
1338596 | N/A | N/A | 42630 | 42649 | GTCTCAGCCCTGCTTAGGGC | 26 2072
1338720 | N/A | N/A | 63303 | 63322 | ACCCCACCCCACATGGTGGT | 69 2073
1338768 | N/A | N/A | 37580 | 37599 | CCCAAACTCACACCAGAAGC |64 2074
1338829 | N/A | N/A | 56516 | 56535 | ACAGGTCTTAATCTCTGGAC |25 2075
1338880 | N/A | N/A | 32401 | 32420 | CAAGGCCCTCCACTTAATCA |55 2076
1338930 | N/A | N/A | 77774 | 77793 | GGATCAGACACCCATGCCGG | 34 2077
1338933 | N/A | N/A | 75839 | 75858 | CTCTTACCCACATACTTGTC 50 2078
1338991 | N/A |N/A | 36776 | 36795 | GCGGCTCGCTCACATTCCCT |16 2079
1338995 | N/A |N/A | 21697 | 21716 | GACGAAGCTTCCTCTTGCCT | 29 2080
1339025 | N/A | N/A | 30782 | 30801 | CACCATAACCAGACCCGGCA |28 2081
1339032 | N/A |N/A | 85537 | 85556 | GCAATGGACCCACTGAGTTT |55 2082
1339116 | N/A | N/A | 68493 | 68512 | GGATGGCCCACCCCAGACAA |28 2083
1339146 | N/A | N/A | 84616 | 84635 | CCAGAGATTTCCTCCTGCTT 41 2084
1339254 | N/A [ N/A | 59438 | 59457 | GCACAGTGTCTTCCAGGGCC |19 2085
1339259 | N/A | N/A  ]29902 | 29921 | AACATCTTTCCCTCACTCGC 38 2086
1339276 | N/A | N/A | 31238 | 31257 | CTCCAGTCACTTCACCTCTT 66 2087
1339313 | N/A | N/A | 31775 | 31794 | CGTGCAACATTTTCAAGCCT |27 2088
1339315 | N/A | N/A | 55799 | 55818 | GCTAACCCCCACATCAGAGC |13 2089
1339337 | N/A | N/A | 20702 | 20721 | CCCGCTTCCCTCACAGAGCC |34 2090
1339384 | N/A | N/A | 79649 | 79668 | GAGAGTCCCCCTTTTTAGGA | 54 2091
1339435 | N/A | N/A | 86354 | 86373 | CACCACATGACCCACAGGCA |35 2092
1339438 | N/A | N/A | 70303 | 70322 | ACGGGCATCCTTGTGTGCCC |75 2093
1339441 | N/A |N/A | 58492 | 58511 | CACGGAACCCCTCTCAGCAC |55 2094
1339442 | N/A | N/A | 27326 | 27345 | CTTGAGATCCTCAACTAATC | 65 2095
1339493 | N/A | N/A | 62162 | 62181 | GCTGTCCACCTTGACCCTTC 17 2096
1339536 | N/A | N/A | 19931 | 19950 | CATTGTTGCCCACCCATTCC 64 2097
1339539 | N/A | N/A | 54967 | 54986 | ACCATCTGCTCATCATCCAT |37 2098
1339631 | N/A |N/A | 39470 | 39489 | ATCCTCATTTCCCCCGCAGC | 61 2099
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Bang 28. Mtrc giam cia KCNT1 ARN bai cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop duge do béi bd doan do doan mdi KCNT1 ciia ngudi RTS39496

Vitd | Vitrd | Vit | Vitrd

AT N SN AT M SR KCNT|SEQ
<. «|bat dau |két thuc | bat dau |ket thuc . e aE s .
Hop chat s6 SEQ ID|SEQ ID|SEQ ID|SEQ ID Trinh ty (tr 5° dén 3°) éT((/:o) 1{]]3

NO:1 | NO:1 | NO:2 | NO: 2
1080855 3854 [3873 94233 94252 (GTCACGCTAGTGCCACCGTG |19 283

1337230 N/A  N/A 54962 54981 |CTGCTCATCATCCATCCACT R0 2100
1337282  [855 pB874 94234 94253 |GGTCACGCTAGTGCCACCGT |16 2101
1337399  W¥575 U594 94954 94973 [TGAATTGTGCTTCACAAGTC |16 2102
1337419 N/A  NA  B3141 83160 |(CCAGGACTGTTCACTGCTCT 53 2103
1337435 N/A  N/A  B1774 B1793 |GTGCAACATTTTCAAGCCTC B1 2104
1337450  INJA  IN/A 17765 (17784 |ACCCCCTTTTTACAAATCTT 67 2105
1337456 N/JA  N/A 18743 [18762 |CGAGCATCAGAATCAATAAC B2 2106
1337477 N/A  N/A 23912 P3931 (CGGGAGCCACAGTCTCCACA j2 2107
1337498 INJA  N/A  ©48849 18868 |GATGTTTCITCCCTCTGACC 62 2108
1337525 N/A  N/A 58491 58510 JACGGAACCCCTCTCAGCACA #43 2109
1337532  N/A  N/A 79502 79521 | AGGAGCCTCACTTGTTGTCC 48 2110
1337569 INJA  N/A  B3858 (33877 GGATGCATTCCATCCAGATA 55 2111
1337623 N/A  N/A 23035 23054 |CCTCCTCGAACCTTCACGGC B5 2112
1337628 IN/A  N/A 27855 27874 [ITTTTCCGGCATTTCTGCTIT 41 2113
1337637 N/A  N/A 86322 186341 |GCCTTTTCTAAGAAAACTCC |13 2114
1337645 N/A  N/A 62155 62174 |ACCTTGACCCTTCCCTGCAC A9 2115
1337656  NNJA  N/A 27323 27342 |GAGATCCTCAACTAATCACA A2 2116
1337660 IN/A  IN/A 18250 [18269 |CCCCAGGCACCATTAGGCGG |17 2117
1337672  N/A  N/A 75838 (75857 [TCTTACCCACATACTTGTCC 59 2118
1337675 N/A  N/A 21695 21714 ICGAAGCTTCCTCTTGCCTGC 438 2119
1337736  N/A  N/A 91724 91743 |GACCCTCCGACCTTTACTCC 38 2120
1337782 N/A  N/A 22319 22338 |GCAGGGCTGTTCCTAGAGAC A9 2121
1337799 N/A  N/A 70294 (70313 |[CTTGTGTGCCCTCCACCAGC 1 2122
1337810 N/A  [N/A  B5080 35099 GGCAGGTCAGCATCACAGAC W47 2123
1337822 N/A  N/A  B2400 B2419 |AAGGCCCTCCACTTAATCAT 43 2124
1337828 IN/A  N/A 84414 84433 GAGGAGAGATCACACAGGCT |19 2125
1337847 IN/A  N/A 24885 24904 CTGAATTGCACCCCCAGATT B4 2126
1337870  N/A  N/A 63256 63275 GAGGCGAGCTTTACACTTIT |7 2127
1337883 N/A  N/A 61120 61139 [CATGGATGCCCCAATCTGCC P21 2128
1337901 N/A  [N/A {40883 140902 ICTGACCCCACCACTGAAGCC 50 2129
1337926 IN/A  N/A 189852 189871 |GCGGGATCATCCTCTGCCAG B3 2130
1337939 N/A  N/A  ©42514 #2533 |GGGCCATCCCCACTTGACTT 49 2131
1337941 N/A  N/A 82116 82135 |GTCAGCCAGATATCAAGGCA B5 2132
1337944 N/A  N/A 51997 52016 |GACTTCTTCCAACTTTCCAA 38 2133
1337987 N/A  N/A  R0637 R0656 GCTGAGCCCCCACATTGCAC 47 2134
1338032 IN/JA  N/A 148166 #8185 |[CCAGAGACATTAATGAAGCC [52 2135
1338126  N/JA  N/A 71273 71292 |CCAGACGCACCATCACCCAA j6 2136
1338166 #4341 4360 94720 94739 (CCCGGGCCCTTTGCTGCITC 30 2137
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1338174 NJA  N/A 26605 P6624 [TCTGACAGTCATATTTAACC 42 2138
1338227 N/A  N/A  4¥0376 #0395 |[CCCTACTCATCTCAGCGCGA 40 2139
1338247 N/A  N/A 29901 29920 |JACATCTTTCCCTCACTCGCC  B5 2140
1338262 N/A  N/A 53642 53661 |AGCAGCCGCCACTTCTCGAA B5 2141
1338404 NJA  N/A 33203 B3222 |GAGTGTGGAAAATCTAGTTT B34 2142
1338405 N/A  IN/A (76773 (76792 (CTCGGCATAACACATGGCCC B39 2143
1338441 N/A  N/A (74546 [74565 |AGTTTCCCCCTCCATACAAC 38 2144
1338457 NJA  IN/A 149556 #9575 |CCGCCGTCTTTCTCTCTGAA 56 2145
1338509 N/A  N/A 50599 [50618 [TAAGCACCAGCCTAACCCCT @3 2146
1338531 N/A N/A 19930 (19949 ATTGTTGCCCACCCATTCCA |60 2147
1338594 N/A  N/A 91102 91121 GGTCCGAGCACCACAGTGCC @3 2148
1338598 N/A  N/A  B6772 B6791 |CTCGCTCACATTCCCTGGGA B3 2149
1338600 IN/A  N/A 92916 92935 |(CAGGGTAGCCCTGCCAAGCA B35 2150
1338605 N/A  N/A 16882 (16901 AGATGCTTCCCCCTGCCCGC Bl 2151
1338617 INJA  N/A 56498 156517 |JACCAGGCACCCCAGTTGCCC B5 2152
1338630 IN/A  N/A 65410 (65429 |GGATACTTCCAGGAGACCCA 9 2153
1338633 N/A  N/A 59373 [59392 |CCCCGGCTTACAATCATGTT |70 2154
1338785 N/A  N/A 55798 [55817 [CTAACCCCCACATCAGAGCT |19 2155
1338919 N/A  IN/A 143834 13853 |[CAGAGGGACCTCTCTCTTTIT 53 2156
1339000 N/A  IN/A 68995 69014 [TCCAGGTAATAATATACTCT |13 2157
1339041 N/A  IN/A (87983 (88002 (CTGGTTTCCTCCTGAGCACA 1 2158
1339062 N/A  N/A 68444 68463 |CCCTGATGATCTACCCCAGA 61 2159
1339064 N/A  N/A  B1171 B1190 JAGACGCAGCCCACTCGGATA 48 2160
1339092 1126 [1145 67047 67066 |CTGCCGCTCCATCCAGAGGT |15 2161
1339123 N/A  N/A  B0774 0793 |[CCAGACCCGGCAAAACACTC 32 2162
1339152 N/A  [N/A 13322 12?(5)3 GAGCCAGGTCCCCTTCCCTC 8 2163
1339185 N/A  N/A 37579 B7598 |CCAAACTCACACCAGAAGCC 53 2164
1339247 N/A  N/A 67992 68011 ATGGTCCACCTAAATGGTCC |15 2165
1339261 N/A  N/A 72769 (72788 [TCCTGCAAATCACCAGAGTC 36 2166
1339286  N/A  IN/A 9468 B9487 |CCTCATTTCCCCCGCAGCAT |18 2167
1339304 N/A  N/A 85511 85530 |GCTCCCGTAACAAATGACCG B9 2168
1339344 N/A  N/A 45813 145832 |GCCCCCCCATAGCTTGGCCA |53 2169
1339401 N/A  N/A  [57485 157504 |GGGTCCCTGTTTACTGATCC 8 2170
1339402 N/A  N/A 77771 17790 [TCAGACACCCATGCCGGGCC B8 2171
1339409 N/A N/A 87154 87173 |GGCTGCCCGTATTCTTCCTG 9 2172
1339512  N/A  N/JA 45197 #5216 [CCGAGAGCGCATCCCAGCTC B7 2173
1339514 N/A  N/A 93365 93384 |GCAGATTCACCICTGTATTC PO 2174
1339520 N/A  N/A 18696 (18715 TCCAGCGGTCCACCTCCTAA 28 2175
1339532  N/A N/A 7165 W7184 GTGTCCATTCTCATCCACTC |14 2176
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Béang 29. Murc giam cuia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM véi xuwong
sdng hdn hop dugc do boi by doan do doan mdi KCNT1 ctia ngudi RTS39496

| Vi VI g Vi e SE
Hop chat bat dau ket thic) 3 | gpoihic SEQL Trinh tu (tr 5° dén 3%) KCNTI IDQ
s |SEQID|SEQ D[ S 25 (% UTO)| o
NO:1 | NO: 1 ' '
10808553854 B873 04233 94252 |GTCACGCTAGTGCCACCGTG Pl b33
1081135IN/A N/A 87153 87172 |GCTGCCCGTATTCTTCCTGA |11 174
1337221INJA /A 74540 74559 [CCCCTCCATACAACAGGGACRO  p177
1337286N/A /A 43832 43851 GAGGGACCTCTCTCTTITAA Bl b178
1337375IN/A /A 26604 06623 ICTGACAGTCATATTTAACCA [18  P179
1337380N/A /A M9350 49369 GCTTAGGAACCCACCCTCCC W2 D180
1337432IN/A /A 82115 2134 TCAGCCAGATATCAAGGCAAP2 P18l
1337433N/A N/A 50597 50616 |AGCACCAGCCTAACCCCTGT j33 b182
1337481 N/A N/A__ 87975 87994 CTCCTGAGCACAGATCGCCG [18 D183
1337541N/A N/A 84309 84328 |GGAGAGACTCCTCTCACACA D9 D184
1337599 IN/A  N/A #5703 45722 |ACGGCGGCACACACTATAGC[S7  P185
1337664 /A IN/A 40882 40901 TGACCCCACCACTGAAGCCA MO D186
1337706 N/A _N/A 27835 07854 |CCAGCATATATTCAATCAAC [15 D187
1337715N/A /A 27322 D7341 |AGATCCTCAACTAATCACAT [14  p188
1337721N/A /A 148848 148867 |ATGTTTCTTCCCTCTGACCT B9 D189
1337783 N/A /A W7164 47183 TGTCCATTCTCATCCACTCA [10  P190
1337802N/A N/A 76772 176791 TCGGCATAACACATGGCCCC 3 2191
1337892N/A /A 37541 B7560 TGTTCCCCCACCCTGAATCC |52 p192
1337918IN/A _N/A 91723 91742 |ACCCTCCGACCTTITACTCCA P8 P193
13379403851 3870 94230 94249 |ACGCTAGTGCCACCGTGTCC 8 b194
1337954IN/A _N/A 17764 [17783 ICCCCCTTTTTACAAATCTIC PO  P195
1337968 N/A /A 75837 (15856 ICTTACCCACATACTTGTCCA 59 D196
1337972N/A /A 68982 69001 ATACTCTTGTTACCITGTCA P 2197
1338045N/A /A B6771  B6790 TCGCTCACATTCCCTGGGAA 8 2198
1338058 ]N/A /A 42499 M2518 GACTTGTGCCCATAAGGAGC B8 2199
1338111N/A _N/A 33073 B3092 IGACAATGATTCAAACATGGCPRO  P200
1338157TN/A  IN/A 2;‘9‘?? 2;332 GGTCAGTAAATGCTGGGTTT 46 2201
1338100N/A /A 163255 63274 |AGGCGAGCTTTACACTTTITA 5 h202
1338234IN/A  N/A 18233 18252 | CGGATGGACACCACTTCCTG B4 p203
1338286 N/A /A 70290 (10309 [TGTGCCCTCCACCAGCAGGC 19  p204
1338306 N/A /A 72768 (12787 ICCTGCAAATCACCAGAGTCC 16 p205
1338309N/A /A 2308 122327 ICCTAGAGACATCCCCACCGC K1 2206
1338345]N/A /A 71272 [71291  [CAGACGCACCATCACCCAAC 25 7207
1338346 N/A _N/A 21649 D1668 CTTCCTGGCACCTCTCATGT 58  p208
1338385 N/A  N/A 78741 [18760 |AGCATCAGAATCAATAACGAR9 2209
1338386 N/A N/A 45196 5215 |CGAGAGCGCATCCCAGCTCCPS  p210
1338510N/A /A 53583 53602 AGCAAGTTCCCACCCACCCT |11 211
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1338526[N/A  INJA 86315 86334 |[CTAAGAAAACTCCCTTGCCA 41 2212
19226 19245
1338570[N/A  IN/A 19072 19291 TTCCCTCTCATCCTATAGAC P27 2213
1338597N/A  IN/A 66872 66891 |GGGCCTTTCCCACATGGAAA 20 2214
1338620N/A IN/A 19929 19948 [TTGTTGCCCACCCATTCCAG R6 2215
1338652[N/A  INJA 55797 55816 [TAACCCCCACATCAGAGCTC |12 2216
133866914574 14593 94953 94972 |GAATTGTGCTTCACAAGTCA |17 2217
133869314334 ©353 04713 94732 |CCTTTGCTGCTTCTAACTTC |12 2218
1338715N/A  IN/A 93364 93383 |CAGATTCACCTCTGTATTCC |16 2219
1338770N/A  N/A  B9360 B9379 [TGCTGTGTCCCACCCTGAGC pP3 2220
1338821 N/JA  N/A 51951 51970 AGCAGGACCACTCCCTCCAC 49 2221
1338850 N/A  N/A (89851 89870 |[CGGGATCATCCTCTGCCAGC |I12 2222
1338875N/A  IN/A 02886 92905 |GAGGCCACCATCCCAGCAGT @6 0223
1338925N/A  N/A 58477 58496 AGCACAGGCATCTACTGACCI1 2224
1338947IN/A  N/A 33857 pB3876 |GATGCATTCCATCCAGATAT P3 0225
1338994 N/A  IN/A 54492 54511 |GGGATGTGAAACCAGAAGCCS 2226
1339068 N/A  IN/A 62100 62119 ACTGGAGACCCACCATCTCC |14 0227
1339071N/A  N/A  B5078 B5097 |CAGGTCAGCATCACAGACCT @47 2228
1339122N/A  N/A  R0636 20655 |CTGAGCCCCCACATTGCACC @2 2229
1339132N/A  IN/A 65402 65421 |CCAGGAGACCCAGCCGGCGCPRI 2230
1339176 N/J/A  N/A  B0772 30791 |AGACCCGGCAAAACACTCCT 27 2231
1339183N/A  N/A 91101 91120 |GTCCGAGCACCACAGTGCCC p4 2232
1339188246 265 16638 16657 |AAGGGCAGCACCTCGGAGTCP] 2233
1339255N/A  N/A 61118 61137 [TGGATGCCCCAATCTGCCCA 110 2234
1339279N/A IN/A 68440 68459 |GATGATCTACCCCAGAGGAC B35 2235
1339293 N/A  N/A 56480 56499 |CCCGCAGTCACCTCCCACTG 21 2236
67983 168002 |
1339333 N/A  IN/A 63122 68141 CTAAATGGTCCATCCCAGAA 49 2237
1339359N/A  N/A (77748 77767 |GTCCCTGTCCTAATGAGCTG [15 2238
1339428 N/A  IN/A  |18695 [18714 |[CCAGCGGTCCACCTCCTAAT 20 2239
1339433 N/A  N/A 3034 23053 |CTCCTCGAACCTTCACGGCC 118 2240
1339462IN/A  N/A  B5508 [B5527 |CCCGTAACAAATGACCGCAA|I8 2241
1339534 N/A N/A 29900 129919 |CATCTTTCCCTCACTCGCCT 21 2242
1339542N/A  N/A  B1764 31783 [TTCAAGCCTCGATCAAGTAA B39 2243
1339547N/A  IN/A 48121 148140 |CTGTGGCCGCCCACTTCTCC P20 0244
1339561 N/A  IN/JA 4881 124900 |ATTGCACCCCCAGATTCCCT 26 2245
1339584N/A  N/A  B1170 31189 |GACGCAGCCCACTCGGATAA 43 2246
1339590 N/A  N/A 59372 59391 |CCCGGCTTACAATCATGTTT @49 2247
13396122552 2571  [79466 (79485 | GGTTCAGCTCCTTGCGGGAT 5 2248
1339637N/A  N/A 82970 82989 |GCTTGCTGACCCAAACTTCA P6 2249
1339640N/A  N/A 2399 (32418 |AGGCCCTCCACTTAATCATA 43 2250
1339651 N/A  N/A 140308 140327 |GGCAGCAGCTCCATTACCTC 36 0251
1339657N/A INJA 23907 3926 (GCCACAGTCTCCACAGCAGA 50 2252
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Bang 30. Mtrc giam ciia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM véi xuwong
séng hdn hgp duge do béi bd doan do doan mdi KCNT1 cua ngudi RTS39496

