WO 2023/105297 PCT/IB2022/020082
i B B
DL LW R miRNA AR5, SWrRA R &

BAR G,
ARIT L7y T Wi RS, Rl K— R 2 Wi IR miRNA ARE4. 2
B SR

BREAR

It (bladder cancer, BC) A&ty T FEMEIK 6 b 5 (RS ME e, A2 Wb IR R Gism i DL
AR, o R A PR A T AR IR AR FR I S e AR ERYE A R D AORE L RO
DL JE BT B RE 25 11 47, B R A7 e Rb X e L Bk SRR 2 5%, T LTS AR B
KRR 50~70 &, HBEEFEIM, AWFE B m.

BC HAT RN ARG, 58 AR T AT A (0 B IR RE s R IAEAEAE I
FAR, BT, WITSRIT T, (AR TS WAREER, FUGH 5 FAFRRZE. B
WUNTFAR, U7, W77 777 B 2 b v B es 23 i A v o B, (HUR: RS
B AT ) R

AT, BEtsR AR N8 BC MBS Wil &AsiE, (HENEAGMHE & o 14 A
HAFRen R I AT RGURGe . JRIE RN I, JRIE 0 AT R GE A S 9T AOiE, BT
(ISR A IR BAT AR A I BRI o 0 PRV B B e A 11 PR 200 B 1 A I s 12
Wit AR EREIZ ) LR —, 2R SRR R MR AR, (HEAEF N BC 2l ERA
AR U o 1 2 26T PRI AR S0 %35 515 A 22 (nuclear matrix protein 22, NMP22),
B e L (bladder tumor antigen, BTA) FZHffl A e L HEP RS E, HE
—ASEFAER . AT T OO SRR bR . P, 38R EI R AT R B BC
W Wl H AT R R AR R R T A AR A

LI FREW, JREPEE T2 AFFZER RNA, S5 mRNA. i/~ RNA (miRNA)
AHARAERIGE D (nc) RNA. BT 5 MR LT 5 FAR I, PRI FH 30 K 2R Goss i i 25
BVRE G TR 5] 3 AR B R IR,  IF HAT DAFESC B Bl AR50

miRNA &K EHy 18-25 MEH IR ARG IS RNA, AT LUE R E HAx mRNA K43 ff sk
MR ORI L E AR RS, Z5IEEMEKE . @R BT S,
E IR ) e A2 A0 i SR o 2 AR T 0 R R eI L A ) D B - miRNA K F2ik i85 B
R R e 1, EAN R v B R e A e IR LA (D43 miRNA A TR
N IR W T B AE ) AR ACATR  T EEAR .

BRI FARIE 7 — A JR R G IE T2 W miRNA AREY), HIXLERREY
B BRI ) R PR, B R F TSI 05 A IR PR miRNA AR B LA A= Wb
BV A PR EE R I8, Ban:

HE &) CN103993093B A FF J —Fift FLHAES e 78 miRNAs £5 7 &AW, HEIA L
) miR-152. miR-148b-3p, LA X FKJA T 1% miR-3187-3p. miR-15b-5p. miR-27a-3p- miR-30a-5p
T o

i ERTE, T A BORHRA P02 018 A Fl 82— miRNA AR EY)EL miRNA bR
HEIAE KA AR TINEGS WIS, H miRNA bREVIRE TR S8R 06 T IR
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WM, MBREHN, TrikA—, BHER; HOARSIEH RN RS F IR ta G T
ZWTH A B0 AR R PE R R miRNA br S5

y Lok

AR B U (R B TR AE TS e — R e A 2 7 F PRV miRNA ARE4. 2 Wl
Sl A EPR EARGER S miRNA FREY), Baf Emi AR R T AT
miRNA SWikr &Y S H G E REE, MACT HAl miRNA Zr ARSI r 52, NSt
IR 7 il ikt

PR LR TR, AR R R B 7 S BRI T

AR ISR T — Rl D A 12 SR miRNA bR, EAQT 16 4 miRNA ST
B — N £ A hsa-miR-374a-3p . hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p .
hsa-miR-101-3p « hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p .
hsa-miR-25-3p + hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p .« hsa-miR-18a-3p .
hsa-miR-205-5p. hsa-miR-425-3p.

FE— e 7 2, FTiA KPR miRNA SR EY T 7 i L 143 : M hsa-miR-374a-3p+
hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p .
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p iX 16 4>
miRNA PEZ LR G, HARTH 15 M ERESFE Pl 4.

