wo 2023/147604 A3 | A OA 0 TR0 100 A

(12) INTERNATIONAL APPLICATION PUBLISHED U

(19) World Intellectual Property
Organization
International Bureau

A

(43) International Publication Date —//)
03 August 2023 (03.08.2023)

NDER THE PATENT COOPERATION TREATY (PCT)

(10) International Publication Number

WO 2023/147604 A3

WIPO I PCT

(51) International Patent Classification:
CI2N 15/85 (2006.01) AG6IK 48/00 (2006.01)
AG61K 31/7088 (2006.01)

(21) International Application Number:
PCT/US2023/061702

(22) International Filing Date:
31 January 2023 (31.01.2023)

(25) Filing Language: English
(26) Publication Language: English
(30) Priority Data:
63/304,960 31 January 2022 (31.01.2022) UsS
63/312,480 22 February 2022 (22.02.2022) US

(71) Applicant: TRAMES BIO, INC. [US/US]; 1111 Broad-
way #1300, Oakland, California 94607 (US).

(72) Inventor; and

(71) Applicant: KERAVALA, Annahita [US/US]; c/o CODA
(Assignment For The Benefit of Creditors), LLC, 3945
Freedom Circle, Suite 560, Santa Clara, California 95054
US).

(74) Agent: SHI, Fumin et al.; Cooley LLP, 1299 Pennsylva-
nia Ave., NW, Suite 700, Washington, District of Columbia
20004 (US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available). AE, AG, AL, AM,
AOQ, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CV, CZ,DE, DJ, DK, DM,
DO, DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
HN, HR, HU, ID, IL, IN, 1IQ, IR, IS, IT, JM, JO, JP, KE,
KG, KH, KN, KP, KR, KW,KZ, LA, LC,LK, LR, LS, LU,
LY, MA, MD, MG, MK, MN, MW, MX, MY, MZ, NA, NG,
NI, NO, NZ, OM, PA, PE, PG, PH, PL, PT, QA, RO, RS,
RU, RW, SA, SC, SD, SE, SG, SK, SL, ST, SV, SY, TH, TJ,
M, 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): ARTIPO (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,

(54) Title: EXPRESSION CASSETTES FOR TREATING EPILEPSY AND NEUROPATHIC PAIN

Non-
Cassette # SEQID F' Enhancer| Neur?n Promoter | Intron 5'UTR Intron | Transgene [3' Enh 3'UTR PolyA
NO: Silencing
Element
1 71 v mMecp2 hTPI CODA-R FUllEES rBGlobin
2 72 MV msCaMKila mCaMKIl | TPL+eMLP | CODA-R FullEES rBGlobin
3 73 My hSyn hSyn hTPI CODA-R FUllEES rBGlobin
4 74 MV hMecp2 TPL+eMLP | CODA-R |511-810EES rBGlobin
5 75 MY hCaMKila hCaMKIl | TPL+eMIP | CODA-R | 511-810FES rBGlobin
6 76 oMy fyEnolase TPL+eMLP | CODA-R | 511-810EES rBGlobin
7 77 My NRSE cpActin | cBAct+Glob|  fGlob CODAR | 511-810EES rBGlobin
8 78 oMy hPDGFB hsyn CODA-R | 511-810EES rBGlabin
9 79 oMy mMecp? hsyn CODA-R WPREX aGlobin hGH
10 20 oMV msCaMKlla mCaMKII-V2 |hCMV+rGlob| CODA-R WPREX aGlobin hGH
11 81 oMV hSyn hSyn hsyn CODA-R WPREX Globin hGH
12 82 MV hMecp2 hCMV+rGlob| CODA-R WPREX aGlobin hGH
13 83 MV hCaMKila hCaMKIl |hCMV+iGlob| CODA-R WPREX aGlobin hGH
14 84 MV hyEnolase hCMV+rGlob| CODA-R WPREX aGlobin hGH
15 85 MV NRSE cpActin |cBAct+Glob|  fGlob CODA-R WPREX aGlobin hGH
16 86 MV hPDGFB CODA-R WPREX aGlobin hGH
17 87 oMy | cpactin |cBActsrGlob|  felob | CODA-R | 511-810FES 1Globin
18 88 CMV-v2 hsyn-v2 CODA-R | WPREx-V2 hGH-V2
19 89 hSyn-v2 CODA-R | WPREx-V2 hGH-V2
20 90 CMV-v3 NRSE* MV CODA-R | WPREx-V2 bGH
21 91 CMV-V3 oMV CODA-R | WPREX-V2 bGH
23 92 CMV-v2 hCaMKlla CODA-R | WPREx-V2 hGH-V2
24 93 CMV-V2 hsCaMKlla CODA-R | WPREx-V2 hGH-V2
FIG. 1

(57) Abstract: The present disclosure provides expression cassettes, vectors and methods for expressing a transgene in a cell, e.g., a

neuron. Further provided are methods of achieving desirable expres:
with a small molecule ligand to treat focal epilepsy or neuropathic

sion level of a transgene in a neuron cell, e.g., for use in combination
pain.

[Continued on next page]



WO 2023/147604 A3 | 10} 1000000000 00O 00

SL SK, SM, TR), OAPI (BF, BJ, CF, CG, CL, CM, GA, GN,
GQ, GW, KM, ML, MR, NE, SN, TD, TG).

Declarations under Rule 4.17:

— as to applicant's entitlement to apply for and be granted a
patent (Rule 4.17(ii))

— as to the applicant's entitlement to claim the priority of the
earlier application (Rule 4.17(iii))

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))

(88) Date of publication of the international search report:
04 January 2024 (04.01.2024)