Viui | Vitd | Vitd | Vi KCN
bt dau [két thiic | bt dau [két thic ‘ s T1 | SE
SEQ ID|SEQ ID |SEQ ID |SEQ ID Trinh tw (tir 5* dén 3°) (% [ID 1\%
NO:1 | NO:1 | NO:2 | NO:2 UTC)
1080855 B854 BS73 94233 94252 GTCACGCTAGTGCCACCGTG P2 D83
1337225 N/A /A 3025 123044 (CCTTCACGGCCCCTAAACCA [11 D253
1337252 INA _N/A 91074 91093 |CGAGGGTCTTCCATGAGCGC Pl p2s4
1337257 INA N/A _ D9891 D9910 |CTCACTCGCCTTITTAGAGC 56 D255
1337260  INA  N/A _ D2307 D2326 |CTAGAGACATCCCCACCGCA [0 D256
1337265 551 D570 (19465 [79484 GTTCAGCTCCTTGCGGGATC [18  p257
1337296 INJA /A B7528 B7547 TGAATCCCCCCACCCTTGGC [10  P258
1337380  INA  N/A 15047 B5066 |GCTGCGGACCACCCACCTCT |1  P259
1337415 IN/A _IN/A 07295 D7314 |GACCGTGTTTCTACATAAGC WO D260
1337497  IN/A /A (14473 [14492 |CCAGTGCCCCATCGGTGCCA W3 P26l
1337572 N/A _IN/A 57286 57305 TTCTTAGCATTTACTGAGAC [52 D262
1337613 /A N/A 48115 W8134 |CCGCCCACTTCTCCGAGCAC 54  P263
1337627 849 DBS68 94228 4247 GCTAGTGCCACCGTGTCCTC 17 p264
1337650 /A IN/A 4491 54510 IGGATGTGAAACCAGAAGCCC Bl D265
1337830 /A IN/A _ D0635 D0654 TGAGCCCCCACATTGCACCT D7 D266
1337858 /A IN/A 175833 175852 |CCCACATACTTGTCCAGCCA [7  p267
1337861  N/A IN/A 61117 61136 IGGATGCCCCAATCTGCCCAC P8 1268
1337867 762 781 59310 [59329 ATGAACAGGTTCCGCAGCGG [18  P269
1337889 /A IN/A _ B2397 B2416 |GCCCTCCACTTAATCATATC [59  p270
1337801 N/A /A 12;23 12322 CTGTTGTGTTGGCTGAGGGC 91 p271
1337904 /A /A D7834 07853 CAGCATATATTCAATCAACT B9 p272
1337963 N/A  IN/A 62099 62118 ICTGGAGACCCACCATCTCCC B7 273
1337970 N/A  IN/A 63252 63271 ICGAGCTTITACACTTITAGAA [12 D274
1338001 A IN/A  D4860 D4879 |GTTGAAGCCCCCACCGCTGA 119 D275
1338006 N/A IN/A 86311 36330 IGAAAACTCCCTTGCCAGGCA B8  P276
1338016 /A IN/A 40866 0885 |GCCACGCTGTCTAATCAGCT P5  p277
1338034 /A IN/A__ 177665 (77684 |GTGGCTCCAACCTGTTCTCA W1 D278
1338102 N/A IN/A 55796 55815 |AACCCCCACATCAGAGCTCT MO  Pp279
67982 68001
1338156 NA  NA i TAAATGGTCCATCCCAGAAG (79 0280
1338186 /A N/A 116764 116783 ACACATGGCCCCATACAGGC 51 P8l
1338258 IN/A /A 51950 b1969 |GCAGGACCACTCCCTCCACC |62 p2s2
1338273 /A N/A 172767 112786 CTGCAAATCACCAGAGTCCC 51 D283
1338319 U333 WM352 94712 94731 |CTTTGCTGCTTCTAACTTCC |16 pos4
1338394 N/A /A 17763 [17782 (CCCCTTTTTACAAATCTTCA P3  p28s
1338436 /A IN/A 18694 [18713 [CAGCGGTCCACCTCCTAATA 65 D286
19225 (19244

1338494 N/A N/A 19271119290 TCCCTCTCATCCTATAGACA 42 [2287

Hop chit sb
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1338501 N/A  NA 82966 182985 |GCTGACCCAAACTTCAAGCC [5 2288
1338524 IN/A  IN/A 33854 [33873 GCATTCCATCCAGATATGGC |17 2289
1338532 IN/JA  IN/A 92794 (92813 |[CTGGATTCCTGTTCCAGGAC [74 2290
1338547 [NJA  IN/A 30767 B0786 |(CGGCAAAACACTCCTGGATT [70 2291
1338569 [NJA  IN/A 18230 18249 |ATGGACACCACTTCCTGCCC [50 2292
1338585 N/A N/A 39359 B9378 |GCTGTGTCCCACCCTGAGCT @41 293
1338602 IN/JA  IN/JA 143830 43849 GGGACCTCTCTICTTTTAATC |58 12294
1338628 IN/A  [N/A  R1648 P1667 [TTCCTGGCACCTCTCATGTC 89 D295
1338661 N/A  N/A 84308 84327 |GAGAGACTCCTCTCACACAC W1 296
1338712  IN/A  IN/A 142485 42504 | AGGAGCAGTCTCAGCTGCCA [76 2297
1338738 IN/JA  N/A 3768 23787 |(GGCAACACAGGCAAACCGAC B7 12298
1338782 IN/A  IN/A 26547 6566 (CAGCAGACACTCAACTTGAC 66 2299
1338820 N/A  [NJA  B6770 B6789 |CGCTCACATTCCCTGGGAAC A1 2300
1338888 K553  [4572 94932 94951 GGGTTTAGAAAATGAGGCIT p4 D301
1338894 NJA  IN/A 87152 (87171 (CTGCCCGTATTCTTCCTGAA |19 2302
1338921 N/A  N/A 40307 ©0326 [GCAGCAGCTCCATTACCICT 51 303
1338928 N/A N/A 82102 [82121 | AAGGCAACAGCAACAGTGCC W1 2304
1338958 N/A  [NJA  B1747 B1766 [TAAGCTCTGTCCAGCAGGCC pP7  P305
1338962 [N/JA  N/A 19927 (19946 [GTTGCCCACCCATTCCAGCA P27 2306
1338974 IN/JA  [NJA 65338 65357 |IATCACTCTGCTTCAAGGGCT P3 2307
1338985 N/A N/A 58476 58495 |GCACAGGCATCTACTGACCC p6 12308
1339002 N/A  N/A 93354 93373 [TCTGTATTCCACACACATTIT P29 2309
1339020 [NJA  N/A 91722 91741 |(CCCTCCGACCTTTACTCCAG B0 2310
1339113 N/A  N/A 48805 H©8824 |CTGGCCACTCCTCCTAGGCG 46 P31l
1339140 N/A  N/A 70224 (70243 |(CCCGCAGGCATCCTGGGCCT 55 2312
1339148 [N/A  N/A 50595 50614 |(CACCAGCCTAACCCCTGTTC 65 2313
1339154 N/A  NJA 49317 #9336 |CTGTCCCGCCCTCCATGGCA 41  p314
1339175 N/A  N/A  [71271 711290 | AGACGCACCATCACCCAACA U8 D315
1339195 N/A  N/A 68966 68985 GTCACTCTGTCAATTTGICT |5 2316
1339241 N/A  N/A 89763 89782 |ICGTGAAGTCCCTCCCGGGAC p5  R2317
1339256 [NJA  N/A 33038 P3057 [TGCTGTGGTTACAAATGACC 61 2318
1339282 [NJA  N/A 53582 53601 GCAAGTTCCCACCCACCCTC B2 2319
1339299 N/A N/A 56479 56498 |(CCGCAGTCACCTCCCACTGC B2 2320
1339302 N/A  [N/A 68439 68458 |ATGATCTACCCCAGAGGACC 51 R2321
1339303 N/A  N/A 85496 85515 |GACCGCAAACTTAGCAGCTA |55 2322
1339335 N/A N/A 87908 87927 |GAGGGCAGCTCCCTTCGCCT |16 2323
1339350 [N/JA  N/A 35077 B5096 | AGGTCAGCATCACAGACCTC [70 2324
1339550 N/A  N/A 45702 ¥5721 (CGGCGGCACACACTATAGCC |60 2325
1339570 IN/JA  N/A 78737 (18756 [TCAGAATCAATAACGATCTG @3 2326
1339643 N/A  N/A 66663 66682 |ICTTCCAGGCACTCGCAGGCC 6 2327
1339654 IN/A  N/A 47163 #7182 |GTCCATTCTCATCCACTCAT @48 12328
1339667 N/A  N/A 31156 (31175 |GGATAATCGCCCTTTGATTA 0 P329
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Bang 31. Mirc giam ctia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hdn hop dugce do béi bo doan do doan mdi KCNT1 cia ngudi RTS39496

Vi tri Vi tri Vi tri KC
Vi tri két bat ket

£ £ oan , A , NT1 | SEQ

Hop phat bat dau | thac dau thac Trinh tu (tir 5° d in3 ) % D
SO SEQID | SEQ SEQ | SEQ : UT | No.

NO: 1 ID ID ID Q)
NO:1 | NO:2 | NO: 2

1080740 | 760 779 59308 | 59327 | GAACAGGTTCCGCAGCGGCG | 16 108

1080818 | 2550 2569 79464 | 79483 | TTCAGCTCCTTGCGGGATCT |15 199

1080855 | 3854 3873 94233 | 94252 | GTCACGCTAGTGCCACCGTG |24 |283
1337292 | N/A N/A 27293 | 27312 | CCGTGTTTCTACATAAGCCA |30 | 2330
1337355 | N/A N/A 85488 | 85507 | ACTTAGCAGCTAAAACGACA |39 |2331
1337395 | N/A N/A 18228 | 18247 | GGACACCACTTCCTGCCCAA |24 | 2332
1337396 | N/A N/A 22306 | 22325 | TAGAGACATCCCCACCGCAA |72 | 2333
1337405 | N/A N/A 55795 | 55814 | ACCCCCACATCAGAGCTCTA |30 |2334
1337448 | N/A N/A 77630 | 77649 | CAGGTGCCTCTAACATAGAC |66 |2335
1337460 | N/A N/A 87862 | 87881 | GGCCTGGGACCCATCTGGAC |17 | 2336
1337471 | N/A N/A 27833 | 27852 | AGCATATATTCAATCAACTT |71 2337
1337475 | N/A N/A 35075 | 35094 | GTCAGCATCACAGACCTCCT |59 | 2338

67981 | 68000

1337514 | N/A N/A 8120 1 68139 AAATGGTCCATCCCAGAAGG |41 2339
1337518 | N/A N/A 57207 | 57226 | CCTCAGTGCTTACTGAGCAC |17 | 2340
1337571 | N/A N/A 92789 | 92808 | TTCCTGTTCCAGGACTCCAA |30 | 2341
1337657 | 4540 4559 | 94919 | 94938 | GAGGCTTTGCTTTAAAAGGT |16 |2342
1337769 | N/A N/A 40865 | 40884 | CCACGCTGTCTAATCAGCTC |36 | 2343
1337773 | N/A N/A 43829 | 43848 | GGACCTCTCTCTTTTAATCC 55 2344
1337792 | N/A N/A 29888 | 29907 | ACTCGCCTTTTTAGAGCCCT 19 | 2345
1337835 | N/A N/A 42403 | 42422 | GTGGAGTGTCCCTCTGCACC |36 | 2346
1337879 | N/A N/A 66524 | 66543 | CAGATCCAAAACAGAGGCCA | 48 2347
1337887 | N/A N/A 90968 | 90987 | GGCATTGTGGCAAACAGGTC |21 2348
1337894 | N/A N/A 31729 | 31748 | CCTGCAGACCCAACTTCCAC |43 2349
1337938 | N/A N/A 53575 | 53594 | CCCACCCACCCTCATCGCGG |46 | 2350
1337982 | N/A N/A 65337 | 65356 | TCACTCTGCTTCAAGGGCTT |15 2351
1338074 | N/A N/A 84307 | 84326 | AGAGACTCCTCTCACACACC |38 2352
1338080 | N/A N/A 82964 | 82983 | TGACCCAAACTTCAAGCCAC |61 2353
1338112 | N/A N/A 23024 | 23043 | CTTCACGGCCCCTAAACCAC |73 2354
1338114 | N/A N/A 68946 | 68965 | TTAAAAGGAACTCTACCTTC |64 | 2355
1338127 | N/A N/A 26546 | 26565 | AGCAGACACTCAACTTGACC |47 | 2356
1338140 | N/A N/A 76763 | 76782 | CACATGGCCCCATACAGGCA |42 | 2357
1338155 | N/A N/A 72765 | 72784 | GCAAATCACCAGAGTCCCCA |37 | 2358
1338217 | N/A N/A 58468 | 58487 | ATCTACTGACCCCTCTGGAA |73 2359
1338241 | N/A N/A 18693 | 18712 | AGCGGTCCACCTCCTAATAC |28 2360
1338297 | N/A N/A 56478 | 56497 | CGCAGTCACCTCCCACTGCC |69 | 2361
1338302 | N/A N/A 93327 | 93346 | TGCACAGATCTTCATAGCAA |23 2362
1338338 | N/A N/A 49280 | 49299 | GGTCTGCTCACCTCACTTGC |32 |2363
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1338360 |N/A | N/A | 68424 | 68443 | GGACCAACCCCAGATGGTCC |82 | 2364
1338366 |N/A | N/A | 40305 | 40324 | AGCAGCTCCATTACCTCTGC |20 | 2365
1338368 |N/A | N/A | 17758 | 17777 | TITTACAAATCTTCATGGTC |36 | 2366
1338410 |N/A | N/A_ | 30710 | 30729 | GGGAGATGTCTCTCCAAGCT |53 | 2367
1338419 |N/A | N/A | 74436 | 74455 | GGCCTCAGCACCAGATGCCT | 66 | 2368
1338444 | N/A | N/A | 48804 | 48823 | TGGCCACTCCTCCTAGGCGG | 59 | 2369
1338496 |N/A | N/A_ | 51910 | 51929 | GGGTCCGTCACACCCAGCAG |29 | 2370
19223 | 19242
1338527 |NA WA [ mole CCTCTCATCCTATAGACACC | 44 | 2371
1338610 |N/A | N/A | 21647 | 21666 | TCCTGGCACCTCTCATGTCC |38 | 2372
1338692 |N/A | N/A | 63249 | 63268 | GCTTTACACTTITAGAAGAA | 18 | 2373
1338740 | 3843 | 3862 | 94222 | 94241 | GCCACCGTGTCCTCACACGC | 18 | 2374
1338805 | N/A | N/A_ 136757 | 36776 | TGGGAACGAACCCACAGCCC | 66 | 2375
1338851 |N/A | N/A_ | 82076 | 82095 | CCTGGGTTCCACACCTGACC |33 | 2376
1338858 |N/A | N/A | 39315 | 39334 | GCGCTGCTCCACCTGCCCAA |30 | 2377
1338873 |N/A | N/A | 48113 | 48132 | GCCCACTTCTCCGAGCACCA |38 | 2378
1338883 |N/A | N/A | 23720 | 23739 | ATGACATGCATTTCACTCAC |33 | 2379
1338890 |N/A | N/A_ | 78706 | 78725 | GCTACTGCAATGACCGGCCA |30 | 2380
1338978 | N/A | N/A | 31138 | 31157 | TAATTCAAATTCAACTGCTC |59 | 2381
1339012 | N/A | N/A | 89662 | 89681 | GGAAAGGTCTTCACAGGCCA |22 | 2382
1339098 | N/A | N/A | 47161 | 47180 | CCATTCTCATCCACTCATCA | 41 | 2383
1339114 |N/A | N/A | 50594 | 50613 | ACCAGCCTAACCCCTGTTCC | 68 | 2384
1339141 |N/A | N/A_ | 87150 | 87169 | GCCCGTATTCTTCCTGAAGA |27 | 2385
1339147 |N/A | N/A_ | 32396 | 32415 | CCCTCCACTTAATCATATCT | 43 | 2386
1339199 |N/A | N/A_ | 19890 | 19909 | GCCATGCCAGACTCACCCAA |36 | 2387
1339236 |N/A | N/A | 54409 | 54428 | GCCCAGTTCTCCTTCTCAAA |22 | 2388
8344 | 8863
1339284 |NA  |NA ottt 2i o TCATGCTCAGAAAATGACCA |34 | 2389
1339345 |N/A | N/A_ | 33853 | 33872 | CATTCCATCCAGATATGGCT | 44 | 2390
1339352 |N/A | N/A_ | 71268 | 71287 | CGCACCATCACCCAACAGCA |37 | 2391
1339354 |N/A | N/A_ | 70215 | 70234 | ATCCTGGGCCTCTCCAGACT |74 | 2392
1339364 |N/A | N/A | 20603 | 20622 | TGGTTGGGTCTCCCTGCCCC | 30 | 2393
1339374 |N/A | N/A_ | 75812 | 75831 | GCTGITGTCCCCAGCAGGCC | 41 | 2394
1339440 | 4330 | 4349 | 94700 | 94728 | TGCTGCTICTAACTTCCAGA |24 | 2395
1339460 | N/A | N/A_ 145026 | 45045 | GGGAGCCCATTTCCCAAGTT |43 | 2396
1339494 | N/A | N/A_ | 86301 | 86320 | TTGCCAGGCACCCATAGGTC |26 | 2397
1339497 |N/A | N/A | 60946 | 60965 | AGAGCAGCAACATGGAGCCC | 40 | 2398
1339499 | N/A | N/A_ 62098 | 62117 | TGGAGACCCACCATCTCCCC |46 | 2399
1339520 | N/A | N/A_ | 33022 | 33041 | GACCACAAATTCAATTGCTA |43 | 2400
1339551 |N/A | N/A_ | 37527 | 37546 | GAATCCCCCCACCCTTGGCT |75 | 2401
1339572 |N/A | N/A | 91721 | 91740 | CCTCCGACCTTTIACICCAGG |15 5405
1339604 | N/A | N/A_ | 45701 | 45720 | GGCGGCACACACTATAGCCT |43 | 2403
1339610 | N/A | N/A | 24678 | 24697 | GAGATGCTCTCACCAGGAGC |33 | 2404
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Bang 32. Mirc giam cia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM v6i xuong
séng hon hop duge do boi bd doan do doan mdi KCNT1 ciia ngudi RTS39496

Vitrd | Vitrd

dloer o | T Vit bat| Vi tri két SEQ
Hor; chat é’thd‘i‘]‘; lggéh;g dhu SEQ[thtic SEQ]  Trinh tw (tir 5 dén 3) (I;CIIJ\ITTCI) D
° D NO: 2/[ID NO: 2 0 No.

NO:1 | NO: 1

10808553854 3873 94233 94252 (GTCACGCTAGTGCCACCGTG 31 P83

1337251 N/A N/A  R0547 20566 (GCACTTCCACCITACCCAGA 72 2405
1337284N/A  N/A  B1720 31739 [CCAACTTCCACTTTGCAAAA 63 2406
8834 8853
1337289 N/A  IN/A 27078 B7297 AAAATGACCAACTCACTGGC| 66 2407
1337328 N/JA  N/A ~ B6573 6592 |ACAAGAGAACATCTGTGCCG| 94 2408
1337330N/A N/A 89589 89608 |AGCCCAGTCACCCGTGAGCA| 28 P409
1337335N/A  N/A 65183 65202 |CATCACTGTCCCAATCACCC 96 2410
1337341N/A N/A  R7810 [7829 |ACACGCCCAGGCAAACCGCC| 60 P41l
1337476 N/JA  N/A 37491 37510 |(CACTAGGCCTCCATGCACCC 66 2412
1337531NJA N/A P1717 91736 |CGACCTTTACTCCAGGCCTC 35 D413
1337550 N/A  N/A #5675 ©5694 |CAGACGCATCCATTITCCTCC 48 414
1337562N/A  N/A 58399 [58418 |[TGGGACCCAGTCATGAACTA| 59 P415
1337635N/A  N/A 54379 54398 [ GGGTTCTGCCCTCTTCTGAC 18 D416
1337643N/A  IN/A  §2263 142282 |CCCACACGCAACAAAGGCAC| 70 p417
1337718 NJA  N/A 86290 (86309 |CCATAGGTCAAAAAGGGCCC| 38 PA418
1337735N/A N/A  §0233 40252 |AGCGAGGCCACCCATGTGAA| 89 p419
1337821 INJA  N/A 93320 93339 ATCTTCATAGCAACCCATGC 49 2420
1337875N/A  N/A  B2682 [32701 |ICACAAGTGTTTTAAGCACAC 42 D421
1337929N/A  N/A 73956 (73975 [TGCACTGAACCACCTGGTGC 80 2422
1337932[N/A  [N/A 2;222 2;222 GGTCCACCCCAGACGATCCA| 21 423
1337961 N/JA  IN/A 90921 90940 |[CAGGAGGCCCTTCAAGCTCC | 36 424
1337962IN/A  N/A 32357 B2376 [TGTGGTCCCCCTCGCCACGC 33 2425
1337980N/A  IN/A 68900 168919 |GCAGCTGACTCTCCCGCCCC 79 2426
1338245N/A  N/A  R7211 27230 CTGGAGTACTCTCCACAGAC 69 2427
1338251 INJA  N/A 82003 82022 |CCACTTGCTCCACTGTGCGA 58 2428
1338252N/A  INJA  P4541 4560 |GAGGCATAAACACACTTACA| 36 P429
1338279INJA  N/A 92435 92454 [TCCTGTGTCCACACCTGCGG 41 430
1338347N/A  IN/A 62062 62081 (CTCACGGGACTCCATCATTA 41 D431
1338379IN/A IN/A 19882 19901 |AGACTCACCCAACCCTACCA | 77 432
1338384IN/A  IN/A  P5808 [25827 |GCCGGACACCAGGCCTGCAA| 49 pA433
1338395N/A  N/A  R3663 23682 [TTTGGACACCATCCCGGGCC 54 434
1338407INJA  N/A 2295 P2314 |CCACCGCAACCCCTTCTGCT 84 435
1338428569 588 57124 57143 TCTCCACCCACAGAATAGGA | 24 2436
1338452IN/A IN/A 7/1 121 ;i 138 GCCCTGCCCCAGACGCACCG| 30 [2437