HARTMF, Prif MR miRNA bRaEY)4% Bk 77 0% 15 4 miRNA PEYEE —DEki®
A, B EAR T LA AT

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p. hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-425-3p; =X

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p + hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; B{

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; 5K

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p+ hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; BX

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p « hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p; B¢

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-15b-5p.
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
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hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; L
hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p. hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-3p; BX
hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p \ hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p. hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-3p; Bk

hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p .
hsa-miR-191-5p » hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; B{

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; 5K

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p \ hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; 5%

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p «  hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p.

FE B S 75 S8 o, BT IR PRV miRNA bR % R 7 s M5 M hsa-miR-374a-3p.
hsa-miR-143-3p - hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p .
hsa-miR-191-5p + hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p iX 16 4~
miRNA FEZER TG, BARTH 4 D EEEFE - HkE .

HARTI &, Prd IR miRNA bREY)H% 1R 77 0% 14 4 miRNA PERER -k
A, A EAR T T LA AT

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-5p; B

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p-
hsa-miR-191-5p « hsa-miR-21-3p + hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-5p; B¥

hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-5p; X

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p-
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p . hsa-miR-454-3p
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-5p; &%

hsa-miR-143-3p. hsa-miR-183-5p+ hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p.

3



WO 2023/105297 PCT/1B2022/020082

B B
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-5p; X

hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p. hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-25-3p. hsa-miR-3186-3p N
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p; BX

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p «  hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p. hsa-miR-454-3p~ hsa-miR-1-3p. hsa-miR-205-5p; &

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p + hsa-miR-21-3p v hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p; &¥

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p .
hsa-miR-1-3p~ hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-5p; =X

hsa-miR-143-3p+ hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p . hsa-miR-454-3p
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-5p; BX

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p. hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-5p; B

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p » hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p,

FE RS TT S T IAR BR R VR miRNA BRREAHZ 40 T 77 ;U M 75 A hsa-miR-374a-3p.
hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p .
hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p X 16 1
miRNA FEZER=JF, HARTE 13 AP EREE - IRE A

HAKT &, Prid R miRNA SraiPpi% Bk 77 (0% 13 4 miRNA F{EE— ez
A, ALFEEARR TN JUR 4 5 K

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p + hsa-miR-21-3p v hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-2035-5p; 5§

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p; B

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p .
hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-5p; EX
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hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-3186-3p . hsa-miR-454-3p .
hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-5p; EX

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p-
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p « hsa-miR-3186-3p . hsa-miR-454-3p
hsa-miR-1-3p. hsa-miR-205-5p. hsa-miR-425-5p; B

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p.
hsa-miR-21-3p + hsa-miR-219a-5p = hsa-miR-25-3p . hsa-miR-3186-3p « hsa-miR-454-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p.

PE— BB S 7 S, FTIR R PRI miRNA RS 77 a0k M5 : A hsa-miR-374a-3p-.
hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p .
hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p iX 16 4~
miRNA "FEE LIS, AR 12 M ERiEfF Pl .

BARME, Prid IR miRNA drED % FR 77 Ak 12 4> miRNA $ FE R — el %
A, I EAR T T LR A AT

hsa-miR-143-3p. hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
hsa-miR-21-3p « hsa-miR-219a-5p + hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p .
hsa-miR-18a-3p+ hsa-miR-205-5p; Bk

hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p hsa-miR-101-3p + hsa-miR-15b-5p .
hsa-miR-191-5p + hsa-miR-21-3p « hsa-miR-219a-5p + hsa-miR-3186-3p . hsa-miR-1-3p .
hsa-miR-205-5p. hsa-miR-425-5p; BY

hsa-miR-143-3p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p. hsa-miR-21-3p.
hsa-miR-219a-5p. hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p .
hsa-miR-18a-3p. hsa-miR-205-5p; Bk

hsa-miR-143-3p . hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-1-3p .
hsa-miR-18a-3p. hsa-miR-205-5p;

hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
hsa-miR-21-3p « hsa-miR-219a-5p + hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p .
hsa-miR-18a-3p. hsa-miR-205-5p.

TE 25t )5 =, BRI PRI miRNA bR & F a0 F 7 2RI8 & 1M #3 : M hsa-miR-374a-3p-
hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p .
hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p X 16 4*
miRNA PERER TG, BARTH 1AM EREFE -4

BART S, A BRI miRNA bR Fd 7 Affik 11 4> miRNA 1 FEE— i ®
A, BREAR TN LR H A B

hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
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hsa-miR-21-3p « hsa-miR-219a-5p . hsa-miR-3186-3p . hsa-miR-1-3p . hsa-miR-18a-3p .
hsa-miR-205-5p; Bk

hsa-miR-143-3p . hsa-miR-93-5p . hsa-miR-101-3p. hsa-miR-15b-5p . hsa-miR-21-3p.
hsa-miR-219a-5p « hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p « hsa-miR-18a-3p .
hsa-miR-205-5p; &,

hsa-miR-143-3p. hsa-miR-183-5p+ hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-21-3p.
hsa-miR-219a-5p « hsa-miR-3186-3p « hsa-miR-454-3p  hsa-miR-1-3p . hsa-miR-18a-3p .
hsa-miR-205-5p.

