wo 2015/190921 A3 |10 0O RO 0

(43) International Publication Date

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Ny
Organization é
International Bureau -,

=

\

(10) International Publication Number

WO 2015/190921 A3

17 December 2015 (17.12.2015) WIPO I PCT
(51) International Patent Classification: (81) Designated States (uniess otherwise indicated, for every
C12Q 1/68 (2006.01) CI12N 15/11 (2006.01) kind of national protection available): AE, AG, AL, AM,
A61K 48/00 (2006.01) AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
21) Int tional Application Number: BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,
(21) International Application Number: DO, DZ. EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
PCT/NL2015/050420 HN, HR, HU, ID, IL, IN, IR, IS, JP, KE, KG, KN, KP, KR,
(22) International Filing Date: KZ, LA, LC, LK, LR, LS, LU, LY, MA, MD, ME, MG,
10 June 2015 (10.06.2015) 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,
(25) Filing Language: English SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN,
(26) Publication Language: English TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(30) Priority Data: (84) Designated States (uniess otherwise indicated, for every
PCT/NL2014/050375 10 June 2014 (10.06.2014) NL kind of regional protection available): ARIPO (BW, GH,
14183623.9 4 September 2014 (04.09.2014) EP GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, ST, SZ,
TZ, UG, ZM, ZW), Burasian (AM, AZ, BY, KG, KZ, RU,
(71) Applicant: ERASMUS UNIVERSITY MEDICAL TJ, TM), European (AL, AT, BE, BG, CH, CY, CZ, DE,
CENTER ROTTERDAM [NL/NL]; Dr. Molewaterplein DK, EE, ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
50, NL-3015 GE Rotterdam (NL). LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,
(72) Inventors: BERGSMA, Atze Jacobus; c¢/o Dr. Molewa- él\\/{; Ff(Il{\/)[, ?/[?P{\/I(RBFI,\IEJ,S;F,TCDG"}S} CM, GA, GN, GQ,
terplein 50, NL-3015 GE Rotterdam (NL). VAN DER ’ > ’ O ’
WAL, Erik; c/o Dr. Molewaterplein 50, NL-3015 GE Rot- Published:
terdam (NL). PLINAPPEL, Wilhelmus Wenceslaus Mat- P .
thias; c/o Dr. Molewaterplein 50, NL-3015 GE Rotterdam with international search report (drt. 21(3))
(NL). VAN DER PLOEG, Antje Tjitske; c/o Dr. Mole- —  before the expiration of the time limit for amending the
waterplein 50, NL-3015 GE Rotterdam (NL). REUSER, claims and to be republished in the event of receipt of
Arnoldus; c/o Dr. Molewaterplein 50, NL-3015 GE Rot- amendments (Rule 48.2(h))
terdam (NL). (88) Date of publication of the international search report:

74

Agent: JANSEN, C.M.; V.O., Carmegieplein 5, 2517 KJ
Den Haag (NL).

3 March 2016

(54) Title: METHODS FOR CHARACTERIZING ALTERNATIVELY OR ABERRANTLY SPLICED MRNA ISOFORMS

Fig. 1

Splicing

k-~ 7 -1 8 1\/~9

pre-mRNA 7 t——% 5 F——-1 8
mRNA TE T s 16
e
RT-PCR, primers around sach exon
I T O A I
P e
B -~
Bl o
B s ot

Separate PCR products

A TE e 7189

Quantify mRNA transcripts per exon

(57) Abstract: The disclosure provides method and kits for characterizing spliced m RNA isoforms. The disclosure also provides
methods of screening for mutations and oligonucleotides that modulate splicing.
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