1338466 N/A  INJA 47079 7098 |ACATCGCCATTCCCAGAGTC 55 2438
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1338490 N/A  IN/A  [78689 [78708 |CCACAGATTATAACCCACAG| 49 439
1338505N/A IN/A 87843 87862 |CCCCAGCACATCCTGGCCIT 43 2440
1338541 NJA  N/A 149202 #9221 |GACCAGACCCCAGAATCTCC| 75 p441
1338551 N/A  N/A 48079 148098 [TGAAAACGATCCATTTTCCC 79 2442
1338554IN/A  N/A 69862 69881 [CCATGGTGCTTCCTAGGGCA 29 2443
1338567N/A  N/A 85146 85165 |AGGCGGTACATCCACGGGCT| 48 D444
1338599 N/A N/A 17735 17754 | ATGGATACAGTCCCTAGGAC 19 445
1338654 N/A  N/A 51867 51886 [TCTGAAGATTCCTCCCCGCA 80 446
1338655N/A  N/A 148763 148782 |CCATCGCCCCACACTCCACT 76 2447
1338670N/A  N/A (77545 [77564 [ GTGGCTCTCCCTTGCAGAAT 37 2448
13386783838 B857 94217 P4236 |CGTGTCCTCACACGCTCCTC 40 2449
1338685]N/A  INJA 62940 62959 |CGGGAAAGCCACACACAACT| 70 2450
1338689N/A  IN/A 50512 50531 |GCTGTGAGCCTCACCTCCCC 65 P451
1338704[N/JA  N/A 55657 [55676 (GGTACATCCCACATCTGCGG 26 452
1338718 N/JA  N/A  [72558 [72577 |CCTGATGCCCTCCCCCGAGC 74 2453
1338734IN/A  N/A 1424 1443 [TCCCCCGACATACACAGCAT 44 D454
1338743N/A N/A 18668 18687 (GCACACAACCCATGTGCCCA| 55 455
1338780[N/JA  N/A 43240 43259 |CATCTCCCGATATAGCCCTA 74 2456
1338788N/A  N/A 29733 29752 |CTGTCCGGAGAATCCAGGCC| 41 p457
1338836 N/A  N/A 3014 3033 |CCTAAACCACCACTGCCCCT | 103 458
1338838 IN/A  N/A 82825 82844 [CGGAGAGTCCTCCCAGCCCT 47 2459
1338893N/A N/A 66014 66033 |[CTGCCTTGCCACACAAAACA | 53 2460
1338898 NJA  IN/A 76608 76627 [TCGACACACAACATACACAA| 135 P46l
1338927N/A  IN/A  [79252 79271 |CCCAGACCCCTCACCAAACA | 92 P462
1338968 N/A  N/A  p9252 [39271 |ACCAGACACCAGCCCAAGCA| 77 P463
1339022N/A  IN/A 18188 18207 |GCTGCCGTTTTCAAGAATTA 45 D464
13390914266 ©#285 94645 94664 |(CCAGAGTGCAGAACAGCAGC| 65 2465
1339145N/A  N/A 34966 (34985 |GAATCCTCACCCTTAGCCCT 67 466
1339159N/A  N/A 60802 [60821 |[CCAAGAGACCCCACCTGGCC| 76 p467
1339178 N/A  N/A 33778 B3797 |AACCAGTGAGTCACTACGAA| 37 468
1339207N/A  IN/A 44865 144884 | AACAAGGGCTCTCACACCTC| 103 P469
1339232N/A  N/A 30493 30512 |GCCTCCTGAAATCTGGGCTT 80 12470
1339281 N/A° N/A 84242 184261 [TGTCACCCCACCAGCAGCAT 82 P47l
1339291 N/A N/A 56449 56468 (CAGGTGCCTTCCTTTGCCGT 23 472
1339295N/A IN/A 53292 53311 [TCCGTGGACCTTCTGGGTCC 31 473
1339311 N/A  N/A  B1120 B1139 [TCAGCGAACTTAATTATATC 54 D474
1339361N/A  N/A 75709 [75728 |GTTGACCCCACCCCAGAGGC| 56 2475
1339376 N/A  [N/A 12522 ig;g CTCTCATCCTATAGACACCA 23 12476
133950414524 #4543 94903 94922 | AGGTAAGTGTAAAATGGTCC| 24 p477
1339506711 730 59192 59211 GTGTTGATCATCTCCAGGAC 33 2478
1339543 N/A  N/A 40856 40875 |CTAATCAGCTCCCAATCCCT 72 2479
1339613N/A IN/A 87046 RB7065 |GGAGCTGCCAGCAATAGCAA| 31 2480
1339656N/A  N/A 68289 168308 |CAGATGGTCCACCCTGGACA | 48 [P481
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Bang 33. Mitrc giam ctia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hgp duogc do bsi bd doan do doan mdi KCNT1 ctia nguoi RTS39496

Vi tri Vi’tri ;

bétl sy K& | Vit Viudké
Hop chit thac | bat dau| thuc . s A A KCNT1 | SEQ
s [ SEQ | SEQ |SEQID|sEQID| TR (IR o uTey b No.

ID NO:{ NO:2 | NO: 2
1

855082 IN/A N/A 90144 90163 (CCTTGCAAATATCCCAGGTT 19 482
1080855 B854 PB873 94233 94252 |GTCACGCTAGTGCCACCGTG 30 283
1337283 N/A N/A 50286 [50305 |GTAGAGTCCCAGCACCTGCC 62 2483
1337340 N/A N/A 58657 158676 |AGTCTTGAAACCATGGTCCT 31 D484
1337345 N/A  IN/A 93464 3483 (CACCAGCGCACACCTGCCAC 56 2485
1337390 N/A N/A  B2087 B2106 [TGCACAGCTCCCATGGATGA 35 2486
1337423 N/A N/A 62367 62386 |GGCCCAAGCACTTCACACCC 28 2487
1337426 N/A  N/A 57691 57710 |GGGCCTGGTTTCCCTATTTA 24 488
1337431 N/A N/A 83348 B3367 |GTCCACGGCACCCTCTCCTC 54 489
1337464 N/A  N/A 25093 P5112 GGCCTCAGCCTTCACTCACA 38  [2490
1337529 N/A N/A 17851 (17870 |CCACTCCTGACTCTTGGTTC 30 2491
1337544 N/A N/A  B9661 B9680 |[CCCTGATGAAACTTCAGCCC 57 2492
1337596 N/A N/A 91525 91544 |GTGCCTCCCCCCACGGCAGC 17 2493
1337612 N/A  IN/A 74945 (74964 |CAAGGCAGCACTCACTCTAC 56 494
1337630 NJA  N/A  R9978 29997 |CCATTTTAACCCTCTTTGCC 46 495
1337659 N/A N/A B5707 B5726 |ATCTGAAGCCCCAAACTAGC 99 2496
1337764 N/A IN/A 76997 (17016 |AGGTGCCGAACCTTAAGGAC| 39 p497
1337766 N/A IN/A 69099 69118 |ACACTATGCCACTAAGGACA| 47 12498
1337800 N/A  IN/A 12693 U©2712 GGCTCGCTGTCAACACACGA| 46 499
1337807 N/A IN/A 8486 P8505 |CCAAGGGACCCACTGAGGCT| 52  p500
1337809 N/A N/A B2441 B2460 [TCTTGGCTCACCCAGATCAT 48 501
1337820 N/A IN/A #5449 ©5468 |CCCTGGATGCTCAACAGCCG 42 502
1337829 N/A N/A 82463 82482 |ICGGAACACACTTTCACTCTC 25 2503
1337848*N/A  IN/A 52249 52268 [TCACAGCCCCAGCCTTCGCC 28 2504
1337922 N/A IN/A  B4923 84942 |CCCTTACTCATCAGTGGCCG 64 2505
1337933 N/A N/A 85800 B85819 [TCCCAGACACACTCAGGGCC| 44 P506
1337936 NJA N/A 2750 p2769 |CACGCAGAAACTCTGGGCTC 30 2507
1338065 IN/A IN/A 18312 (18331 |CAGGAATACAGCATTACAAT| 41 2508
1338067 N/A N/A  B3379 B3398 |CAGGTAAGCATTTAAACCTT 43 509
1338133 N/A N/A 53949 53968 |ACTGGAGACACCATCTTCGG| 25 PSI0
1338149 N/A IN/A (73377 (73396 |GAGAGACTCCACCTGTCCAA| 40 P51l
1338249 N/A N/A 19540 [19559 |AAGTTGCCCACTCCTGTACT 49  P512
1338261 N/A N/A 17278 (17297 |GAATTATTCCCATGGGCTCA 28 2513
1338285 NJA N/A B1390 B1409 |CTGCGGAATCCCCTCCTGCA 27 514
1338293 N/A IN/A #8489 #8508 |CACTGGCTTCCGGACAGCCA 66 2515
1338381 N/A IN/A 40418 40437 [TCCAGAAGAACAAACCTACC| 62 D516
1338390 N/A N/A  B7960 B7979 [TGGGCCCGCACATCTCACAT 65 517
1338421 N/A N/A 68591 68610 |[GGATGATCCACCCCAGACGG| 45 P518
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1338486 N/A IN/A  P3131 93150 |GTGCTCAGCCCTTTGCTTCA 28 2519
1338493 N/A INJA  W7513 WU7532 (CTGCTCAAACCATCAGGACC 36 2520
1338552 N/A  IN/A (78953 (78972 [TCTTGGTTTCCAATCATCAT 26 2521
1338568 N/A IN/A 64020 (64039 (CTGCACATCCCGATTTGGCC 30 [2522
1338580 N/A  N/A 0942 P0961 |CTGTCCACTTCCTCCACCGG 47 2523
1338586 N/A IN/A ©@1277 WK1296 |ACCACGCTAGACCTCAGGCT 16 (524
1338591 N/A N/A 70371 (70390 ACAGTGCCCCCTCAGTGGGC 62 2525
1338613 N/A IN/A  B0923 0942 |GGACACAGTTCAATCCCGAA| 33 526
1338646 N/A N/A 711737 [71756 GTGGACCTTCCATCGCTCCT 13 2527
1338647 N/A INJA 48965 18984 |(CAGAATTCTCCATTCCTGAT 61 2528
1338653 N/A IN/A (18846 [18865 [TCTCCCTCCAATAGAACCIC 49 529
1338666 IN/A IN/JA 34506 B4525 [TTATGACTCAATGAGCCCAA 44 D530
1338691 [N/A  IN/A 22(1)43 Zg?gz GGAGACTCATCCCACCCCAC 15 [2531
1338695 N/A [N/A  R1900 R21919 JAGGAGCTAATGAAACAGCCT| 29 P332
1338696 N/A  IN/A 77997 (18016 |[CACCACCAAGAAACATCGCA| 51  [P533
1338697 N/A IN/A 68150 (68169 |(CTAGACAATCCACCCTGGAT 57 2534
1338717 N/A N/A 26887 [P6906 [TCAGGGTCATCCTCGAAGCC 38 2535
1338728 N/A [N/A 51101 51120 |GAGGAAAACTCCAATGCTGC| 46 536
1338853 N/A [N/A 55300 55319 AAGGAGACCTCACTGCTCAC| 25  [P537
1338856 @696 U715 P5075 P5094 |GTACAAACCAGTAAGGAACC| 30 538
1338874 N/A N/A (75902 (75921 |[CCGCCATGCCTCCCTGACAT 70 539
1338922 N/A N/A 24240 P4259 | GGATTCGCCCTCTCAGGGTC 20 2540
1338931 N/A N/A R7520 P7539 [TGGCAGGTCCACCCTCCCCC 23 2541
1338940 N/A N/A 3103 3122 GCCACCCTTCCCAAACTCAG 73 2542
1338945 N/A  N/A 61550 61569 |GTGCATCACCAGGCGAGCCC| 17 [P543
1338953 N/A N/A P0130 0149 [TGGGATGGCTTCTAATGGCA 11 544
1338954 U364 ¥U383 94743 P4762 |ACCCCTCTCACATGCCCGGC 41 545
1339097 N/A  N/A 67530 67549 [TGTTTGTGCCCACCACCICT 51 [2546
1339104 3939 (3958 94318 094337 [TGAGCTGGCCCTCCCCCCGC 51 547
1339142 N/A N/A 46151 46170 [CGGGAAGCTCCACACCAGCT| 71  P548
1339210 N/A  N/A 59818 [59837 |ACTGCTGCCATTCACATGAC 31 2549
1339224 N/A  N/A  B8951 88970 |GGCTGGCCCAACTCTAGCTG 42 2550
1339252 N/A IN/A #4273 144292 GTGAGCTCCACCTCATGCCG 33 551
1339319 N/A N/A  B7049 B7068 |GATGGAAGCCCCCTTCAACC 68 2552
1339369 N/A N/A  P2124 92143 |CAGCTCATTTCACTCCGGCA 13 2553
1339370 N/A  N/A 65554 65573 |GGCATGGGACAATCTCCCCC 8 2554
1339411 N/A  [N/A 86432 RB6451 ACACAGGTCCATACCCCACC 82 2555
1339449 N/A N/A 56671 56690 | AGGTCGGGCTATCTAACCCA| 38 [P556
1339519 N/A N/A  R7545 {87564 |CAGGCTACTCCCCCCAGGCC 41 2557
1339652 IN/A /A 81593 B1612 (CCACGCCATCTCCTGAGTTC 88 558
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Bang 34. Miurc giam ciia KCNT1 ARN boi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hén hop dugc do bai bd doan do doan mdi KCNT1 cia nguoi RTS39496

Vit | Vitri

a7 Vit bat|Vi e két SEQ
H‘-’PS’ ghat ggtg‘i‘]‘_;‘) lgeEtéhI‘g du SEQfhtic SEQ|  Trinh tur (tir 5° dén 3°) (I;ngé) D
ID NO: 2[[D NO: 2 ? No.

NO:1 | NO: 1

10808553854 873 04233 04252 |GTCACGCTAGTGCCACCGTG | 74 P83

1081145N/A  INJA~ P1719 01738 [TCCGACCTTTACTCCAGGCC | 29 487

1337232N/A /A [19885 [19904 |GCCAGACTCACCCAACCCTA | 66 559
1337354N/A N/A  [14252 [74271 |GGGTTGTGGACCTCTAGGTA | 48 P560
1337377N/A INJA 9759 R9778 |[CCTTTGCTCCCCTGTGGGCC | 54 D561
1337391N/A  NJA 0627 PB0646 |[GCGGCCCTCACTCTCCGGCC | 72 562
1337406 N/A  INJA 55750 55769 |CCCCTCCCCACCTACTGCGG | 39 563
1337429N/A INJA 58432 [58451 |GTGAAAGACCCTCTCTGGTC | 54 D564
1337444N/A INJA 68924 68943 [CCCGTTCTCCCACCTTGACT | 115 D565
1337467N/A  INJA #3243 3262 |[CTGCATCTCCCGATATAGCC | 39 D566
1337499N/A INJA  [18675 [18694 |ACCATCGGCACACAACCCAT| 69 P567
1337504N/A INJA 87148 [87167 |[CCGTATTCTTCCTGAAGACT | 18 568
13375614306  ¥325 4685 94704 |[GCTTGGGACAGCAAACAGCC| 39 D569
1337629N/A  N/A 82864 82883 |ATCCCTGTCCACACAGGGTC | 110 P570
1337663N/A  INJA 51903 51922 TCACACCCAGCAGACAGCCG| 100 P571
1337710N/A  N/A 56475 56494 |AGTCACCTCCCACTGCCTGC | 47 p572
1337731N/A INJA 69899 169918 [CTGACAGCTTCTCCTGGCCA | 51 D573
1337739N/A INJA 7829 [7848 [TATATTCAATCAACTTAGGA | 57 D574
1337780N/A INJA 90945 (00964 |CCCGAGCTAACACCCGTCCT | 35 P575
1337897N/A  INJA 87845 [87864 |[GACCCCAGCACATCCTGGCC | 27 D576
1337923N/A  INJA 53304 53323 |TGCTCCAGCCTTTCCGTGGA | 39 p577
1337928 N/A  IN/A 93325 [03344 |(CACAGATCTTCATAGCAACC | 52 D578
1337996 N/A  INJA 85469 [85488 |ACCTGTCTCCTCTCTCCCGT | 44 D579
1338014N/A  INJA  WU8101 W8120 (GAGCACCACCACAAAAAGGA| 61 D580
1338024N/A /A 0550 0569 |(GCGGCACTTCCACCTTACCC | 57 P58l
1338120N/A  INJA 18220 [18239 |CTTCCTGCCCAATATCGGAA | 80 D582
1338164 N/A  INJA 84246 [84265 [TGCATGTCACCCCACCAGCA | 69 583
1338177N/A /A 60854 60873 |CCCCCACCTTTACCCTGGCT | 53 584
1338246N/A  N/A 7291 P7310 |GTGTTTCTACATAAGCCACA | 25 D585
1338248N/JA  INJA {7129 W7148  |GTTTATCTGGCAAACAGCAA | 56 D586
1338257N/A  INJA  PB7501 PB7520 TTTCTGACCTCACTAGGCCT | 76 [587
1338280N/A  INJA 65245 [65264 |AGGCTCAGTCTTTCCAGTCA | 63 [588
1338342N/A  N/A 79263 [79282 |ACTGGAGCCCTCCCAGACCC | 92 589
1338364N/A  INJA 3016 P3035 |CCCCTAAACCACCACTGCCC | 91 590
1338409N/A /A B1723 B1742 |GACCCAACTTCCACTTTGCA | 88 P591
19227 19246 |
1338414N/A  N/A  [ooor—fooo —CTTCCCTCTCATCCTATAGA | 91 2592
1338455IN/A  N/A 17627 [77646 |GTGCCTCTAACATAGACACT | 50 P593
1338465N/A  N/A  P3713 P3732 [GCATTTCACTCACTCAGGAC | 34 594
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1338503758 777 59306 59325 |ACAGGTTCCGCAGCGGCGGC| 35 2595
1338522IN/A IN/A  ¥5024 45043 |GAGCCCATTTCCCAAGTTCA 50 2596
1338542 IN/A° INJA 54395 54414 |CTCAAACTCTCCTAGTGGGT 35 2597
1338616 N/A  IN/A  [75801 75820 |CAGCAGGCCACCACCCCGTC 80 2598
1338664 N/A  IN/A  R1434 P21453 |AAAGCATGCATCCCCCGACA | 51 2599
1338667 N/A  IN/A  U8765 148784 |GACCATCGCCCCACACTCCA 59 600
1338703N/A N/A 2304 D2323 |GAGACATCCCCACCGCAACC | 105 p601
1338713N/A IN/A 92580 92599 [TTGGAGTTCCCACAGTGTGA 43 2602
1338749N/A IN/A  K0863 140882 |ACGCTGTCTAATCAGCTCCC 44 2603
13387653841 3860 94220 94239 |CACCGTGTCCTCACACGCTC 44 2604
1338772IN/A IN/A  K40303 140322 |CAGCTCCATTACCTCTGCTC 67 12605
1338777N/A IN/A 168397 68416 ATGGTCCACCTTGAATGGTC 36 2606
1338804 N/A  N/A 2378 32397 |CTGCTAATCCCCCTCACCAC 61 2607
1338885[N/A  INJA  B9300 [39319 (CCCAACCATCCCCAGAGGAC 99 2608
1338901 N/JA  INJA 1122  B1141 |GCTCAGCGAACTTAATTATA 61 2609
1338916 NJ/A  N/A 89652 89671 [TCACAGGCCACCTGTTCCCC 81 P610
1338951 N/JA  IN/A  @9228 149247 | GGGAGCCTCACCATGCCCTT 82 P61l
1338963N/A  IN/A  [71266 [71285 |CACCATCACCCAACAGCATG 70 2612
1338965[N/A  IN/A 17748 17767 |CTTCATGGTCCTCATGGATA 22 D613
1339061 N/A  N/A  B6681 B6700 |CGGCTGCTCCATGATGCAGT 78 12614
1339084 N/A  [N/A 233; 1 232(6) 0 CAGAAAATGACCAACTCACT | 52 2615
1339094 INJA INJA 163151 63170 |GATTGGTGAATCAAAGCCAA| 47 R616
1339103N/A N/A 72697 [72716 [TGGCTGAGCCCTCCCGTCCC 120 2617
1339105N/A° N/A  ¥5677 ©@5696 [TGCAGACGCATCCATTTCCT 63 2618
1339171IN/A N/A 33842 B3861 (GATATGGCTCCTACTCCACC 70 12619
1339186 N/A  IN/A  R6466 DP6485 |GCCACGCCCCTCGCCGACCA 31 2620
1339214[N/A  N/A  [76739 76758 | GAAATGGACACACCCGGACA| 120 R621
1339234 N/A° N/A 166023 66042 (GAGGCTCCACTGCCTTGCCA 49 2622
133926414538 . 4557 94917 94936 |GGCTTTGCTTTAAAAGGTAA 87 623
1339269N/A IN/A 50557 50576 [TGTCACTGTCCACCAGGGCA 45 2624
1339274 N/A N/A 67952 67971 |AATGGTCCACCCCAGACGAT 54 625
1339429 N/A  N/A  K2388 142407 |GCACCCCACAACCCCAAGTC 73 2626
1339446[N/A  IN/A 62095 62114 |AGACCCACCATCTCCCCAGA | 100 [627
1339464 N/A  N/A  B3011 (33030 (CAATTGCTAAACCACACTTT 63 2628
1339474N/A N/A  [78691 [78710 |GGCCACAGATTATAACCCAC 73 2629
1339490 N/A N/A  [57163 57182 |GTAGGGCACTCACCTGGATC 93 2630
1339515N/JA° N/A  B4973  B4992 |AGTGCCGGAATCCTCACCCT 37 2631
1339546 N/A  IN/A  P4575 P4594 |GGTGCTTTTCCATAGCAGCT 31 2632
1339620N/A  N/A 86299 R6318 |GCCAGGCACCCATAGGTCAA| 30 P633
1339666 N/A  IN/A 82025 82044 |CAGAAAGCCAATTCCAGCTC 67 2634
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Bang 35. Murc giam ciia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM vé1 xuong
séng hén hop duoc do bai bo doan do doan mdéi KCNTI cia ngudi RTS39496

Vie | VAL

Hop chit[Pit dAu t;eatc b\a‘{tl(;gu Vlti[li}li{ i KCNTI | SEQ

% IS]IE\I%. SEQ [SEQ ID|SEQ ID Trinh tw (tir 5* dén 3°) (% UTC)|ID No.