FE— 2B S 75 5% o, BT IR B PRV miRNA bR % S 77 s M5 : M hsa-miR-374a-3p.
hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p .
hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p . hsa-miR-25-3p . hsa-miR-3186-3p .
hsa-miR-454-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p iX 16 4>
miRNA FFEREHANJE, BARTI 10 M EEEsE k4.

BARME, AR miRNA drE % k77 ik 10 4> miRNA $ B EE —4 %
AN, AFEEAR TN LA A AR

hsa-miR-143-3p. hsa-miR-183-5p+ hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-191-5p.
hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p; &K

hsa-miR-143-3p . hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-191-5p. hsa-miR-21-3p.
hsa-miR-219a-5p- hsa-miR-3186-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p; B

hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-191-5p . hsa-miR-21-3p.
hsa-miR-219a-5p. hsa-miR-3186-3p. hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p.

IS HE, FE STty Sh, PRI miRNA ARG 00 H 7 AL miss: M
hsa-miR-374a-3p - hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p .
hsa-miR-15b-5p « hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p - hsa-miR-454-3p . hsa-miR-1-3p < hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA R EH LG, HARTH 9 M ERIEHF—PEHEA.

[FIEEHE, £y Zd, FriRKIRIE miRNA FrEY) % 7 A0 Emfs: A
hsa-miR-374a-3p « hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p
hsa-miR-15b-5p «  hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p « hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 P miRNA FEREL /R, HARTK 8 M ERESE - PEZ .

[ HE, FE— STty Seh, PRI R miRNA bR G0 H 7 AL mss: M
hsa-miR-374a-3p . hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p .
hsa-miR-15b-5p « hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA FHEEEH LG, BARTH 7 M EREFE —PEEA.

Al IHE, fE— LSty R, PR BRI miRNA AREYF 0T 77 U & A
hsa-miR-374a-3p « hsa-miR-143-3p . hsa-miR-183-5p . hsa-miR-93-5p . hsa-miR-101-3p .
hsa-miR-15b-5p « hsa-miR-191-5p \ hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .

6



WO 2023/105297 PCT/IB2022/020082
i B B

hsa-miR-3186-3p - hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 /> miRNA HFEEEH 15, HAR TR 6 M EEEE—IsSZ 1,

FE—25ji 7 S, Prid R miRNA PR E BT 6 1> miRNA F1H— 2 4
hsa-miR-143-3p - hsa-miR-183-5p + hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-1-3p .
hsa-miR-18a-3p.

AW, Fiki%H hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p-
hsa-miR-1-3p. hsa-miR-18a-3p iX 6 > miRNA FFJZ/> 2 4, ke iR B miRNA brEY),
H AUC & T ¥/ miRNA ({1 hsa-miR-219a -5p 5{ hsa-miR-1-3p) .

AR, FiRi%EH hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p-
hsa-miR-1-3p. hsa-miR-18a-3p iX 6 > miRNA S/ 34, Frid i) miRNA br&d),
H AUC {5 T4 miRNA (4 hsa-miR-219a -5p B hsa-miR-1-3p) ],

AKWH, iR H hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p-.
hsa-miR-1-3p. hsa-miR-18a-3p JX 6 I~ miRNA H{{1 %/ 4 4, Frfa IRl miRNA brEY),
H AUC f5& T 54 miRNA (41 hsa-miR-219a -5p 5K hsa-miR-1-3p) [,

AW, Fiki%H hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p-.
hsa-miR-1-3p. hsa-miR-18a-3p iX 6 > miRNA &/ 54, Frid iR miRNA brEX,
H AUC fH " T ¥ miRNA (U1 hsa-miR-219a -5p EX hsa-miR-1-3p) [fJ,

AR S, FiRi%H hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p+
hsa-miR-1-3p. hsa-miR-18a-3p JX 6 I miRNA fJ4=#8, IR RE miRNA fr&d, H
AUC {8 T 54 miRNA (U1 hsa-miR-219a -5p 5% hsa-miR-1-3p) .

