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(57) Abstract: HTT nucleic acid trans-splicing molecules are described, which include a coding domain comprising one or more 777
exons, a splice site, and a binding domain that binds a target intron of a H77 pre-mRNA. HTT nucleic acid trans-splicing molecules
described herein may also be used in combination with, e.g., MSH3 binding domains arranged in tandem with an HTT binding do-
main,MSH3 nucleic acid trans-splicing molecules, MSH3 splice modulators, anti-sense oligonucleotides or anti-sense RNA to either
of MSH3 or HTT and MSH3 or HTT microRNA (miRNA) and constructs encoding same. Compositions comprising nucleic acid trans-
splicing molecules described herein are also encompassed, as are compositions comprising combinations of nucleic acid trans-splicing
molecules with additional therapeutic agents (e.g., MSH3 nucleic acid trans-splicing molecules, ASH3 splice modulators, anti-sense
oligonucleotides or anti-sense RNA to either of MSH3 or HTT). Nucleic acid trans-splicing molecules may be used alone or in com-

[Continued on next page]



WO 20247173719 A {00800 00 000 T

KIL KN, KP, KR, KW, KZ, LA, LC, LK, LR, LS, LU, LY,
MA, MD, MG, MK, MN, MU, MW, MX, MY, MZ, NA,
NG, NI, NO, NZ, OM, PA, PE, PG, PII, PL, PT, QA, RO,
RS, RU, RW, SA, SC, SD, SE, SG, SK, SL, ST, SV, SY, TH,
TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, WS,
ZA,ZM, ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, CV,
GH, GM, KE, LR, LS, MW ,MZ,NA,RW, SC, SD, SL, ST,
SZ, TZ, UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ,
RU, TJ, TM), European (AL, AT, BE, BG, CH, CY, CZ,
DE, DK, EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT,
LU, LV, MC, ME, MK, MT, NL, NO, PL, PT, RO, RS, SE,
SI, SK, SM, TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN,
GQ, GW, KM, ML, MR, NE, SN, TD, TG).

Published:
—  with international search report (Art. 21(3))
—  before the expiration of the time limit for amending the

claims and to be republished in the event of receipt of

amendments (Rule 48.2(h))
—  with sequence listing part of description (Rule 5.2(a))
bination with additional therapeutic agents in methods for treating Huntington's Disease (HD). Nucleic acid trans-splicing molecules
are also described herein for use, alone or in combination with additional therapeutic agents, in treating HD or in the preparation of
medicaments for treating HD. Also encompassed herein are MSH3 nucleic acid trans-splicing molecules, MSH3 splice modulators,
and MSH3 miRNA and constructs encoding same which may be used alone or in combination and/or in combination with additional
therapeutics for treating nucleotide repeat disorders (e.g., HD) or in the preparation of medicaments for treating nucleotide repeat dis-
orders (e.g., HD).