1 'IDII\IO: NO:2 | NO: 2

1080855 B854 P873 94233 194252 |GTCACGCTAGTGCCACCGTG| 20 P83
1080889 4699 K718 5078 195097 |ACCGTACAAACCAGTAAGGA| 21 [133
1337293 N/A /A [48995 19014 ICTGGCATCCACCGGCTCCCC | 32 635
1337302 N/A IN/A 83422 83441 (CTGGTGCCTTCTACAGGCTC | 50 636
1337333 N/A |N/A 90157 0176 [CAGGGCAGAATTACCTTGCA| 28 D637
1337360 INJ/A N/A 20273 D0292 |ICGTCCTCCCACCTCACACGG | 39 1638
1337411 N/A N/A 17299 [17318 [CTGCCAGCCCCCTCAGCGGA| 33 2639
1337501 INJ/A N/A 54076 54095 |ICTGAGCACTCTTACGCATAA | 22 D640
1337549 N/A INJA 93600 193619 (GTCCCATCTCCACACAGGGC | 34 D641
1337567 /A N/A 71769 171788 |GGACCTCAACCCCCTACTTG | 44 pe642
1337576 /A IN/A 75974 175993 |GGTCTTTCTCCTCCCACCAC | 46 D643
1337606 N/A IN/A B8100 B8119 ICACCCCCCAATTCCTACCTC | 81 D644
1337608 INJ/A IN/A 58710 158729 |GTCTTAGCCACCAAGGCCTT | 47 645
1337614 /A /A 79138 119157 ICAGCTGTACCCACAGGCGGC| 64  [646
1337616 N/A IN/A 62591 162610 ICAGAGGCTCCCTAGGAGCAC| 81 D647
1337711 /A NJA 67861 67880 (CTATAATGCTCTCATGGCTC | 49 D648
1337763 /A IN/A 40427 10446 |GATCCACACTCCAGAAGAAC| 39 649
1337805 INJ/A N/A 87555 [87574 [TCCAAACTCACAGGCTACTC| 18 P650
1337817 /A IN/A 93151 93170 |ACAGGCCATTCCCACTCGCT | 26 651
1337840 N/A |N/A  B1008 B1027 [CTTAATTACCTCTAAAGAAC | 64 D652
1337862 /A IN/A 56769 56788 |ACGACAGGCAACAGCAGCCT| 23 653
1337884 INJ/A N/A 51263 51282 ACCGTGGCCACCTGCATGAC| 61 D654
1337915 N/A |N/A 146179 [6198 (GCAGGTAGTCATACACAGAT| 48 D655
1337947 N/A N/A 17963 [17982 TGGGCTCATTATTAGAGCAC | 40 D656
1337964 N/A N/A 73399 (13418 |GACAGATTCAAAAACAGGCC| 18 P657
1337966 1414 1433 70612 [10631 [GCAGGCCTCCCCATTGTCCA | 28 D658
1337969 N/A |N/A 85810 85829 |AGCTCTATCTTCCCAGACAC | 50  P659
1337993 N/A |N/A B5834 B5853 (CTGGACATTCTCAAAGTGCC| 53  P660
1338000 N/A N/A 61853 61872 ICCAGAGGACCCACCTGCAGT| 83 P66l
1338012 N/A |N/A 82499 182518 (TCCAGGATCCCTATGGGCTC | 38  p662
1338038 N/A |N/A 81677 [81696 [CAGTGCCTCACACGCGGTCA| 46 D663
1338040 /A N/A D7581 DP7600 |GCCCAAAACTACAGCGGTCT| 26 D664
1338043 N/A |N/A 64148 64167 TGGCCTTGTCTTACTTCTTA | 36 D665
1338061 /A IN/A 86661 86680 |GCCCATCCACCCACTTGGAC | 77 D666
1338144 N/A N/A  B9870 B9889 |ICAGGTGCTTGACCTTAGCCT | 42 D667
1338159 N/A N/A D1946 P1965 TGCTCAACTCCAGAGAACCA| 47 D668
1338180 INJ/A N/A 42852 B2871 |CAGCATCCAAACCCACGGTG| 33  [669
1338198 N/A |N/A  [18867 [18886 (GAAGCTCTAATCCCTGGCCA | 29 670
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1338201 [N/JA [N/JA (75153 (75172 [TCAGTGACACTCAAAAGTGC| 57 R671
1338218 N/A  IN/A 2485 32504 |GCGACTCTGAACCTCTGCCT 24 R672
1338282 N/A N/A 5303 p5322 [CAGCTGGAACTCCTGACACC 45 673
1338300 N/A  N/A 48515 #8534 [TGCAACCCTGCCCATTGCCA 37 674
1338365 N/A  IN/A 69372 169391 |AGGGAACCCCACCACATCAC| 37 R675
1338391 4367 ¥386 94746 94765 |CGCACCCCTCTCACATGCCC 38 676
1338429 IN/A  IN/A  B1446 B1465 (GCTGGGCCCGCATCTGGAGC| 72 R677
1338445 N/A  IN/A  P6983 27002 (CCAAGATTACCCTCAGGATC 29 678
1338447 N/A  IN/A (17135 [77154 |CCCTTAACCACCTGTGCATC 73 2679
1338478 [N/A  N/A  W41675 #1694 [TGACGGGACCATACTCAGGA| 50 680
1338498 IN/A  IN/A  p2835 D2854 GCGCAGCCCAGCCCTAGCIT 27 681
1338571 N/A  IN/A 222?2 gzégz JGGTCCACCCCAGACAGTCCA 14 2682
1338611 N/A N/A 59992 60011 |ACGGGTCCCCATCTTGCCTA 42 683
1338671 N/A N/A 91603 91622 [CGCCTGAATCCCCCACGCCA 33 D684
1338707 N/A  IN/A 50381 [50400 (CCAAAGCTCACAACACTCAG| 50 685
1338879 N/A  N/A  p4380 4399 [TCTGTTTTACACTAATGCGG 24 2686
1338884 IN/A  IN/A 68191 68210 [TGGATGGTCCCCCCTGGACA 72 2687
1338889 N/A  IN/A 89080 89099 ICCAAAGTCTCCCCCCTACCC 59 688
1338906 [N/A  IN/A (78023 (78042 GCTGGCCCCACATGCAGGCA| 39 12689
1338937 3974 (3993 94353 94372 |AAAACTCTCCTCACTAGCCT 32 2690
1338957 N/A  IN/A (34522 (4541 (CCCACACGCCATACAGTTAT 51 691
1339011*N/A  IN/A 52596 52615 (CAAGTCCTCACCTGCAATCC 45 692
1339086 [N/A  IN/A 8503 P8522 |CCAACAGGTTCTACCTACCA 53 2693
1339090 IN/A  IN/A 19574 {19593 |AAGCCCCCAACTCACTTGCC 48 2694
1339126 N/A  N/A  W5576 45595 [CACCCGTCACCCTCTGCACC 41 2695
1339136 N/A [N/A 14337 @4356 (CCCTGCTCAGCACGAAGCCA| 56 2696
1339196 N/A  IN/A 0955 20974 [TGAGCTCCCAACTCTGTCCA 27  R697
1339230 N/A  N/A  R9995 pB0014 |GCATAACACAAATATTGCCA 16 2698
1339258 N/A  IN/A 57906 [57925 GTCCTTGGCATTCACTGAGC 20 2699
1339301 N/A N/A 56215 56234 | AGGCTGGGCATTATCCCTCA 18 2700
1339321 N/A  N/A 23380 P3399 [GACTGGGATCCCACCTGGCC 75  R701
1339363 N/A N/A 47598 H©7617 [TCCCAGGCTTCTCTTGGGAC 80 702
1339398 N/A  N/A 84932 R4951 [CCGGGTTCGCCCTTACTCAT 56 2703
1339415 N/A  IN/A  B2173 B2192 (CTGCAATTCAACACTGCCIT 30 2704
1339421 N/A  N/A 55333 55352 [CCCAGACCATCATCGATGCC 18 705
1339422 IN/A  IN/A (18334 |18353 (CTGCTGTCCACTCCTGAACA 70 2706
1339466 N/A  IN/A  B3510 B3529 |AAGCTGCTAAAAGAAATGCC| 38 2707
1339484 IN/A  IN/A  B7163 B7182 GCATGTCGCCCTGGCTGCCT 15 708
1339629 N/A N/A 65742 65761 |GATCTGATTGGAAATAGGTC 10 2709
1339645 IN/A  IN/A 92127 92146 (CACCAGCTCATTTCACTCCG 24 PR710
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Bang 36. Mitic giam ciia KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hop duge do boi bo doan do doan mdi KCNT1 cla ngudi RTS39496

Vit | Vited | Vitrd | Vit

Hop chét | bét dau |két thic | bat dau |két thuc Trinh ty (6 5° dén 3°) Ii(j({jT SI];:)Q
s&6  |SEQID|SEQID|SEQ ID|SEQID ~ UTC") No

NO:1 | NO:1 | NO:2 | NO: 2

1080855 P854 13873 94233 94252 |GTCACGCTAGTGCCACCGTG 31 P83
1337223 IN/A  [N/A 22(1)?2 zg?gg GTGGAGACTCATCCCACCCC 13 2711
1337322 INJA  N/A 17280 [17299 ATGAATTATTCCCATGGGCT 26 DR712
1337364 IN/A  IN/A 39845 p9864 |GCCTCTTCTGCAAATGGGAC 35 P2713
1337371 N/A  N/A 41284 #1303 |GAACTGGACCACGCTAGACC 51 p714
1337376 IN/A  N/A 23302 P3321 |ATATAACCACCCCCTACCCC 97 2715
1337422 N/A N/A 93147 93166 (GCCATTCCCACTCGCTGTGC 41 2716
1337441 N/A  N/A 50377 50396 AGCTCACAACACTCAGGGTA 50 R717
1337446 N/A  N/A  [77078 [77097 TCATAGGGCCTGCCTAGCCT 37 2718
1337449 N/A  N/A 29979 29998 GCCATTTTAACCCTCTTTGC 13 2719
1337451 IN/A  N/A  [75041 (75060 IGAAGCTGCAATTCAGAGCAT 52 2720
1337461 N/A  N/A 48501 #8520 [TTGCCAGGACCTCACTGGCT 69 2721
1337509 IN/A  N/A 92125 92144 |CCAGCTCATTTCACTCCGGC 19 2722
1337519 IN/JA  IN/A 17895 [17914 |CGCTCACTCCCTGATTCTGA 26 723
1337535 N/A  N/A 68593 68612 |[CTGGATGATCCACCCCAGAC 59 DR724
1337631 4365 14384 94744 P4763 |CACCCCTCTCACATGCCCGG 30 R2725
1337679 N/A  N/A 91527 91546 TAGTGCCTCCCCCCACGGCA 56 [2726
1337786 B941 3960 94320 94339 |GGTGAGCTGGCCCTCCCCCC 22 R727
1337873 IN/A  N/A 64025 64044 |GCCTGCTGCACATCCCGATT 46 728
1337893 IN/A  N/A 45489 #5508 TTTGGGATAATAATAGGTCC 59 R729
1337898 N/A  N/A 61584 61603 |(CCCACGGGACCCTCACTGCC 58 R730
1337927 N/A  N/A 42768 #2787 |CTGCCAGCCCTAACTTAGCT 37 2731
1337945 N/A  N/A  [70397 (70416 (CCCCTACTCTCTGCTGGTCA 42 R732
1337953* N/A  N/A  [52279 52298 [TGGCTCCCACCCCATGGACT 59 R733
1337974 N/A  N/A 88953 RB8972 |CTGGCTGGCCCAACTCTAGC 45 2734
1338017 N/A  N/A 2781 P2800 [CCCTAGGTCCTGCCCAGGCC 37 R735
1338057 IN/A  N/A 58658 (58677 IGAGTCTTGAAACCATGGTCC 36 2736
1338090 N/A  N/A  [85806 85825 |CTATCTTCCCAGACACACTC 63 R737
1338095 IN/A  IN/A  [82466 82485 |GGCCGGAACACACTTTCACT 44 D738
1338207 N/A  N/A  [81634 {81653 [CTGGTTCCACCATCAAGAGC 34 R739
1338240 N/A  N/A  [78003 [78022 |GAGTCCCACCACCAAGAAAC 75 R740
1338278 IN/A  N/A 56694 56713 |ICATGAATGTCCCTAAGAGCA 56 P741
1338349 N/A  [N/A 34508 334527 |AGTTATGACTCAATGAGCCC 84 12742
1338377 NJA  N/A 18850 [18869 |CCACTCTCCCTCCAATAGAA 36 2743
1338431 N/A  [N/A (75920 (75939 (CCACAGGGCTCTGCCCGCCC 27 R744
1338473 IN/A  N/A 59959 59978 | GAGGCTTAAGTCTCAGGTCA 14 2745
1338550 N/A  N/A 7521 R27540 [TTGGCAGGTCCACCCTCCCC 55 746
1338601 N/A  [N/A 4347 24366 [TTGTGTCACACACATGAGTC 32 R747
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1338606 IN/A  [N/A  [78954 [78973 |GTCTTGGTTTCCAATCATCA 29 [748
1338618 INJA N/A  D6888 [6907 TTCAGGGTCATCCTCGAAGC | 45 D749
1338642 IN/A N/A  [71740 [71759 [TCGGTGGACCTTCCATCGCT 33 750
1338659 N/A N/A 38011 38030 [CACAGATCCCACCTGTGTGT 58 P751
1338662 INJA  N/A 83387 [83406 [GGCGGATCCCAGCCTCTGCA | 44 P752
1338673 INJA N/A  W7519 W7538 |ACCCGTCTGCTCAAACCATC 50 Pp753
1338682 N/A N/A 57749 57768 TGCTCACTGACCCTGAGTCA | 22 R754
1338688 INJA IN/A 62436 [62455 [CATCTCCCCAATAGCAGGGT | 23 R755
1338729 INJA N/A 51123 51142 [CCAGGGTTTAATGATCCCCT 77 756
1338733 N/A  N/A  P1901 P1920 |GAGGAGCTAATGAAACAGCC | 72 R757
1338741 INJA N/A  [18326 [18345 [CACTCCTGAACACTCAGGAA | 58 [R758
1338763 INJA N/A (2443 [32462 [GATCTTGGCTCACCCAGATC 64 D759
1338935 N/A N/A  P0145 90164 |ACCTTGCAAATATCCCAGGT | 24 R760
1338946 N/A  N/A 55301 [55320 [CAAGGAGACCTCACTGCTCA | 18 P761
1338986 IN/JA N/A 8498 P8517 |AGGTTCTACCTACCAAGGGA | 39 D762
1339001 K697 U716 95076 95095 [CGTACAAACCAGTAAGGAAC | 19 D763
1339017 N/A  N/A 20943 P0962 TCTGTCCACTTCCTCCACCG 43 D764
1339035 N/A N/A  PB1403 1422 [TCATTCCCGCCATCTGCGGA 54 Dp765
1339047 INJA  N/A 86433 [86452 [GACACAGGTCCATACCCCAC | 66 R766
1339054 N/A N/A  [73378 [73397 |AGAGAGACTCCACCTGTCCA | 59 P767
1339056 N/A  N/A  M6152 U6171 |[CCGGGAAGCTCCACACCAGC | 88 R2768
1339106 IN/JA N/A 67589 [67608 |AGGGTCAGACCCTCTGAGCC | 136 R2769
1339119 N/A N/A 65618 165637 IGAGGTTTCTACAGCCACCGT | 38 R770
1339253 IN/JA  N/A 54032 [54051 [CTACGGGTATGAAAAAGTCA | 43 P771
1339294 IN/A NJA  B0945 0964 |GCTTTGATATATAAATCTTG 31 p772
1339306 N/A N/A  D25240 P5259 [GTCACGGGACAGCTCACCCA | 40 P773
1339324 N/A N/A  B2165 (32184 |[CAACACTGCCTTACTGTGAA | 46 D774
1339383 INJA N/A 148966 18985 [GCAGAATTCTCCATTCCTGA 30 775
1339390 N/A  N/A 0207 P0226 IAGGCAGACGACCCCTGGTCT | 44 R776
1339394 N/A  N/A  [19541 [19560 |AAAGTTGCCCACTCCTGTAC | 126 D777
1339407 IN/A N/A  B5743 B5762 TCTGAGACCCATCTGGGTCT | 102 D778
1339458 INJA  N/A 68151 [68170 [CCTAGACAATCCACCCTGGA | 78 R779
1339505 N/A N/A  [B3412 B3431 [CGTTAGAGAATTACACAAAA | 35 D780
1339524 N/A N/A  P3465 (03484 |[ACACCAGCGCACACCTGCCA | 38 P78l
1339545 IN/JA IN/A 87546 [87565 |ACAGGCTACTCCCCCCAGGC | 49 P782
1339563 INJA  N/A 84924 [84943 |GCCCTTACTCATCAGTGGCC 57 D783
1339568 N/A  N/A 44274 14293 |GGTGAGCTCCACCTCATGCC | 47 D784
1339587 IN/A N/JA  B7093 B7112 ICACGAGTACCCTCTGCCAGC | 38 D785
1339592 INJA  IN/A 40421 H0440 [CACTCCAGAAGAACAAACCT | 83 [786
1339599 IN/JA N/A 69368 169387 |AACCCCACCACATCACTGGC | 64 D787
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Bang 37. Muc giam ciia KCNT1 ARN bdi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
séng hdn hop duoc do béi bd doan do doan mdi KCNT1 ciia ngudi RTS39496

Vitd | Vited [Vitrf batVi tri két
Hop chatbat dau [két thuc|diu SEQ| thuc
s6 [SEQ IDISEQ ID|ID NO: |SEQ ID
NO:1|NO:1| 2 NO: 2