AR, PR miRNA SrE W LA B4 14 miRNA:

hsa-miR-219a -5p (AUC=0.654);

hsa-miR-1-3p (AUC=0.679).

FE— SR IR I S 7 G, AR I HRAR T8 A4 miRNA R miRNA b4, H
R RET

LRI miRNA FREY)T] LA H M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p.
hsa-miR-93-5p .« hsa-miR-101-3p . hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p .
hsa-miR-219a-5p + hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p
hsa-miR-18a-3p. hsa-miR-205-5p hsa-miR-425-3p iX 16 > miRNA 1 %E/D 5 P, 5§

LRV miRNA b EW#0 T 77 A i m43: M hsa-miR-374a-3p. hsa-miR-143-3p.
hsa-miR-183-5p + hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p . hsa-miR-191-5p .
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p iX 16 1> miRNA t{F & 2 H:
—Ja, BN 15 AR 5 A, B

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p  hsa-miR-205-5p .
hsa-miR-425-3p iX 16 ™ miRNA FUEE EH /5, HMAR T 14 MhiE&$FER/D> 5 Mk 8-

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
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hsa-miR-15b-5p . hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA FUER L =J5, FARTE 13 A hikiEsdb 5 M B

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA HEEEHIE, HARTE 12 a0 5 e 5k

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p 1X 16 > miRNA FEE L H TG, FHMAR T 11 Mk 5 ks 5k

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p < hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA HFER EH NG, HARTE 10 MHiafERs 5 A 5

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p \ hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p « hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 i miRNA HEEEH-EE, HARTH 9 MrhiksEa/ 5 af; 5

M hsa-miR-374a-3p- hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p » hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 /> miRNA TR LI\ G, FAR TR 8 Mg 5 M) 5k

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA FYEE L H LG, HARTH 7 Mgz 5 M 5K

M hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p «  hsa-miR-191-5p « hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p .
hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p « hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 P miRNA FERER R, HARTER 6 Dk 5 i)

HAAH 1> miRNA %404 hsa-miR-219a -5p X hsa-miR-1-3p

AKWH, Fiki%H hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p-.
hsa-miR-101-3p « hsa-miR-15b-5p . hsa-miR-191-5p « hsa-miR-21-3p . hsa-miR-219a-5p .
hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p .
hsa-miR-205-5p- hsa-miR-425-3p iX 16 > miRNA %D 54, HUWAEH 1 M miRNA

(hsa-miR-219a -5p B¢ hsa-miR-1-3p), T4 & A FR ¥ miRNA #5 &Y, H AUC [EAMKT 0.732.
LR e St 7 Ze B PRV miRNA AREYITT LA A1 T 6 1> miRNA 4k
hsa-miR-143-3p . hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p . hsa-miR-1-3p .
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iw BB

hsa-miR-18a-3p.

BeAh, AR BIE SR 7 — R BRI 2 WA, G AR S VA D G T I A 1 R PR
miRNA Fr 5] o

BEAh, A HIEHRAE 7 —FiIEE e 2 W R &, B4 AU ii Ik B & A PR miRNA
PREVIVEAPRAE S, LA I QT ik ) % F RV miRNA $RE IARRL 5190 o

BEAh, AR WNEIREL T — R i ni g K & KRR miRNA FRaEIN T, AT %
FLIS W AN/ B R R 7 i

P A EA R TR E (N BRI B O 5 sl AR e e
B miRNA R BLEBR AR I A )y A S A% .

FE— BRI K St T b, B & i T T BT W A/ s R R MR 7 e, ELAR Q R — F
B LR DR :

1) %65 B Bh 6 5 I e g

2) 2 S B2 R B e

3) LWl B2 S R .

BbAh, ARG WIESRAL 1 — iR A w i (%% Fb PR miRNA bR EA K FI2 Wrkl/s0 8
KB R 0777, AR T P ER:

DL, AR AT R PRIBRE i miRNA HIA7 7L

B2, WEFKBAE S miRNA PRl 20 15 miRNA [RIEK

ARR 3, AT Je i il # 1 miRNA FIEACFR S S IR, W B2 il +
KGR ROAAREVERR, RIS WOA/ER KN 32608 S U R T RetE.