10808523842 3861 94221 94240 |CCACCGTGTCCTCACACGCT 18  #9
10808553854 (3873 94233 94252 |GTCACGCTAGTGCCACCGTG 19 P83
1337273N/A IN/A 72758 72777 |ACCAGAGTCCCCACCGGAGC| 45 D788
1337300N/A N/JA 42401 42420 |GGAGTGTCCCTCTGCACCCC 43 2789
1337306(759 (778 59307 59326 |AACAGGTTCCGCAGCGGCGG| 18 2790
1337311N/A IN/A 56477 56496 |GCAGTCACCTCCCACTGCCT 58 P791
1337394 N/A N/A 40304 #0323 (GCAGCTCCATTACCTCTGCT 35 R792
1337412IN/JA - NJA 27292 R7311 |[CGTGTTTCTACATAAGCCAC 28 2793
1337414 N/A° IN/A 20553 20572 |CAAGCGGCACTTCCACCTTA 62 2794
1337453N/A IN/A 53574 53593 (CCACCCACCCTCATCGCGGC 50 795
1337480 N/A N/A 21634 P21653 (CATGTCCTGCTTAATGCCTG 33 D796
1337486 N/A  INJA 23714 23733 [TGCATTTCACTCACTCAGGA 27 R797
1337502N/A° IN/A 62097 62116 (GGAGACCCACCATCTCCCCA| 54 2798
1337556 N/A INJA 34992 35011 (CTTCTGAGTCCAAACTGGGA 66  P799
1337559N/A° IN/A 26544 126563 |CAGACACTCAACTTGACCTC 48 P800
1337605N/A IN/A 48770 18789 (GCCCTGACCATCGCCCCACA| 259 801
1337689N/A  IN/A 43462 43481 (GGCTCAGCTTCCCTCTCGCT 61 802
1337699 N/A  IN/A 77629 77648 | AGGTGCCTCTAACATAGACA| 46 2803
1337733IN/A° N/A 85486 B5505 [ITAGCAGCTAAAACGACACC| 85 2804
1337744 N/A IN/A 93326 93345 (GCACAGATCTTCATAGCAAC 25 2805
1337749N/A IN/A 33852 33871 | ATTCCATCCAGATATGGCTC 49 D806
1337767N/A IN/A 18692 18711 (GCGGTCCACCTCCTAATACC 37 807
1337785N/A N/A 57198 57217 [TTACTGAGCACCACTGCAGT 71 808
1337839N/A IN/A  B6753 B6772 | AACGAACCCACAGCCCACCG] 48  P809
1337914 N/A N/A 40864 40883 (CACGCTGTCTAATCAGCTCC 44 P8I0
1337979N/A N/A 33014 33033 ATTCAATTGCTAAACCACAC 71 811
1338023[N/A  N/A 47136 WA7155 |CTCATTTGTTTATCTGGCAA 29  P8I12
1338097N/A  IN/A 58467 58486 [TCTACTGACCCCTCTGGAAC 71 813
1338125N/A IN/A 45025 45044 (GGAGCCCATTTCCCAAGTTC 50 814
1338224N/A° IN/A 63220 63239 [CCAGGTTTATGATCGAGGGA 18 2815
1338263N/A IN/A 89659 89678 AAGGTCTTCACAGGCCACCT 29 D816
19228 19247 |
1338305N/A IN/A 1927419293 CCTTCCCTCTCATCCTATAG 77 2817
1338320N/A IN/A 32379 (32398 [TCTGCTAATCCCCCTCACCA 54 818
1338362N/A  N/A 17757 (17776 [TTTACAAATCTTCATGGTCC 37 D819
13385881539 14558 94918 94937 AGGCTTTGCTTTAAAAGGTA 18 2820
13386122540 2559 79454 79473 [TGCGGGATCTGTAGTAGGCC 51 2821
1338623N/A IN/A 74292 74311 | AGACTCTGCCACTCCTGCAC 52 2822
1338640[N/A  N/A  B1727 B1746 [TGCAGACCCAACTTCCACTT 36 2823
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1338736 N/A IN/JA 166027 66046 [TGACGAGGCTCCACTGCCTT 51 2824
1338745N/A INJA 71267 (71286 |GCACCATCACCCAACAGCAT| 47 825
1338787N/A  INJA  [78692 [78711 |CGGCCACAGATTATAACCCA| 46 D826
1338808 N/A  IN/JA 67953 67972 |GAATGGTCCACCCCAGACGA| 26 827
1338832IN/A IN/JA 84247 84266 | ATGCATGTCACCCCACCAGC 47 2828
1338870N/A INJA 31129 31148 [ITTCAACTGCTCAGCGAACTT 45 829
1338878 N/A  IN/A 2305 (22324 |AGAGACATCCCCACCGCAAC| 64 D830
1338910N/A INJA 76762 76781 |ACATGGCCCCATACAGGCAC| 56 [831
1338976 N/A IN/A 23017 23036 |GCCCCTAAACCACCACTGCC 41 D832
1339009 N/A  IN/A 90957 90976 |AAACAGGTCCCTCCCGAGCT| 39 833
1339026 N/A  IN/A 18222 |18241 |CACTTCCTGCCCAATATCGG 42 2834
1339034N/A IN/A  K5700 45719 |GCGGCACACACTATAGCCTC| 46 2835
1339075N/A IN/JA 169900 169919 |GCTGACAGCTTCTCCTGGCC 39  P8&36
1339078 N/A IN/A 29823 DP9842 |AGGATGGTCATCCTTCGGCT 24 2837
1339079N/A IN/A  [82053 82072 |GGTGGTGCCCTTCATGGAGC 40 2838
1339089IN/A  IN/A 49279 K9298 GTCTGCTCACCTCACTTGCT 47 839
1339139N/A IN/JA 48106 @8125 [TCTCCGAGCACCACCACAAA| 69 2840
1339164 N/A  INJA  [55785 55804 |(CAGAGCTCTAACACCTGGGA| 11 841
13391934329 4348 94708 94727 | GCTGCTTCTAACTTCCAGAA 26 2842
1339197N/A IN/JA [50558 50577 [TTGTCACTGTCCACCAGGGC 31 D843
1339203N/A  IN/A 51907 51926 [TCCGTCACACCCAGCAGACA| 48 D844
1339204N/A IN/A  |19887 {19906 |ATGCCAGACTCACCCAACCC 50  P8&45
1339233N/A° N/A  [39301 39320 |GCCCAACCATCCCCAGAGGA| 63 846
1339237IN/A° IN/A 160880 60899 |GCTGGAGGCCCTCGCAGCTC 39 D847
1339240 N/A  IN/A gg;g 1 232(9) 3 GCTCAGAAAATGACCAACTC| 40 [2848
1339245N/A N/A 87149 87168 |CCCGTATTCTTCCTGAAGAC 28 2849
1339257N/A IN/A  [75811 (75830 |CTGTTGTCCCCAGCAGGCCA | 179 12850
1339273 N/A IN/A 168939 68958 | GAACTCTACCTTCAGCCCGT 48 D851
1339317N/A INJA 92695 92714 [TCTGCCCGTCCTCTCCCCTT 40 2852
1339366 N/A  IN/A 24676 24695 |GATGCTCTCACCAGGAGCCT 45 2853
1339387N/A IN/JA 30630 30649 |GCTGCGGCCCTCACTCTCCG 51 P854
1339400N/A IN/A 91720 P1739 |CTCCGACCTTTACTCCAGGC 24 855
1339452IN/A IN/A 82963 82982 |GACCCAAACTTCAAGCCACC| 61 D856
1339485N/A° IN/JA 54406 [54425 |CAGTTCTCCTTCTCAAACTC 21 857
1339495N/A° IN/A  [87859 87878 |CTGGGACCCATCTGGACCCC 32 858
1339510N/A INJA  [86300 86319 [TGCCAGGCACCCATAGGTCA| 21 2859
1339540N/A N/A 68401 168420 (CTAGATGGTCCACCTTGAAT 75 2860
1339555N/A INJA 165327 65346 [TCAAGGGCTTTTACTGGTGC 22 2861
1339562IN/A IN/A 27832 R27851 |GCATATATTCAATCAACTTA 38 2862
1339627N/A IN/JA 37502 37521 |GTTTCTGACCTCACTAGGCC 30 863
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Bang 38. Mtic giam cua KCNT1 ARN béi cac gapmer 5-10-5 MOE 4.000 nM véi xuong
sdng hdn hop duoc do bai bo doan do doan mdi KCNT1 clia ngudi RTS39496

Vitel | Vit [Vitr bat|Vi trf két
Hop chét|bat dau [két thic|dau SEQ| thic

s6 |SEQID|SEQID|ID NO: |SEQID
NO: 1 | NO: 1 2 NO: 2

10808553854 (3873 94233 94252 | GTCACGCTAGTGCCACCGTG 20 83
67950 167969
1081057N/A  [N/A 68516 168565 TGGTCCACCCCAGACGATCC 13 161
1337381 N/A IN/A 17747 (17766 [TTCATGGTCCTCATGGATAC 24 D864
1337408 N/A  N/A 18201 18220 |AGGATCTCCCAGGGCTGCCG | 20 2865
133741314525 4544 94904 94923 |AAGGTAAGTGTAAAATGGTC| 51 2866
1337438 N/A N/A 39255 39274 |AGCACCAGACACCAGCCCAA| 51 2867
1337440 N/A  N/A 233; 9 2323 g GAAAATGACCAACTCACTGG| 81 |2868
1337455N/A INJA 7237 P27256 |GGCCCTGTTCAAACACTATA 54 2869
1337524N/A INJA 90922 90941 [TCAGGAGGCCCTTCAAGCTC 42 870
1337553N/A N/A 47080 47099 |AACATCGCCATTCCCAGAGT | 101 871
13375643839 [3858 94218 94237 |(CCGTGTCCTCACACGCTCCT 15 P872
1337634 N/A  N/A 85147 85166 |GAGGCGGTACATCCACGGGC| 50 D873
1337642N/A  N/A  ¥5676 145695 |GCAGACGCATCCATTTCCTC 47 874
13376514299 4318 94678 94697 |ACAGCAAACAGCCCAGGGTC| 46 875
1337652N/A N/A  [57161 57180 |AGGGCACTCACCTGGATCGC 92 876
1337994 N/A  INJA  B1721 B1740 |CCCAACTTCCACTTTGCAAA 69 2877
1337999 N/A N/A 32359 B32378 |CGTGTGGTCCCCCTCGCCAC 52 [2878
1338069N/A  IN/A 82863 82882 [TCCCTGTCCACACAGGGTCA 80 [2879
1338086 N/A  IN/A 33841 33860 | ATATGGCTCCTACTCCACCT 47 2880
1338092N/A  N/A 86291 86310 |CCCATAGGTCAAAAAGGGCC| 39 [2881
1338100N/A  N/A 24542 24561 |CGAGGCATAAACACACTTAC| 31 882
1338179N/A N/A 60826 160845 |ACCCTGCTTTCAGCTGGGCC 57 [2883
1338182IN/A  N/A 37492 37511 [TCACTAGGCCTCCATGCACC 60 [2884
1338208 N/A  IN/A 23015 P3034 |CCCTAAACCACCACTGCCCC 85 [2885
1338264 (N/A  INJA 26411 P6430 [TCTCTGGCCACCACAAGGCT 66 [2886
1338288 N/A  N/A 78690 (78709 |GCCACAGATTATAACCCACA | 66 2887
1338321N/A N/A  B6574 36593 |GACAAGAGAACATCTGTGCC| 38 [2888
1338335N/A N/A  B1121 31140 (CTCAGCGAACTTAATTATAT 39 2889
1338336 N/A  N/A  [55749 55768 |CCCTCCCCACCTACTGCGGA 44 2890
1338400N/A  INJA 54394 54413 [TCAAACTCTCCTAGTGGGTT 21 891
1338403N/A IN/A 93323 93342 |CAGATCTTCATAGCAACCCA 35 2892
1338425N/A N/A 0548 20567 |GGCACTTCCACCTTACCCAG 24 893
1338434N/A  INJA  [18669 18688 |GGCACACAACCCATGTGCCC 83 2894
1338438 N/A  N/A 42376 42395 |CCCAAGTCCCATAAGATGCT 41 2895
1338471N/A N/A  B4971 34990 [TGCCGGAATCCTCACCCTTA 40 2896
1338476 N/A  N/A 51894 51913 |GCAGACAGCCGACCCAGCCT| 50 897
1338515N/A N/A  [75728 75747 [TGGGCTGTCATTACAGTGTG 36 2898
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1338517N/A IN/A 50534 50553 |GGCTGTGACACCCAGTGGGT | 45 2899
1338518 N/A  INJA 44948 144967 (CCCAGAGGCACCAGCGGGTA| 75 12900
1338576 N/A IN/A 76709 76728 | ACATGCGCACAGAAATGAAC| 80 901
1338636 N/A  INJA 714163 74182 | GGCAGAGTGCCTACTGCGCA | 41 2902
1338657N/A INJA 66019 166038 (CTCCACTGCCTTGCCACACA 24 2903
1338694 N/A INJA 63147 3166 (GGTGAATCAAAGCCAAGCCG| 14 D904
1338818 N/A  IN/A 82024 82043 |AGAAAGCCAATTCCAGCTCA | 66 2905
71123 (71142
1338824 N/A  IN/A 711163 [71182 |GCGCCCTGCCCCAGACGCAC 16 [2906
71283 71302
1338826[N/A  INJA  R9623 89642 |CCTCTGAGTCTCCTTCGGGC 38 2907
1338886 N/JA  INJA 59222 59241 (GGCTCACCCACCGTGATGAT 65 [2908
1338967N/JA  IN/A 19884 {19903 |CCAGACTCACCCAACCCTAC 52 2909
1338999 N/A N/A 77546 77565 [TGTGGCTCTCCCTTGCAGAA 49 2910
1339081 [NJA  IN/JA 62094 162113 |GACCCACCATCTCCCCAGAA | 61 [911
1339102N/JA  IN/A  ¥43242 43261 [ITGCATCTCCCGATATAGCCC 32 912
1339117N/A N/A 65191 65210 (GTCAGCGGCATCACTGTCCC 61 913
1339184 N/A IN/A 56450 56469 |GCAGGTGCCTTCCTTTGCCG 9 914
1339192N/A N/A 91718 P1737 | CCGACCTTTACTCCAGGCCT 12 915
1339201NJA INJA 68299 168318 (CAGCCCACCCCAGATGGTCC 42 P916
1339229N/A° N/A  P9746 29765 (GTGGGCCCCACCTCTGTCCG 41 917
1339242N/A N/A  p1430 21449 |CATGCATCCCCCGACATACA 52 2918
1339270 N/A N/A  RB7844 87863 |ACCCCAGCACATCCTGGCCT 41  P919
1339296 N/A  IN/A (79253 79272 [TCCCAGACCCCTCACCAAAC | 103 12920
1339314N/A INJA 48099 148118 (GCACCACCACAAAAAGGAGA| 64 D921
1339328[N/A [N/JA  B0557 B0576 |GGGAGATGCCTCCCACTTCC 69 2922
1339386[N/A° IN/JA 169863 69882 |CCCATGGTGCTTCCTAGGGC 16 2923
1339412N/A N/A 92479 92498 | GCTTCAGGCCTTTCGCACAC 17 924
1339425N/A  N/A 68901 168920 |AGCAGCTGACTCTCCCGCCC 37 2925
1339459N/A N/A 33010 33029 AATTGCTAAACCACACTTIT 43 2926
1339473 N/A N/A 48764 48783 |ACCATCGCCCCACACTCCAC 69 [2927
1339503 N/A  IN/A 123% 13333 CCCTCTCATCCTATAGACAC 54 2928
1339548 N/A  N/A #0302 40321 |AGCTCCATTACCTCTGCTCT 29 2929
1339556 N/A INJA 49203 149222 [TGACCAGACCCCAGAATCTC 66 2930
1339559N/A INJA 2303 22322 | AGACATCCCCACCGCAACCC| 69 D931
1339608 N/A  IN/JA 53303 53322 |GCTCCAGCCTTTCCGTGGAC 9 932
1339611 N/A  N/A 140862 40881 (CGCTGTCTAATCAGCTCCCA 40 2933
1339623 N/A N/A 27828 27847 |ATATTCAATCAACTTAGGAC 61 2934
1339633 N/A INJA 58431 58450 [TGAAAGACCCTCTCTGGTCT 80 12935
1339634[N/A  [N/A  B4245 84264 |GCATGTCACCCCACCAGCAG| 61 2936
1339636[N/A  IN/JA 23675 23694 |CCTGCCAGAACTTTTGGACA 41 937
1339638 [NJA  IN/JA 72652  [72671 |GGGTCAGCCCACAAGCCTCA | 48 [2938
1339661 N/A  N/A 87135 87154 |GAAGACTCCCCTGAGCCTCT 12 2939
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Vi du 2: Tac dung ctia cac oligonucleotit da dugc cai bién trén KCNT1 ARN cila nguoi in

vitro, da liéu

Cac oligonucleotit da dugc cai bién dugc chon tir vi du trén duogc thir nghiém & cac
liéu ding khéc nhau trong cac té bao SH-SY5Y. Céc té bao SH-SYSY dugc nudi cdy & mat
d6 20.000 té bao mdi giéng duoc xir 1y bang oligonucleotit da dugc cai bién & cac lidu dung
khéc nhau bang k§ thuat xung dién, nhu dugc chi ra trong cdc bang dudi ddy. Sau khi
khoang thoi gian x 1y khoang 24 gio, ARN téng s6 dugc phan 1ap tir cAc té bao va céc
muc KCNT1 ARN dugc do béng RTPCR thoi gian thue dinh lugng. B doan do doan moi
KCNT1 nguoi RTS39508 (trinh ty xuéi GTCAACGTGCAGACCATGT, dugc ky hi¢u
trong ban mo ta nay 1a SEQ ID NO: 11; trinh tuw nguge TCGCTCCCTCTTTTCTAGTTTG,
duoc ky hiéu trong ban md td nay la SEQ ID NO: 12; trinh tw doan do
AGCTCACCCACCCTTCCAACATG, dugc ky hiéu trong ban mo ta nay la SEQ ID NO:
13) dugc st dung dé do cac mirc ARN dugc thé hién trong cac Bang 39-42 va bo doan do
doan mdi KCNT1 ngudi RTS39496 (trinh tw xud6i CAGGTGGAGTTCTACGTCAA, dugc
ky hiéu trong ban mé td nay la SEQ ID NO: 14; trinh ty ngugc
GAGAAGTTGAACAGCCGGAT, duoc ky hiéu trong ban mo ta nay 1la SEQ ID NO: 15;
trinh tu doan do TGATGAAGAACAGCTTGAGCCGCT, dugc ky hi€u trong ban mo ta
nay 1a SEQ ID NO: 16) dugc stir dung dé do cac mirc ARN dugc thé hién trong cic Bang
43-60. Mbi bang thé hién cac két qua tir dia thir nghiém riéng 1é. Cac mac KCNT1 ARN
duoc diéu chinh theo lugng ARN tdng s6, nhu dugc do bang RIBOGREEN®. Cac két qua
duogc thé hién trong cac bang dudi diy dudi dang mirc giam lugng KCNT1 ARN tinh theo
phan tram, so véi d6i chimg khong dwgc xtr 1y. Nita ndng do e ché t6i da (ICs0) ctia mdi
oligonucleotit da dugc cai bién cling dugc thé hién. ICso dugc tinh ton béng cach st dung
phuong phap hdi quy tuyén tinh trén dd thi logarit/tuyén tinh trong Excel. Trong mt s&
treong hop, khi ICso khong thé tinh todn dwgc mot cach tin cdy, thi gi tri dugc chi ra la
N.C. (Khong duogc tinh).

Bang 39. Mirc gigm KCNT1 ARN ngudi phu thudc liéu tinh theo phan trim béi céc
oligonucleotit da dugc cai bién dugc do boi bd doan do doan modi KCNT1 cua ngudi

RTS39508
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£ X %UTC
Hop chat s0 g2 T 375 M | 1500 nM | 6000 o | <0 (M)
1080715 88 79 46 25 1.4
1080740 76 54 46 14 0.6
1080846 08 106 32 17 13
1080847 84 63 36 23 0.8
1080852 76 62 33 17 0.6
1080858 101 83 57 25 1.8
1080859 79 51 30 19 0.5
1080865 117 85 50 24 1.7
1080888 65 53 26 15 0.3
1080889 72 46 23 16 0.3
1080894 30 74 36 16 0.8
1080895 85 74 39 15 0,9
1080978 85 67 49 26 12
1080996 01 85 72 17 2.0
1081080 96 92 43 21 1.4
1081092 66 56 54 15 0.6
1081093 104 55 20 12 0.7
1081135 83 57 28 13 0.6
1081148 97 73 42 32 15

Bang 40. Mtrc gidam KCNT1 ARN ngudi phy thudc liéu tinh theo phén trim bdi cac
oligonucleotit dd dugc cai bién dugc do boi bd doan do doan mdi KCNTI1 cua ngudi
RTS39508

£, £ %UTC

Hop chats0 [~ T 3751 [ 1500 nM | 6000 nM | (<20 (WM
1080722 106 109 48 36 2,6
1080723 90 54 28 13 0.6
1080741 08 111 61 35 35
1080753 135 108 62 26 2.6
1080818 76 53 41 19 0,6
1080854 100 74 44 16 1.1
1080878 71 53 31 15 0,4
1080890 86 77 44 25 13
1080896 83 88 49 22 1.4
1080902 112 92 46 18 1,5
1080992 75 84 72 42 N.C.
1081040 88 88 40 14 1.1
1081052 76 68 32 20 0,7
1081057 72 61 24 16 0,5
1081076 76 77 55 26 1,5
1081100 81 75 31 12 0.7
1081136 94 72 46 16 1.1
1081147 79 74 34 13 0.8
1081148 105 89 56 25 2.0
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131/866

Bang 41. Mitc giam KCNT1 ARN ngudi phu thude lidu tinh theo phan trim boi cac

oligonucleotit da dugc cai bién dugc do boi bo doan do doan mdi KCNTI1 cua nguoi

RTS39508
£, £ %UTC

Hop chat s0 g o T 375 1M | 1500 nM | 6000 a1 | 1020 (WMD)
1080706 97 59 58 29 15
1080806 131 138 126 71 N.C.
1080819 69 67 59 29 15
1080831 115 71 37 37 1.6
1080855 53 39 33 16 0.1
1080862 77 41 15 9 0.3
1080891 76 52 29 16 0.5
1080892 140 66 33 9 1.1
1080903 97 55 31 19 0.8
1080944 120 123 103 85 N.C.
1080952 132 76 53 23 1.7
1080962 80 122 76 3 N.C.
1081016 o8 95 77 59 N.C.
1081023 20 o1 33 31 15
1081028 104 112 72 29 3.4
1081064 107 97 55 33 25
1081089 88 66 28 15 0.7
1081107 84 82 52 36 2.2
1081148 28 79 66 23 1.9

Bang 42. Mirc giam KCNT1 ARN nguoi phu thudc lidu tinh theo phan trim bdi cac

oligonucleotit da dugc céi bién duoc do boi bo doan do doan mdi KCNTI cua nguoi

RTS39508
£, A %UTC
Hop chat s0 g T375 1M | 1500 nM | 6000 oM | 10>0 (BM)
1080707 101 % 74 29 32
1080720 99 57 26 15 0.7
1080779 74 87 16 21 12
1080821 9 o1 63 18 1.8
1080844 107 111 47 10 2.9
1080851 95 50 23 9 0.6
1080856 103 52 20 24 1.0
1080857 97 61 32 16 0.8
1080863 99 56 33 16 0.8
1080958 % 95 62 a1 3.8
1080976 o1 100 66 33 33
1080977 163 92 60 18 2.0
1081043 81 67 a1 16 0.8
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1081048 124 120 67 33 3.4
1081072 105 &9 69 47 54
1081084 111 75 28 21 1,1
1081085 67 56 29 8 0,4
1081145 77 44 24 11 0,4
1081148 114 89 50 34 2,2

132/866

Béang 43. Muc giam KCNT1 ARN nguoi phu thude lidu tinh theo phan trim béi cac

oligonucleotit da dugc cai bién duogc do bdi bd doan do doan mdi KCNTI cua nguoi

RTS39496

KCNT1 (% UTC)

Hop chat s0 e o313 M 11250 nM | 5000 nb | 102 MM
1080855 110 52 35 36 1.0
1337226 65 49 35 23 0.3
1337327 58 38 19 23 0.1
1337329 62 47 25 15 0.2
1337332 75 36 24 7 0.3
1337575 84 65 30 13 0.6
1338042 99 56 28 6 0.6
1338312 90 62 22 11 0.5
1338475 78 37 31 9 0.3
1338533 44 48 37 16 <0.1
1338584 109 58 29 24 0.8
1339151 97 88 47 26 1.4
1339156 03 70 19 24 0.7
1339160 89 87 39 26 1.1
1339168 91 83 47 33 1,5
1339194 89 59 28 16 0.6
1339451 95 77 41 21 1.0
1339481 77 47 16 8 0.3
1339491 85 60 48 14 0.7

Bang 44. Mirc giam KCNT1 ARN ngudi phu thudc liéu tinh theo phén trim boi cac

oligonucleotit da dugc cai bién duogc do bai bd doan do doan mdi KCNT1 cua ngudi

RTS39496

KCNT1 (% UTC)

Hop chat s0 o= M 11250 nM | 5000 o | 0 *M
1080855 82 49 22 19 0.4
1337259 76 67 41 12 0.6
1337266 88 63 34 14 0.6
1337483 67 56 36 26 0.4
1337702 78 65 36 2 0.6
1337728 69 63 29 16 0.4
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1337794 84 32 12 3 0,2
1337803 81 46 23 7 0,3
1338185 66 60 34 22 0,4
1338229 64 44 20 13 0,2
1338679 103 90 52 36 2,0
1338911 87 68 35 17 0,7
1338969 78 50 32 10 0,4
1339055 92 58 29 16 0,6
1339128 95 88 56 26 1,6
1339372 86 50 23 9 0,4
1339479 &3 56 27 22 0,5
1339525 65 46 14 14 0,2
1339573 91 72 35 29 1,0

133/866

Bang 45. Mrc giam KCNT1 ARN nguoi phu thude lidu tinh theo phan trim béi cac

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNT1 cta ngudi

RTS39496

KCNT1 (% UTC)

Hop chat s0 e =15 M 11250 nM | 5000 oM | 10% #M
1080855 110 | 49 2 23 0.7
1080862 73 ) 23 17 0.3
1080878 84 63 36 %) 0.7
1337279 98 81 52 20 12
1337488 83 82 35 15 0.8
1337603 08 73 24 15 0.7
1337640 102 | 77 13 25 12
1337648 59 32 25 14 0.1
1337681 73 69 3 10 0.6
1337837 77 81 35 14 0.7
1337916 o1 7 46 17 0.9
1338005 94 70 30 21 0.8
1338107 97 71 35 21 0.9
1338237 84 65 33 18 0.6
1338313 79 52 32 2 0.4
1338333 81 62 33 16 0.6
1338427 100 | 85 31 19 0.9
1338577 11| 52 31 25 0.8
1339030 105 | 75 32 23 1.0

Bang 46. Mirc giam KCNT1 ARN nguoi phu thuge lidu tinh theo phén trim boi cic

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNTI1 cia nguoi

RTS39496
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iy KCNTI (% UTC)
Hop chat s0 =" V373 nM | 1250 nM | 5000 n | 1C%0 WM
1080855 85 48 22 14 0.4
1081085 73 31 13 7 0.2
1337229 112 01 64 28 2.1
1337304 72 38 15 6 0.2
1337393 125 72 20 11 0,8
1337500 96 49 28 16 0.5
1337618 57 35 10 9 0,1
1337714 106 63 39 14 0,8
1338087 83 71 32 11 0.6
1338188 84 75 50 30 13
1338537 77 46 36 20 0.4
1338574 75 56 43 15 0,5
1338660 88 70 24 6 0.5
1338686 87 57 26 8 0.5
1338800 60 35 10 4 0.1
1338887 107 86 54 27 1.6
1338990 97 72 39 27 1.0
1339227 76 42 22 7 0,3
1339431 101 40 18 12 0.4

134/866

Bang 47. Mtc giam KCNT1 ARN ngudi phu thudc lidu tinh theo phén trdm boi céc

oligonucleotit da dugc cai bién dugc do boi bd doan do doan moi KCNT1 cta nguoi

RTS39496

s KCNT1 (% UTC)
Hop chat s0 (=" N 73713 1M | 1250 nM | 5000 a1 | L€ #M
1080855 73 46 19 21 0.3
1337542 51 40 17 7 0,1
1337683 75 42 14 5 0.2
1337722 78 49 27 11 0.4
1337814 52 37 26 12 0,1
1337976 105 57 25 13 0.7
1338215 76 48 29 13 0,4
1338315 71 46 26 7 0.3
1338356 78 50 23 11 0,4
1338442 64 49 18 12 0.2
1338453 69 73 24 8 0.4
1338784 76 54 24 17 0,4
1338789 90 64 25 10 0.5
1338823 87 70 37 29 0,9
1338830 101 76 42 28 1.2
1339073 78 38 13 15 0.3
1339312 73 50 22 17 0,3
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1339437

60

41

26

19

0,2

1339529

61

53

20

14

0,2

135/866

Bang 48. Mtc giam KCNTI ARN ngudi phu thugc liéu tinh theo phan trdm béi cac

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNT1 cia nguoi

RTS39496

2 KCNTI (% UTC)
Hop chat s0 =" 373 M 11250 nM | 5000 oM | 1020 #M
1080855 106 58 64 39 2.1
1337285 79 70 39 32 0.9
1337334 08 80 59 40 2.5
1337447 103 99 65 32 2.5
1337827 91 86 49 20 12
1337899 77 57 18 15 0.4
1337919 92 83 64 35 2.5
1338010 79 57 35 37 0.7
1338094 93 85 68 26 1.9
1338199 93 65 48 18 0.9
1338226 113 4 73 33 2.8
1338504 76 54 28 9 0.4
1339039 99 107 62 38 3.1
1339072 87 77 53 33 1.6
1339318 78 50 50 20 0.6
1339436 88 82 48 37 1.7
1339456 106 88 51 31 17
1339609 123 | 113 59 38 2.8
1339639 93 72 45 29 12

Bang 49. Mtic gidm KCNT1 ARN ngudi phu thudc lidu tinh theo phan trdm béi céc

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNT1 cua nguoi

RTS39496

iy KCNTI (% UTC)
Hop chat s0 e V373 oM | 1250 nM | 5000 oM | 1<% MM
1080855 102 | sl 33 15 0.6
1080889 65 | 48 28 8 0.3
1337223 93 49 23 6 0.4
1337278 91 92 59 33 22
1337320 78 | 40 21 3 0.3
1337449 140 | 63 29 26 1.1
1337501 83 47 19 8 0.3
1337724 89 | 69 41 15 0.8
1338119 90 26 64 25 1.8
1338307 105 | 97 45 8 13
1338473 o4 | 50 31 11 0.5

135



44809

1338485 80 60 24 15 0,5
1338564 113 96 45 14 1,2
1338719 71 42 21 7 0,2
1338862 95 62 25 11 0,6
1338924 80 49 19 17 0,4
1339021 84 52 19 13 04
1339258 94 59 11 6 0,4
1339432 79 35 15 11 0,2

136/866

Bang 50. Miurc giam KCNT1 ARN nguoi phu thude lidu tinh theo phan trim béi cac

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNTI1 cia ngudi

RTS39496

KCNT1 (% UTC)

Hop chat s0 e o373 nM 11250 nM | 5000 a1 | <0 M
855082 79 51 30 15 0.4
1080855 109 74 30 23 1.0
1337509 60 37 19 15 0.1
1337596 96 53 36 14 0.6
1337786 76 62 32 22 0.5
1338586 97 80 44 18 1.0
1338646 71 62 31 18 0.5
1338682 95 83 33 14 0.8
1338688 97 73 25 12 0.7
1338691 76 56 21 16 0.4
1338922 113 77 46 17 1.1
1338931 118 76 34 30 12
1338935 83 60 25 14 0.5
1338945 78 43 27 10 0.3
1338946 86 76 32 11 0.7
1338953 88 62 21 g 0.5
1339001 67 40 25 17 0.2
1339369 59 42 18 9 0.1
1339370 83 50 18 6 0.4

Bang 51. Mtrc giam KCNT1 ARN ngudi phu thudc liéu tinh theo phén trim béi céc

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNTI cia ngudi

RTS39496

KCNTI (% UTC)

Hop chat s0 =" V373 nM | 1250 nM | 5000 M | 1<% *M
1080855 103 51 38 14 0.7
1337426 84 64 38 14 0.6
1337591 109 57 28 16 0.7
1337697 47 29 19 11 <0.1
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1337777 63 44 27 18 0,2
1337784 &3 63 41 25 0,8
1337997 102 81 53 37 1,9
1338036 77 40 22 10 0,3
1338147 95 69 30 17 0,7
1338351 85 51 39 26 0,6
1338690 78 49 28 18 0,4
1338751 65 47 27 17 0,2
1338795 65 35 16 26 0,1
1338843 75 64 35 12 0,5
1338895 85 75 47 22 1,0
1338936 60 39 17 15 0,1
1339278 81 51 30 9 0,4
1339351 77 59 33 12 0,5
1339496 79 50 30 4 0,4

137/866

Bang 52. Mtrc giam KCNT1 ARN nguoi phu thude lidu tinh theo phan trim béi cic

oligonucleotit da dwgc cai bién dugc do béi bo doan do doan mdi KCNTI ciia ngudi

RTS39496

KCNT1 (% UTC)

Hop chat s0 | e T 373 v 11250 M | 5000 nn | 1<% *M
1080855 99 44 27 14 0.5
1337314 107 75 26 7 0.7
1337421 108 75 54 22 13
1337445 87 48 19 10 0.4
1337482 111 52 31 17 0,7
1337757 121 76 29 12 0,9
1337812 107 97 37 16 1.1
1337825 75 50 29 6 0.3
1338068 119 95 64 30 2.2
1338116 88 78 35 8 0,7
1338378 87 72 32 9 0,6
1338491 78 28 12 2 0.2
1338650 84 51 26 8 0.4
1338742 112 66 25 10 0.7
1339058 95 61 36 18 0,7
1339191 113 90 62 28 1.9
1339308 87 45 19 7 0.4
1339329 84 51 27 13 0.4
1339531 96 69 32 13 0.7

137



44809

138/866

Bang 53. Mitc gidm KCNT1 ARN ngudi phu thudc lidu tinh theo phén tram boi cac

oligonucleotit d4 dugc cai bién duge do béi bd doan do doan mdi KCNTI1 cua nguoi

RTS39496

2 KCNTI (% UTC)
Hop chat s0 o =13 M 11250 nM | 5000 oM | <0 M
1080855 101 57 32 21 0.7
1080859 91 62 39 25 0.8
1337299 113 75 29 16 0,9
1337356 101 104 73 34 3.3
1337442 86 53 31 17 0.5
1337505 78 54 23 7 0.4
1338008 99 79 60 27 1.6
1338151 67 54 22 16 0.3
1338382 120 70 52 26 14
1338437 89 72 59 33 17
1338454 97 53 41 18 0.7
1338624 97 87 60 28 1.8
1338681 92 63 37 9 0.6
1338912 112 72 38 37 1.4
1339049 85 52 27 15 0.5
1339110 91 65 43 13 0.7
1339112 113 71 29 14 0.8
1339360 86 72 33 14 0.7
1339416 4 03 53 27 1.6

Bang 54. Mirc giam KCNT1 ARN nguoi phu thudce lidu tinh theo phin trim béi cac

oligonucleotit dd dugc cai bién duoc do bdi bd doan do doan mdi KCNTI1 cua nguoi

RTS39496

iy KCNT1 (% UTC)
Hop chat s0 e o293 M 11250 M | 5000 oM | 0% #M
1080855 113 59 29 20 0.8
1337294 77 55 24 22 0.4
1337416 75 50 2 8 0.3
1337459 55 32 17 13 0.1
1337761 90 73 35 16 0.8
1337832 91 63 18 21 0.6
1338096 91 53 30 12 0.5
1338233 76 57 23 21 0.4
1338344 88 78 44 16 0.9
1338416 82 67 38 15 0.6
1338458 86 47 31 17 0.5
1338778 82 47 27 17 0.4
1338809 78 63 41 17 0.6
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1338841 35 23 12 7 <0,1
1338904 105 80 42 18 1,1
1339418 75 88 53 25 1,4
1339513 74 46 17 16 0,3
1339517 50 30 17 7 <0,1
1339581 86 49 24 21 0,5

139/866

Bang 55. Mtrc giam KCNT1 ARN ngudi phu thudc liéu tinh theo phan trdm béi céc

oligonucleotit da dugc cai bién duge do boi bd doan do doan mdi KCNT1 cia ngudi

RTS39496

o 2 KCNT1 (% UTC)
Hop chat s0 e V313 nM 11250 nM | 5000 oM | 1020 #M
1080855 84 49 35 14 0.5
1337235 70 44 30 2 0.3
1337374 103 81 44 23 12
1337379 83 63 46 25 0,9
1337566 54 46 19 11 0.1
1337841 77 66 44 19 0.7
1337870 73 47 23 6 0.3
1338013 62 33 14 6 0.1
1338170 77 66 32 18 0.6
1338184 104 08 52 26 1.7
1338337 89 88 73 37 3.6
1338484 84 77 50 24 1.1
1338891 67 45 25 14 0.2
1338991 82 73 47 24 1.0
1339152 83 44 27 20 0.4
1339254 68 55 27 15 0.3
1339315 71 52 23 11 0.3
1339401 88 42 36 16 0.5
1339493 72 62 33 10 0.4

Bang 56. Mtc giam KCNT1 ARN ngudi phu thudc lidu tinh theo phan trdm béi céc

oligonucleotit da duoc cai bién dugc do boi by doan do doan mdi KCNTI cua ngudi

RTS39496

. KCNTI (% UTC)

Hop chat s0 e o213 M 11250 aM [ 5000 oM | 1% #M
1080855 | 117 |37 14 10 0.5
1337282 |80 |64 28 14 0.5
1337399 |47 |54 29 10 0.1
1337637 |88 |52 34 14 0.5
1337940 |64 |36 20 13 0.2
1337972 |96 |49 21 7 0.5

139



44809

1338045 85 56 42 14 0,6
1338190 78 54 23 6 0,4
1338630 78 50 12 4 0,3
1338994 73 64 24 12 0,4
1339000 67 37 17 4 0,2
1339041 63 39 11 7 0,2
1339092 &5 56 24 5 0,4
1339188 145 99 43 12 1,3
1339247 g1 58 17 10 0,4
1339255 83 51 17 8 0,4
1339409 72 40 21 9 0,2
1339532 66 65 17 3 0,3
1339612 50 25 19 7 <0,1

140/866

Bang 57. Mtc giam KCNT1 ARN nguoi phu thude lidu tinh theo phan trim béi cac

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNTI1 cua nguoi

RTS39496

£, A KCNT1 (% UTC
Hop chat s0 e 313 nM | 1250 nM) 5000 oM | [©50 mM
1080855 | 77 42 29 19 0,3
1081135 93 38 35 11 0,5
1337627 | 69 39 25 11 0.2
1337706 | 77 102 39 20 1.1
1337715 | 72 74 48 27 1.0
1337783 | 98 71 41 18 0,9
1337867 30 70 43 22 0.8
1337970 | 86 41 6 9 0,3
1338319 | 69 47 33 17 0.3
1338510 103 |82 56 24 15
1338524 | 90 73 43 27 1.0
1338652 | 72 64 36 10 0,5
1338693 74 65 36 21 0.6
1338850 | 96 76 30 24 0,9
1338925 100 |98 60 14 1.5
1339068 | 94 86 49 25 1.4
1339195 88 52 2 12 0.4
1339335 69 42 18 11 0.2
1339643 72 47 25 16 0,3
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141/866

Bang 58. Muc giam KCNT1 ARN ngudi phu thudc liéu tinh theo phan trdm béi cac

oligonucleotit da duoc cai bién dugc do boi bo doan do doan mdi KCNTI1 cua nguoi

RTS39496
o 2 KCNT1 (% UTC

Hop chat s0 =" NI 7313 nM 1(250 nM) 5000 v | (G50 #M
1080740 120 |67 34 13 0.9
1080818 104 |76 31 14 0.8
1080855 | 66 58 25 29 0.4
1337252 |90 75 52 20 1.1
1337265 |72 62 33 28 0.6
1337460 |99 90 64 49 4.7
1337518 | 96 62 56 15 0,9
1337657 | 76 56 21 23 0.4
1337792 112 |91 44 51 2.7
1337887 | 73 53 33 12 0.4
1337982 101 |90 36 16 1.0
1338366 | 94 112 51 23 1.7
1338394 117 | 104 85 46 >5.0
1338692 | 83 59 27 19 0.5
1338740 | 90 64 45 23 0,9
1338894 | 81 67 51 23 0.9
1339012 116 |73 28 20 0,9
1339236 | 105 |43 21 8 0.5
1339572 105 |71 35 43 1.4

Bang 59. Muac giam KCNT1 ARN ngudi phu thude lidu tinh theo phin trim bdi cac

oligonucleotit da dugc cai bién dugc do boi bd doan do doan mdi KCNTI1 cua nguoi

RTS39496

iy KCNTI (% UTC)
Hop chat s0 e "33 iM [ 1250 M | 5000 oM | LC%0 #M
1080852 | 117 |69 40 55 23
1080855 109 |69 45 31 13
1081145 | 84 63 48 19 0.8
1337306 | 99 80 44 26 1.2
1337504 | 82 52 41 13 0.5
1337897 115 | 84 53 29 1.6
1338224 | 95 64 34 20 0.7
1338246 | 95 95 63 38 2.9
1338588 | 69 58 36 23 0.5
1338965 | 95 97 43 19 1.2
1339078 | 81 56 50 28 0,9
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1339164 78 40 21 12 0,3
1339184 79 53 22 22 0,4
1339400 &9 69 33 23 0,8
1339485 113 70 31 14 0,8
1339510 121 79 51 28 1,5
1339555 139 87 37 23 1,3
1339608 92 38 17 12 0,4
1339620 115 72 52 22 1,3

142/866

Bang 60. Mitc giam KCNT1 ARN ngudi phu thudc lidu tinh theo phéan trim bdi cac

oligonucleotit da duoc cai bién dugc do bsi bd doan do doan mdi KCNT1 cta nguoi

RTS39496

2 KCNTI (% UTC)

Hop chat s |—e 7373 iv 11250 nM | 5000 o | 0% HM
1080855 165 |60 35 16 1.1
1081057 | 69 49 20 14 0.3
1337330 106 |78 33 24 1.0
1337408 | 86 55 20 18 0.5
1337564 | 61 48 32 18 0.2
1337635 |51 28 7 13 <0,1
1337932 | 53 40 23 11 0.1
1338428 110 |83 51 39 2.0
1338599 | 92 73 35 2 0.8
1338694 | 85 51 26 20 0.5
1338704 103 |53 25 8 0.5
1338824 | 94 47 24 9 0.4
1339192 | 69 51 58 19 0.6
1339291 | 69 43 24 25 0.3
1339376 | 86 90 51 21 13
1339386 | 96 43 25 7 0.4
1339412 | 80 50 35 13 0.4
1339504 | 79 66 57 25 1.1
1339661 63 2 26 29 <0.1
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YEU CAU BAO HO
1. Oligonucleotit da dugc cai bién gém 20 nucleosit dugc lién két,

trong do6 oligonucleotit da dugc cai bién c6 trinh ty nucleobazo 1a 5°-
GGTCCACCCCAGACGATCCA- 3’ (SEQ ID NO: 2423), trong d6 oligonucleotit da

duogc cai bién c6 motip duong 1a 5° — eeeceddddddddddeecee — 3, trong d6
e 1a gbc duong 2°-O(CH2),OCHj ribosyl; va
d 1a gbc duomg 2’-B-D-deoxyribosyl; va

trong d6 oligonucleotit dd dugc cai bién c6 métip lién két lién nucleosit 1a 5° —

S0000855885S88500s8s — 37, trong do
s 1a lién két lién nucleosit phosphorothioat; va
o 1a 1ién két lién nucleosit phosphodieste; va

trong d6 mdi C 1a 5-metylxytosin nucleobazo.

2. Oligonucleotit da duogc céi bién gém 20 nucleosit duogc lién két,

trong do oligonucleotit dd duwoc cai bién c6 trinh ty nucleobazo la 5’-
GCATCCATTTAATAGAAGTT- 3’ (SEQID NO: 1188), trong do oligonucleotit da dugc
cai bién c6 motip duong 12 5° — eeeeceddddddddddeeeee — 3°, trong do

e 1a gbc duong 2°-O(CH,),OCHj ribosyl; va
d 1a gbc duong 2°-B-D-deoxyribosyl; va

trong d6 oligonucleotit dd dugc cai bién co métip lién két lién nucleosit 1a 5° —

S0000885888Ssss00ss — 3°, trong do
s 1a lién két lién nucleosit phosphorothioat; va
o 1a lién két lién nucleosit phosphodieste; va

trong d6 mdi C 1a 5-metylxytosin nucleobazo.

3. Oligonucleotit da dugc cai bién gdm 20 nucleosit dugc lién két,
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trong d6 oligonucleotit di duwoc cai bién c6 trinh tw nucleobazo 1a 5°-
CACAATTCTCAAACTGCTCC- 3’ (SEQID NO: 1330), trong d6 oligonucleotit da duogc
cai bién c6 motip duong 1a 5° — eeeeceddddddddddecece — 3, trong do

e 1a gbc duong 2°-O(CH2)20OCH:; ribosyl; va
d 1a gbc duong 2’-B-D-deoxyribosyl; va

trong d6 oligonucleotit di dwoc cai bién co métip lien két lién nucleosit 1a 5° —

S00005558SSSsSS00ss — 3°, trong do
s 14 lién két lién nucleosit phosphorothioat; va
o 14 lién két lién nucleosit phosphodieste; va
trong d6 mdi C 1a 5-metylxytosin nucleobazo.
4. Oligonucleotit da dwgc cai bién gdm 20 nucleosit dugc lién két,

trong d6 oligonucleotit di duoc cai bién c6 trinh ty nucleobazo 1a 5°-
TCACCTGTTTTACTGAGCCT- 3’ (SEQ ID NO: 1387), trong d6 oligonucleotit da duoc

cai bién c6 métip duong 13 5° — eceeeddddddddddeeeee — 3°, trong do
e 1a gbc duong 2°-O(CH,),0CH3 ribosyl; va
d 14 gbc duong 2’-B-D-deoxyribosyl; va

trong d6 oligonucleotit di dwoc cai bién c6 métip lién két lién nucleosit 1a 5° —

S000058S8S8SS8s00ss — 3°, trong do
s 1 lién két lién nucleosit phosphorothioat; va
o 1a lién két lién nucleosit phosphodieste; va

trong d6 moi C 1a 5-metylxytosin nucleobazo.

5. Oligonucleotit da dugc cai bién gdm 20 nucleosit duge lién két,

trong d6 oligonucleotit di duoc cai bién c6 trinh tw nucleobazo 1a 5°-
GCTCCGCTTGAATCTAAACA- 3’ (SEQ ID NO: 1522), trong d6 oligonucleotit da dugc
cai bién c6 métip duong 13 5° — eeeeeddddddddddeeeee — 3°, trong do

e 1a gbc duong 2°-O(CHa),OCH; ribosyl; va
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d 1a gbc duong 2°-p-D-deoxyribosyl; va

trong d6 oligonucleotit di duoc cai bién c6 métip lien két lién nucleosit 1a 5° —

S0000885585558500Ss — 3°, trong d6
s 1a lién két lién nucleosit phosphorothioat; va
o 1a lién két lién nucleosit phosphodieste; va

trong d6 mdi C 1a 5-metylxytosin nucleobazo.

6. Oligonucleotit d3 duogc cai bién theo diém bét ky trong sb cac diém tir 1 dén 5, ma 1a

muoi.

7. Oligonucleotit di duoc cai bién theo diém 6, ma 1a mudi natri, mudi kali, hodc t hop

cta chung.

8. Hop chit oligome bao gém oligonucleotit da duoc cai bién theo diém bét ky trong sb

céc diém tir 1 dén 7 va nhom lién hop.

9. Quan thé cua céc oligonucleotit da dugc cai bién theo diém bt ky trong s cac diém tir
1 d&n 7, trong 6 tat ca céc lién két lién nucleosit phosphorothioat ciia oligonucleotit da

duoc cai bién 1a ngdu nhién 1ap thé.

10. Quan thé cua cac hop chét oligome theo diém 8, trong dé tit ca cac lién két lién

nucleosit phosphorothioat ctia oligonucleotit da dugc cai bién 1a ngiu nhién 14p thé.

11. Duoc pham chira oligonucleotit dd dwogc cai bién theo diém bét ky trong s6 cac diém
tir 1 dén 7, hop chét oligome theo diém 8, quan thé cua céc oligonucleotit di dwoc cai bién
theo diém 9, hodc quan thé ciia cac hop chét oligome theo diém 10, va chat pha loang dugc

dung.

12. Dugc pham theo diém 11, trong d6 chét pha lodng dugc dung 1a dich nio tiiy nhan tao
hodc mubi dém phosphat (PBS).

13. Dugc phim theo diém 12, trong d6 duoc pham nay vé co ban gdm oligonucleotit da

duoc cai bién va dich ndo tiy nhan tao.
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14. Duogc phém theo diém 12, trong d6 dugc phém nay vé co ban gém oligonucleotit da

duogc cai bién va PBS.

15. Dugc phm theo diém 12, trong d6 dugc phdm nay vé co ban gdm hop chét oligome

va dich nao tiy nhén tao.

16. Dugc pham theo diém 12, trong d6 dugc phim nay vé co ban gdbm hop chat oligome

va PBS.

17. Dugc phim theo diém 12, trong d6 dugc phim nay vé co ban gdm quin thé cla cac

oligonucleotit d& dugc cai bién va dich ndo tuy nhan tao.

18. Dugc pham theo diém 12, trong d6 dugc phdm nay v& co ban gébm quan thé cua cac

oligonucleotit da duoc cai bién va PBS.

19. Duoc phim theo diém 12, trong d6 duoc phdm nay vé co ban gdm quén thé cla cac

hop chét oligome va dich ndo tiy nhén tao.

20. Dugc pham theo diém 12, trong d6 dwgc phim nay vé co ban gébm quan thé cla cac

hop chét oligome va PBS.
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Oligonucleotit d& dugc cai bién, hop chit oligome va dugc phdm d&é
lam giam KCNT1 ARN hodc protein KCNT1 trong té bao hodc dbi tuong
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62/819,344
15/03/2019

2939

<170>

<210> 1
<211>
<212>
<213>

ADN
<400> 1

agggcaacgc
agctgccagg
aggcgcgcgg
ccaggcggcec
acctggactc
gcgacccgtce
ccttcaagga
ggctgttcaa
tcgatgaccc
atgactcgtc
tgtgggcgat
acctcagcta
tgatcaacac
tccecegtett

tccaccgtgce

4782

PatentIn phién

Ngudi hién dai

gagggaagaa
ccgcatgcca
cgggggctac
ctgcgcgggg
cgaggtgctg
cttccagaac
gcggctcaag
cttctccctg
ggccctgggce
ctccgagatc
ccaggtcatc
caaaggcaac
tctgcecctte
tctgaactgce

catcctgcgg

badn 3.5

ggtggcggcet
ctccctgacg
accaaccgga
gacggcgcgce
cccttgeccegce
gacgacaggg
ctgttcttca
aagctgctca
atcggatgct
aactgggctc
gtggccataa
atctgggagce
atcatcacga
tggctggcca

acacagtcag

cccactcgcet
gggcgcggac
ccttcgagtt
tcctggacac
cgcgctaccg
tccaggtgga
tcaaaaacca
cctgcctget
ggggctgccce
ctattctgtg
taagcttcct
agatcttccg
tcttctggec
agcacgcgct
ccatgttcaa

1

tctceetegg
cccggggggce
tgacgacggc
cgccggcette
cttccgggac
gttctacgtc
aagatcgagc
ctacattgtg
aaagcagaac
ggtggagaga
ggagacgatg
cgtgtccttc
gccgctgcgg
ggaaaacatg

ccaggtcctc

gtcgggtccg
étctgccggg
caatgcgccc
aagatgagcg
ctgctgctgg
aacgagaaca
ctgaggatcc
cgcgtcecctge
tactccttca
aagatgacac
cttctcatct
gtcctggaga
aacctgttca
attaatgact

atcctcttcet

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900



gcaccctgcet
gcgagaacct
gctacggtga
gcgtggccct
ggcagaagtc
tgtgtgtcag
accccecggcet
tgcgcagagt
cactcaaaga
tcagcagcag
gggccgtgaa
acaagtttca
tgctggcgcet
cgtcccgcecgg
gctccggcaa
agggcaagag
tcgggctgaa
tggccgcectce
tcttcaagca
gtccggcccg
tgcagggcac
cactgcccac
tggccgacag
tgacgccgtc
actcgcccta
tctgctgect

acgggttcaa

gtgcctcgtt
gtccctcectg
cgtcacgccc
cgtggtgctc
agggggcaac
ctccctcaag
ccaggactat
cctgcagatc
ccaggacctc
gaacgaggtg
ggacttcgcc
cgtcaagttt
gaactgcatc
ccaggaggga
cgaggtgtac
cttcacctac
gcgggaggac
tgacacctgc
ggaggagaag
cctgccegtg
agagcaccgg
ggagaacggc
ctcagccctg
ggacgacgag
catcggcagc
gcggctggac

gaacaagctg

ttcacgggga
acctccttcet
aagatctggc
ccactgcagt
tacagccgcc
atcgaccttc
tacgtggtca
cctctgtggt
atgcgagcca
gaccgcacgg
cccaactgcece
gctgaccacg
tgcccggcga
caggagtctc
cacatccgca
gcggccttcce
aacaagagca
ttctacatca
cggaagaaga
cacagcatca
cctacgcaga
tcgggcagcce
ctgccctgeg
gggctctccg
tcceccaaccce
aagggctgca

atcatcgtct
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cctgcggceat
acttctgcat
catcgcagct
tcgaggagct
accgtgcgca
tcatggactt
tcctgtgcecce
cccagcgggt
agatggacaa
ctgcagacca
ccctctacgt
tggtgtgtga
cctccaccct
cggagcagtg
tgggtgacag
acgcccacaa
tcctgctgaa
acatcaccaa
gggccttcte
tcgcctccat
gcggcggtgg
ggcggcccag
acctgctgag
tggtagagta
tgtgccacct
agcacaacag
cggcagagac

2

ccagcacctg
cgtcaccttc
gctggtggtc
cgtctacctc
gacggagaag
cctgaacgag
cacggagatg
catctacctc
tggggaggcc
ccagaccatc
ccagatcctc
ggaggagtgc
catcaccctg
gcagcgcatg
caagttcttc
gaagtatggc
cccggggcecce
ggaggagaac
ggggcagggg
ggggacagtg

gggcgggggc

catcgcgccc
cgaccagtcg
tgtgaagggc
cctgecctgtg
ctatgaagac

ggccggcaat

gagcgggcgg
tccaccgtgg
atcatgatct
tggatggagc
cacgtggtcc
ttctacgccc
gatgtccagg
cagggctctg
tgcttcatcc
ctgcgcgcect
aaacctgaaa
aagtacgcca
ctggtgcaca
tatgggcgct
cgcgagtacg
gtgtgcctca
cggcacatcc
tcggccttca
ctgcacgagg
gccatggacc
agcaagctgg
gtcctggaac
gaggatgagg
taccctccca
aaagccccct
gccaaggcct

gggctgtaca

148/866

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280
2340
2400
2460

2520



acttcatcgt
tgctgctgga
tctactacat
atgcggacaa
tggcggacgce
gcatcaccac
acagctactc
tggccttcat
acacactgct
tgggcctgga
acctgtggat
tcccececattygg
tcagagccca
aggggccctg
gcggtgaccc
tgagccgcaa
agcgcctcag
gcatgaagca
ccctctcecta
tctatctcat
gcagctgcag
gagccagccc
gagcgtgtga
tggctcctgg
cctgggcacc

tccacttctc

gcagggactg

gccactgcgg
caacaagccc
ggagggctct
cctggtggtyg
caagaccatc
ggagctcacc
tctggctcett
gttccgectg
ctaccagtcc
caccacgccg
ccgcacgtac
catctaccgg
gtcccagatc
gggctcccge
cgcagagcac
ggcgcccaag
cctgtaccgg
cctggggctg
cgtcctcatc
ccgctceccgac
ccacaagctg
tgcacggagc
ggacacggtg
gactccaccc
tgcaggctag
tttacacaga

gacgccctac

gcctactaca
gaccaccact
gtggacaacc
gtggacaagg
gtcaacgtgc
cacccttcca
tccaaactag
ccgttcgecg
ttcgtgaagg
ggctcggggt
ggccgcectcet
acagagagcc
tcggtgaacg
gctggcaccg
ccactgctac
caggcaggcc
cgctctgagce
cccaccaccg
aaccctccgce
cccctggcetce
tcgtcctgceca
tcaggccacc
gcactagcgt
tggaaaggag
tgaggagagt
tgtaccgcaa

agggccgagce
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gatcccgcaa
tcctggaagce
tggacagcct
agagcaccat
agaccatgtt
acatgcgctt
aaaagaggga
ccggcegegt
actacatgat
acctctgtgce
tccagaagct
acgtcttctc
tggaggactg
gaggcagctc
ggcgcaagag
gggcggcggce
gccaggagcet
gctacgacga
ccgacacgag
acgtggccag
accccgagac
aagcccgggg

gaccctgggyg

cccctcatgce
tttttaacct
ctcgtgacca
ccaggctgtg

3

ggagctgaac
catctgctgc
gctgcagtgt
gagcgccgaé
ccggctctte
catgcagttc
gcgagagaat
cttcagcatc
caccatcacc
catgaaaatc
ctgctcctcce
cacctcggag
tgaggacaca
ccagggccgce
cctgcagtgg
cgcggagtgg
ctccgagctg
gatgaacgac
gctggagccc
cagctcccag
tcgcgacgag
tcctcaggaa
atggcacact
ggggggaggyg
atttttacac
gggctggctg

ctggagggtg

cccatcgtgce
ttccccatygg
ggcatcatct
gaggactaca
cccagcctca
cgcgccaagg
ggctccaacc
agcatgttgg
cggctgctge
accgagggcyg
agcgccgaga
ccccacgacce
cgggaagtga
cacacgggcg
gcccggagge
atcagccagc
gtgaagaacc
caccagaaca
agtgacattg
agccggaaga
acacagctct
ggacgtggag
ctactcacca
ccagctcacc
gtcgatgcag
ggagggcaac

gggctggggt

149/866

2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
3420
3480
3540
3600
3660
3720
3780
3840
3900
3960
4020
4080

4140



gcatggggag
gagccggcect
ccagggctgc
caagcccctt
ggtgcgtccc
agacgccatt
ggcggaagat
ttttctaaac
agaggatctt
gcgtcctttg
atggatgcat
<210> 2

<211>

<212>
<213>

ADN

<400> 2
tctagggggt

gagcatctcg
ggcttgctcce
ccctgccgaa
atgacagggg
actgacggcg
tggcaagccg
catcgaactg
ttccggtcaa
tgctagaacc
tcagagctgc

acccctggac

gggagcagaa
gagcgttcac
tgttctgcac
ctggaagtta
caggtccccc
tcctcectactt
ggtgcatttc
ccctgacttg
ctcagcaagg
ctgctggttc

tctggaggca

98000

Nguoi hién dai

gctcagccag
gcaacccatc
tttccaggaa
aacgtggcct
acacactgcc
tctaccctta
caggaactgc
gggcagcagg
gaaacaaata
tgccagatag
cccecgtggte

ctcggcgaca

cccagaaccc

ggccaggcag
tctggggtag
gaagcagcaa
agagggccct
cacactgaac
catggaccat
tgaagcacaa
cgagatcccg
cttactggtt

tgaagttaaa

ggaggatcag
aatgaacagg
cagaataaca
gctctagccg
tgcaaggtgg
caactcacag
acagacatct
gcccgcagac
cctctgggcec
accctgggcg
tgaagccccg

ggctgtccag

44809

aggagccccg
cctcgettcece
gtgaggggga
agggcccggg
gtcgccgagg
tgtcccagcece
tttacactta
ttcagcctcce
ggcggcggcet
tgtacggtca

aaaaaaaaaa

gagaccccaa
actcaggggc
acaggtaagg
tggagaccca
tgagatgtcc
cgtgctgcectce
ccaggaccga
gctcacagct
ctcctgccct
cttgtcaggc
agatccacat

cccaggccca

cgtgggccac
ttgcagccaa
ccctgggetg
gaagccgggce
acctttctga
actgcatcta
ccttttaaag
gggctgggcece
gacatcagga
gcgctggaaa

aa

ctctccccececa

acaggagggc
cttgaacaaa
gagggctgaa
catcaccgtg
ctgactgggc
ggccatgtcc
caacgacatc
ccccgagaag
agagggggct
cagagcacag

aaccatggct

acccaactca
gggctggggg
tttgctgtcc
atgtgagagg
aggaagcaga
gggggcattyg
caaagcctca
acgtggagag
gcgccaccct

cttctattaa

aattggcacg
tggaaaggaa
tcaggaagtg
ggagacgggyg
atgccggagg
cccagggcgce
tccecgecgge
cgcttcctgg
ggacagcaac
acaagatgac
cctgggcectg

gctttgcggt

150/866

4200
4260
4320
4380
4440
4500
4560
4620
4680
4740

4782

60
120
180
240
300
360
420
480
540
600
660

720



gtggaaaaga
ctcaagaggc
tctggtttac
ccagctgcect
agcgccctca
ccgccgaagg
ccgggccgag
aagagcaccg
ggcgtctttg
tctctgcacc
gtggagccca
ggccgccage
gtagggctcg
ggccccttece
tccacctagce
ctccccacge
aagggactcg
agcccaggtg
gcggtggtcet
cccctggtgg
gacacaggga
ccaaatctag
ggtcgcccag
ctcccgcetga
aagcaccatc
acaggtttct

ggtgtttgct

cagcgagggt
caaggcttca
ttggagatgt
gacacctggt
cccctgggag
caggagctgg
tcctcecgecagce
ggccctgaga
gggtgcgggt
ccttccecte
gcaacttgcg
ccaattcctc
gagcaccggyg
gcaggcagcc
ccaccccacc
agccagcccg
gggggtccac
gccctgectce
cggtgccctt
gagtgggcgg
gggggaaggyg
tacgcttgca
aaccaggggc
gctctgccgg
cccgctttat
gcgggatcge

cacctccccg

cagaggcagt
ggataaagag
gcagtctgtc
ggcagccccg
gcaccaccac
gaccctcggce
aggagagggc
accccagaaa
ggaagccaag
tcccagggtce
gaagaacccc
acttgcatcc
acgccatgaa
ccgcccececte
cccacttgca
gggcccacgt
ccactctatg
tacccttacc
gggcactttg
gctgggctga
tacccgectg
gacgctgcgce
atcttgtccc
gcaccctcgg
gccctgggge

gggggtcctg

ctgaactcca
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cagaagcaca
gggctgcagg
cttctcctgg
aacataatct
tcacctgcgce
caccgtaggg
accagacagg
aggccaccag
actgggtcac
cagggctccg
tgggtacagg
cctgacggta
ctcgcagctg
acgtgtgctc
atccgccccce
gacccgcegtt
cccccgcagg
ttceceggggg
gagatgcggg
gttgtttage
ctccccagte
ctcagggtag
caccccaggc
aaccgtctgt
cccagctcga

cccatccaaa

ggagccgcecce

gagggtcaca
atgttcccca
gcacaggcca
cacccgctcce
tcccectcetege
gccttgggceg
gagccgctgce
gagtcccaga
gtagggacac
ccccaggagg
ccttgggcecce
gggattctgg
cggagcgacc
tgcccacctg
atagcgcatg
cctgcaaaga
acgccagggg
tcgccteggt
ctctgccctt
ccaggcctgg
gcccacgcect
ggtcaccatc
caccatcgtc
cccttcacct
cccctcacct

ttcagaaagc

tgcgctgggce

ggtgcacagc
acagggcttt
cgagcccctce
acccctttac
tgatcacgtt
ggcccgagcc
cgagaaagcc
tgccagaatg
ggcccggecce
cccaggatgg
ccaacccctt
agacctccgg
ccacgcgcac
ccacgtgcectt
cgctctagece
aggtgctgga
aaggggcccc
tcccacttat
aggagcccag
gggacccagg
ccattttccc
cacacttctg
cgtgctcttc
ggccctgecce
cacactctca
tccggcgeca

ttgagtcccce

151/866

780

840

900

960
1020
1080
1140
1200
1260
1320
1380
1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100
2160
2220
2280

2340



cagtacatac
acggaggttg
actgttggga
tgggtggcag
cacacgggga
ctcgggctgg
aggttatgta
agacatggag
ctccecggcecc
tggcagagtg
actctcctge
cggcctctceca
cttgcceccgg
agggacctga
acctctgctg
agcatctgtg
ctggggaggc
cccctggecce
aacaaagctc
gtgacgcatg
ctgcttccta
ggtgctgtgt
caggccaagc
ggcggggggyg
ggcagagcag
ggtccgagca

cccaccacgg

ttttgggggg

cggggggcecce

ggacatccct
gggctctcct
cgtctgtccg
catcctggac
atataaggtg
gaggacgggyg
tgcccctggce
gggccaagtt
cgttgacaac
gttttttctg
cggcacccgce
ggaaaaaccc
gggacttagc
ttcagcctge
cagggaccac
tcgtgggcac
tggggacaga
tgtaacagtg
gtctttggcce
gtgcccgtct
ccaggatgtg
cggggagtcg
cacaagcggg
gcgcatgtgce

agccctcceca

atgacggagg
tcagggaagc
ggcctggctc
cccgagaggg
gggtgcccca
tttgggccaa
gtgtctccat
ttggagagga
cagggaggga
tttgtttccce
acgtgtaatt
agttccccag
ccaggggtgg
ccaagatgcc
atcctagact
tgcctecctgg
aaagtacatg
agtcctggcet
aatcgcagtt
tgagcacgtg
tgcagcatct
gggtgagagc
gcgcccaccce
tcttgaatct
aggtgctgac
cctgctgccce

ggggtgtagg
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gaagggggag
agaggggacg
gtgctgaggt
gaggcaagaa
gtctcctgtg
agatgggtga
ccctgctecg
gggcaaaagc
tggacgggct
taaagccctc
actgctaatt
gcaggagggce
tgggaccccg
cacgagctgt
tccececgagtyg
agaaacaggg
gcatgcgccc
tagtgagggg
ctccagagct
cacgggaaag
taagttgggg
acagggcggg
acagatgccg
ggcttgtgtt
ggtccctggg

gccaaggacc

gcccggtggce

gtggagaccc
agggtggggg
cgtagcggga
ggagcccggg
gagaaggcgc
agggtgtttg
cccagccttg
tctcggggac
ggcgatctgg
ggaatgtcat
aatcacagat
gttggcagaa
gcagcagcac
gtggcggggg
ttccccaccce
aaggaccctc
tccaaatgga
cctggtccac
ctgtgtgagg
ggggcccgea
cccctececca
gtgcagtcat
cagcctgcgg
caatgaccag
cgcagcggct
cagagccccce

ggcgcgcettg

ttcctettte
gtgaggctgg
ggaggtgggg
caggtgccac
ggctctgggce
gagcagaggg
gctgcaggtce
ctgggcccct
ggctcctcag
caaacctgtg
gcagatggtyg
aggccaccat
cggccaatct
cacaggctga
acccctcaaa
tggagagaca
cctggcececte
cctgcaaacc
ctgagccagg
gggggaccct
cccgtctaaa
ccccectceccce
ggggtgtggg
tgttgaccac
ggacgctggce
tgagcccccg

ggcttttcta

152/866

2400
2460
2520
2580
2640
2700
2760
2820
2880
2940
3000
3060
3120
3180
3240
3300
3360
3420
3480
3540
3600
3660
3720
3780
3840
3900

3960



gccattgacg
agcggatcgce
cccggcgegg
cgtcttttcecc
agaaggtggc
gccactccct
ctacaccaac
gcgccctcecece
ctccecgcecacce
gtgccctcecce
caggtgccga
gagcggcegt
gctgggggcg
ggaaggttcc
aggttacccc
gaagtgggct
tcceecgetgg
gagctagctg
ccagtgcaga
ggtccaggtt
ctcaccctgt
ggcgaacccce
gtcctgaggce
tgcctgtttg
ggtctttaag
aggcaggcac

caggtgctct

aaccccgtcc
cctccctacc
ccggcagggyg
tcgctaatct
ggctcccact
gacggggcgce
cggaccttecg
cacgcgggga
ctccaggacc
aaccaccttg
ggcagcagceg
ggctacatgg
gtgcagggcc
atccttcttg
acacagtagg
aagtggctgt
cctatccctg
ttccectgtge
ggcacggacc
ccccatcctce
ccccagagcec
tccccaccag
cagagaaggg
ttctatggga
ggctgcctct

agcacccacc

gagggtggac

tgtttttcgg
ccgcaccccce
gcgcgcegegg
gcgaggaaaa
cgcttctccc
ggaccccggg
agtttgacga
ggcccececggtce
cgccattccc

gggaacaggg

tccgtcccecca

gggtcctgag
ttccatctcc
tgtggcatgg
gggtttccag
cagatgaggg
ggaggagagg
agtgtcctgg
ggcagctgag
tccecceccatcec
agactccagg
gacagagccce
ggtggaagag
ctcagtttcc
ggtgagggac
tggcacccgg

agtgacttgg

44809

agttttgagg
gtcccagcct
acagacgcct
aaaaaatgtt
tcgggteggg
gggcgtctge
cggccaatgce
taacctaaga
agggccatcc
gcgcccctea
tctgtcctceg
catctcccag
cccagcccect
cagtgctcgg
agcaaccttc
cgggagtcct
gccagttgag
gatgccatgc
tgggacagtc
ctcagctctt
gaaccctggg
tttcttctgg
catacctgag
ccgagtgtaa
caggctggag
gggagtccgg

tgatgtcctt

gctcagaggg
gggccagagce
gcacccgacc
tttcagggca
tccgagcetgce
cgggaggcgc
gcccccaggt
cccccaagtt
aacttcccca
gggtgggccg
acctggtaag
gtgtggggag
gccccacccee
ccagggtggyg
caaggaagag
gggttctggt
aatggcattc
gtctgccecgtce
ctgagcggag
gaaaacaggc
cagagccggt
atcctgccca
agcgggaggce
aatgaggagg
aggaggttcc
ggtacagcgt

gggaagtggg

ccgcggeggyg
cgccgcgggat
ctggaactgg
acgcgaggga
caggccgcat
gcggcggggyg
acagtctgct
cccectcagg
ggacccgcga
cactaatcag
aagctggggg
tggcagggag
agcttgggga
gtgcccggeg
tcceccagtgg
cactcctegt
aggtgacctg
cacccagtga
gttgccccag
aagtctgccc
cactgccttg
gtctcaggct
ctggtgcggce
tagggcggat
cagaatcaag
gtgtgaggag

cacagcctgg

153/866

4020
4080
4140
4200
4260
4320
4380
4440
4500
4560
4620
4680
4740
4800
4860
4920
4980
5040
5100
5160
5220
5280
5340
5400
5460
5520

5580



acgtgctctg
gggtcctgga
ctagcgttgc
ctgctccaga
atcctccggg
cagctcctcc
ctgcaggcag
caggacctgg
ttgcggccca
ggggggagct
gcaacagcgt
caggcctctg
gccaggaggt
acgctagtgg
gaggagctcc
ctgctcccac
agatgacagc
agtgcccacc
ataccacttc
atcaggccct
ggcccatatt
gtttgagggc
ggaactcagg
gtgagtgaga
ggcctgggtyg

cccaccgtat

cagtagtggg

agggactatc
ttgccctcat
cctcecectgge
cgagccggca
tccttceccaga
tcceecgetgg
agcagccgcce
gcttggetgg
ggcaggtggc
ctgtggggcyg
ggtcagaacc
tctttcectgg
gcttggacac
tgtccctgag
tggccttcca
ctccatgcca
tgttgtagga
ccctgceccag
ccagcagctg
ggcatcctgce
agggagcagt
ccaagatacc
ggtctgctgt
agggagcaga
tggcctgtgt
ggggagctct

gccttgectgt

cgggggatgc
ctttgtgggc
cattctgctg
ggacagtgtc
cacctgtctc
actgagctgg
ggcagtggag
gctcgggagce
ttcagctgca
ggtttcccca
caggccctgg
gtgctggagg
cccaccccac
tcagcctcaa
gtttgcaggg
tggagtccca
cagggaggga
cgcacttcgce
tgctccaggg
cagggtacat
gccttcagca
gcccagcact
ggcccaggag
cagggtcccc
cctcgcaccc
tgattaacac

ggggccatct

44809

ctgtcaggca
tggccggcecce
gagtttatca
ctcagggtcc
tcccaattgg
cctcecgttge
ggatgtcagg
ggggagctga
gaaagaagaa
ccagctctca
agtccatagg
atgccagcct
tccagtgccc
ggccatcagg
gtcttcacgg
ggccctcagce
ccagtggccc
atcagagccc
cgggcctggg
gcctggccca
gcaggaagta
ggccggcagg
tggccacagt
acgagggcct
ggcagcctcc
agaaaattac

catgccctcg

cagagaaaat
ctaccatctc
cctaccctgce
agcctttage
ccctgceccac
aacagagatt
cgtcaggctt
gctccaggtg
ccttecgtgcet
catggggagg
tcttggtgcce
tggtgctatg
cagctcaaac
ccggaaagtg
gcctctggcece
tgcctcccca
tggtggcccc
ctgccaggcc
accctctagg
aggtcctggce
gctcagggct
agggacggct
aacagctcag
ctgcttctgt
aagtgtgctg
ttgggacgag

gagggtgttg

gaccccaagg
cctccccage
tgggcctgac
tccaggcectce
cggcccggga
ccctgtcaca
ggggagggag
aggccaaggc
gcctggtggt
agggtgccag
aggccttgag
gttcagaggg
ccccagcetcec
gggctccaga
tccaggctcc
caggccctgg
agagctggca
tttcctggaa
ccctgatggg
cagccctcca
catgggaaag
caggccacag
gaggacagag
tccagtggcet
gtctggttca
cctggtgtgg

gggggcatct

154/866

5640
5700
5760
5820
5880
5940
6000
6060
6120
6180
6240
6300
6360
6420
6480
6540
6600
6660
6720
6780
6840
6900
6960
7020
7080
7140

7200



cgggctctcc
cccaggtgcec
gtttctctgce
ctgaacgggt
cgtgagccag
cccgccagcece
tgggctcagc
tcaaaggtgt
cagacccact
gatgcgattg
caggggacag
tccttgagag
agaggagggt
gaccagggtc
cttctgggaa
cagctctggc
tgctagcatg
tacaaagctg
gcaccagcct
ttcttaaaag
cccacggcecce
gccagctgcc
caccactcag
caggcctcct
atctgcctgt
agtgcttttg

cccagcagcet

cctgaggctt
atcggccctg
aacaggaaag
atcgtgtacc
gcaggcgcac
agcttgtgtg
gtgcccgtgce
cttgggacct
ttcacctgtg
gcccagggag
tggcagggca
ggggcctcca
ggcctcactg
tggactggca
ctgtgtctgt
gagtcacttc
gaccttacga
tgttggcgtc
gtgttgacac
tggaattgcc

ccaggggtga

accgtctcct
gcctcggagg
cctttgtage
gactccctcc

cctggggeag

ttccagtaga

tttgtcctgc
gaaagggtgg
tttgtccaag
caaaaacaag
cgtgggcacg
accttgaagt
taggtggctg
ctcccagctg
gaacttggaa
gtgagaccag
gaggccgega
gctgctccect
gagcagaggt
caaggcgggc
gaggttggtc
acctctctgg
ggttgtgttg
gggagcttgc
gtcagagcta
cagtcaaaag
gaatggctcc
ccttggcacc
ctgagacaca
cactctgggg
aggggccaga
accccagctg

ttttcctgac

44809

ttcccecggga
cacttctgtg
tgtgtcccag
tgctgtgtgt
tgtgtgagag
caccggtcat
ggtgccaagg
tgtgtgtgga
gtgagccagc
tactagcagc
gcttcctggg
agatcggggg
gggggcatca

gccccgggag

catcccagca
gcctcagttt
agcccatgcet
acaccagcca
agcatttgtc
attcccacag
tcctcacaac
gtcgccctgg
gctggcccect
cactccacaa
agtgggtcct
tgacagacag

cccagccaca

tgcaaacttg
tctcccacaa
ccctgcatgg
gcatgtgaac
ctggaggagg
gagtctgggg
cccggttaaa
taaggccacc
ggggctggaa
tggcaagtgt
gtaggtccct
cgggaggtgg
ggagatggag
gagcagaggg
ctgagatgca
cctcatctgt
gacagcacat
gttcgtcttt
cggtgacttc
tgttaatgtt
agtgccgggg
ggcacctgtg
tggtgcccag
gaggggcaaa
catgcttcac

ccagggctca

ttgagggagg

caggctttga
acaatcccag
gtgagggatg
ctgggcgctc
atgtgtgggg
aaaggcaggc
tgggcatctt
catgttcacc
ctgaggccag
aacaggtttg
gggaaggccc
gggaggtggg
ggcattgcag
cctggaggag
gtagctgtgt
agaatgggag
acttggtgtt
gccttgtcac
ccaagatgga
tgccgcatgg
tgtggtgtgt
tcctgccagg
gaaaggcaca
gagggcttcc
aggcaccaat

gaccaccaca

gggctggggc

155/866

7260
7320
7380
7440
7500
7560
7620
7680
7740
7800
7860
7920
7980
8040
8100
8160
8220
8280
8340
8400
8460
8520
8580
8640
8700
8760

8820



aggtattggg
ggcccctaga
agagttcatt
aaggccaggc
gattgtttga
acaaaaaaaa
atgccagccc
aatgagcagg
ggtgcagccc
caagggtccc
gccagctcag
gccacagcgt
ctgtgagaag
tgccatctga
aagggctcgc
acgggtccag
ctggccttcee
atctacagct
atctcaggag
agagacgtca
tttttaatca
gcagctttgce
tatgcctgcece
catgcacaca
cccatgtaca
atgcatgcac

atcagcatgc

agcgccagtg
tggagcaggg
ggtgctgagg
acggtgggtc
ggccaggagt
aaaaaattaa
tcaggtgctc
ggcatggtgg
ccaccacggce
ctgccggcetce
ctcgagggta
ggccgggggc
gaccagccaa
ccctgagtga
ctggcgtctg
gggtgatggc
cctcttcececeg
tgatttcggce
atggtgctga
ccgaggacgc
tcgtgcaaag
acttgctgga
tgggggactc
gatccatgtg
tgtatgcata
atattcgtac

atgtgcgtat

agttggtcat
gccctgtgece
aaatgaagcc
atgcctgtga
tggagaccaa
aaattaagat
agcatggcca
tgcctcccat
ctcceccaccce
caggctgtgce
ctgacagctg
aggggctgtg
gggtcctggg
ccagcacact
gcccaagcecce
ccccacagcec
ccgggctggg
tccteccatgt
gcagccaccc
ttgcctgceccce
gaagcgttga
cactaagccc
tcctggatgce
catgcacaca
catgcacatt
acatgcctct

ttacgtgctt

44809

tttctgagca
tcagcctccce
tcacttgtgc
tctcggtgcet
cttaagcaac
cagataaggc
gcccagggac
agctgtggga
tcaggctgtc
tccttgctat
acgtgtgcag
ggccgatgca
cacccagggc
gctgcctgcet
aggcttctgce
tcgeetgggg
agaaagctgc
gttctgagcet
tcgcatgggce
agctgcctgg
gttttctgcc
agcactcaga
agggtaggga
tatgtccaca
gtacatacat
gcatgcaaat

acatgtgctc

10

tgatggcagc
taaagtggcc
ctcagttccc
tttggaggct
atagcaagac
ccggtgcacc
ctggcacagt
gaggggcggc
caccctagga
gatcaccatt
tcactaagca
gctggagaac
ccaggaccct
gcagggggtyg
ctccceccgac
cccctgtgte
tctgaagtct
ttcactttgg
aagaagcccc
gcatctcgag
atggtcagca
cacccccacc
tgcccacaca
tgtgcacatg
gcatgcaatc
acatgctcat

atctccctcc

tcagggtacg
cagccctccc
agacaggccc
aaggcgggag
ccctgtcectcet
cctgcaggcce
tctctggggg
ttctcctcecca
gggctgtccc
gcccccagca
tctcccagcea
agggtgtggce
gagatggact
gggacagcag
aaccttgggce
cactgtgctg
gtctggataa
atcctaaagc
tcccecctaaag
cagctctgac
gagaggttct
acagtgatgc
catacaggca
tatacatatg
ccatccacac
ttacacacac

tccctaactt

156/866

8880
8940
9000
9060
9120
9180
9240
9300
9360
9420
9480
9540
9600
9660
9720
9780
9840
9900
9960
10020
10080
10140
10200
10260
10320
10380

10440



ctctgtcaaa
tattttagga
tgttgtttca
gctcaccgca
gctggaacta
tgccatgttg
tcccagaatg
gaagtctttg
gctccttgcet
tttagggaag
gatgtattca
ccagcactgt
cagagaaacc
ggggttcatt
tcacagagac
tcagggacgt
catgcctggg
agaggaccca
agagccctgg
ccgtccaact
ttttccattc
gatggagtct
acctccgcect
taggtgtgtg
atgttagcca
aaagtgctgg

ttcctttcca

catggctcgc
gagaaacctc
gacagaatct
gcctcaacct
caggcaccat
cccaggctgg
ctggaattac
cgggaaagga
tctttctgag
gacatcttta
ctttgcaaag
ggctgccagt
cacctcttet
atatgccatt
ctgtgccttc
gcaggctgtt
cctcctegge
cgattccatc
cttgcagaac
ctgcatctct
ctcttetttg
cgctctgtca
cctgggttcc
ccaccacaac
ggctggtctc
gatgacaggc

cgggacctgt

ccagctcctg
attcccttag
agctctgtca
catgggctta
gcctggataa
tcaggaactc
aggcgtgagg
cattttatcc
ccccacccgg
gcccttaget
cacaatgggt
gtgtggggac
ttagggttct
ctgtttgtgt
acagagcagt
ttcagtgttc
cacagatcaa
ataattaatc
ccceegttet
ctaattatta
aacctcactc
cccaggctgg
aacaattctc
cagctaattt
aaactcctga

ttgagccact

aggcaccagg

44809

gaaattttga
ccaaagacag
cccaggctgg
aatgatcctc
cttttgttat
ctgggctcaa
caccatgctg
aggacttcct
ggcagaaata
gttccgtttg
gagacgctgc
agtctctata
gtggaaagcg
agtgatgcat
cttggctgta
accttcacac
aaatgtcccc
cactgctccc
gtaaccacag
gctaggtggce
atccatcctt
agtgcagtgg
ctgcctcagc
ttgtattttt
cctcaggtga
gcacccggcc

ctgtgttctg

11

actgagtgtg
tcacaatctt
agtgcagtgg
ccacttcagc
tttttgtaga
gtgatctgcc
gaccacaagc
atgctgatcc
agggcctggt
ccataacaca
cctagaaccce
tcacctacaa
gtcgtgttta
ccacacgggc
gctgtcagtc
atgaggccgt
aggtagaggt
agtcggctgg
ccgatcactg
ttgtctttac
tgagtcgttt
tgcgatctca
ctcccgagta
agtagagatg
tccacccacc
atgttttctg

atgattattc

aacaagaatg
tttttgttgt
cgcagtcatg
ctcctgagta
ggaaggtttt
tacctcgggc
aatgttaaga
tgagaggcag
gatgctggag
catcgtgcat
caccctgcce
gctgggtgcc
gtttttaaat
tcacgcaggc
gctcctcagt
gatgaaaatc
tccaagttgg
acactacatg
gcgcaggaga
ttgtgcgttg
tcttttttga
gctcactgca
gctgggatta
gggtttcacc
ttggcctccc
ccagattgtt

tgttgcaaat

157/866

10500
10560
10620
10680
10740
10800
10860
10920
10980
11040
11100
11160
11220
11280
11340
11400
11460
11520
11580
11640
11700
11760
11820
11880
11940
12000

12060



atgttcttcc
cagtgttttg
ttgggtttcg
ctttccatct
gaagacactg
ggcaagggga
gttctccggce
tgcaaccgtyg
ggagtgcccc
gcactctgct
tgctgtggcect
caactgctgt
caaattctga
ttggagaagg
tccagtccat
gtgagcaggg
gccgccatac
tccagtaagc
ctttttcteg
ttcccaactg
ttgtcagaca
gcactcctgg
cctggacctg
tgggagccac
caggattcca
catggcagcect

gtgcacgtga

tgttggtcgc
ttcagatgta
tgtattaaat
tgtccttggt
catagcatag
caagtgataa
ctccatttct
acttgagtca
ccgcctectt
gtgtctcccc
ggacattggt
ggctgttctt
gaaaatagtg
gactgttaga
ctctcaggaa
ctttctcceg
taggttccgt
aatcatgcca
cagcagtgca
gaacgggaat
gccctggetce
ctatcagaag
gcccccacce
ttgtccttge
tgccaccacc
ggcactgagc

ctacgtgtgc

ttattctttc
gaagctttta
aaaaggcctt
ttggggctgce
gctggagcca
acaaggacaa
ccatcaacac
ggacaggtgg
tctcaagcect
actctctgtc
gctggcagca
gcacgtatag
atgcgctctt
ccctcaggaa
cgctgtgcgce
gtggctctct
atttgctcta
actccaaaca
cagatgaggc
gcccagagcc
catggccacc
agccccccag
cagtgcctct
caggaactag
tggcttgcca
acagctgccg

accaaacagc

44809

cttttgccag
taaatctatt
ctcagctctg
agatggggtc
ggtactgggt
ataaggaaca
aatgggaagg
agctgcactc
ggattccaac
ttttcttggg
gaagacgagg
tcttcaggat
gattggcggce
gaagacctcc
ccctgtgggt
gctcctgcetce
gtaggttttc
gagccccctt
ctcctttatg
tttggcggga
gggaacagat
ctggccaaag
gccgggacct
ggatggagac
gggtgcctgg

ggctcccecctce

tgacggggac

12

tgatgtcttt
cctcttggaa
aacacttttc
taatcttatt
tcaagcaccg
aggtcaagtg
atgtcgcccc
gttccaatac
gtgggcttca
ccagaccgca
gccctcetcetg
taatttttga
gattcccttt
gtcttccgcece
ttggggctcc
tccatggtgce
agttgattcc
catgactcct
atggcaaggg
gaagcttgtc
gcagggggag
gcagcacagc
cagtgacgct
tggcttctga
cgtgcagctg
tgatggggtt

ttcctgttgce

tgttaaacag
tagatgattt
cctgtatttt
ttatccaaca
gccctcecccaa
catttctgaa
tcctgatatt
cataggacga
gctggtcaag
gagtgtcagc
ttccttttca
aacagttcat
acccgtgtgt
agcgacagct
cgcgcctgcet
tcctgggttg
tcttgggttt
tgcttttatc
cagcctcaca
tttaagéact
tgagaagcag
ccaaggtgaa
ccttgggctc
gaactgttct
gctctcagtc
gtcagggtca

cgtgcccagg

158/866

12120
12180
12240
12300
12360
12420
12480
12540
12600
1266