ASOERAE T — i S 1 17 AT I O B o2 52k 3 AR e 1O A (735, P
TR TT I ALAEASLIN MBI 32 5 AT I PRVBURE i o 1 5220 — Fd miRNA (12348 7KF

Hop & /b —F miRNA #% 9 hsa-miR-374a-3p . hsa-miR-143-3p . hsa-miR-183-5p .
hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p . hsa-miR-191-5p . hsa-miR-21-3p .
hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p « hsa-miR-454-3p . hsa-miR-1-3p .
hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; FIH A1 53T AL, miRNA M ERRIA
KPR B B FA T IV As A 5B FDEAes ) RS

FE— LGSt Uy S o, WPTR BT, g 2 /D miRNA 550187 g #9 /R miRNA
REYIRA A

FE—2esii = op, o SR LL, miRNA [K2854 /K70 A 165 e s o AT 8 65 ey X,
BriK 5218 th EIHBCT R 7B Sesoitir S b, iR B e B e RS2 E . LR R 2
B R R BE e BB B IDE A DA ) 3215

FE— s 77 e, ASCHLAR R 77 RS PAT I PR e R/ sl e AR e i CRBR AR
AL, M. MIEFERD RSN VAR EY . HARA bR B4 ] B E AR T HoAl 2R 1)
brEY, B, SFEARTZAFEA 22 (nuclear matrix protein 22, NMP22), [/ fie
Fiti (bladder tumor antigen, BTA) T4 Mo KA1 3 (fibroblast growth factor 3, FGF-3)
AI1EH o A B A H A 2 B R A A B AR O . IR AT R BN R AR R BB
7 (cystoscopy) MZWrHBRINNR, SFEAR @S tHENWEER (CT). BIHRRA

(MRD BRIE LTRSS W= 334 (PET) &
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TE—REsift 7 S rf, AN THRUE A A SO A TF I V6 T o A I i 2l
77wt e A B (0 S i e e A A POl BRI, JF HAER e A E ol s, H&
WERTUEA ST TR, BFYTVE, S iR BB T VA B B VA B H A 3 TR T

S5MABARML, BKRASRSCRATT

1. ARHERKR T ZA AT e miRNA, @1 hsa-miR-219a-5p. hsa-miR-1-3p
S, B SCHRER T R B AAR B 2 mT A 5 e A o

24 AR I MHEREFIAEE e BE B2 3 K PRBUREAS o, A4 BT F TR0 B e () 30
miRNA b3R5, Gt — BTG GUE TR R : 24 /KB miRNA 72 EPE H AT 16 4 miRNA
FH AN AN, T R R R I B e (p<0.05): hsa-miR-374a-3p+ hsa-miR-143-3p.
hsa-miR-183-5p .« hsa-miR-93-5p . hsa-miR-101-3p . hsa-miR-15b-5p . hsa-miR-191-5p .
hsa-miR-21-3p « hsa-miR-219a-5p « hsa-miR-25-3p . hsa-miR-3186-3p . hsa-miR-454-3p .
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p.

3. AKRHEEAN LI HEEE hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p.
hsa-miR-219a-5p~ hsa-miR-1-3p Al hsa-miR-18a-3p IX 6 1> miRNA *[HZE/D 2 4, Frig iR
7 miRNA FbrEY), H AUC fEH#E 25 T % miRNA (41 hsa-miR-219a-5p. hsa-miR-1-3p %)
i) AUC 8.

4. fEH 16 > miRNA (hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p.
hsa-miR-101-3p « hsa-miR-15b-5p v hsa-miR-191-5p v hsa-miR-21-3p + hsa-miR-219a-5p .
hsa-miR-25-3p + hsa-miR-3186-3p .« hsa-miR-454-3p . hsa-miR-1-3p « hsa-miR-18a-3p .
hsa-miR-205-5p. hsa-miR-425-3p) A FRIK miRNA brEH) AUC=0.732 [ FoEfl b, A
KU ik, mAMEE T AUC=0.732 MIJETR miRNA br&dy, HALVER ST fr
IR PRI miRNA rEY)i% H hsa-miR-374a-3p- hsa-miR-143-3p.hsa-miR- 183-5p- hsa-miR-93-5p-
hsa-miR-101-3p « hsa-miR-15b-5p . hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p .
hsa-miR-25-3p .« hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p .
hsa-miR-205-5p- hsa-miR-425-3p iX 16 > miRNA F %D 6 4>, HUAEH 1 M miRNA
(hsa-miR-219a-5p 5% hsa-miR-1-3p), JEHAE hsa-miR-219a-5p #Z 3 FIHII/EA ; hsa-miR-1-3p
AR .

[RI, A% B 223054 hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p+
hsa-miR-1-3p A1 hsa-miR-18a-3p 1E B KIS Dt R EWALE, T AT IRIRFEA IR S
RAEHE S, S5 REHIZAR SV S 7LD 510G A2 W h A o B .

B2, ARIRME T ZRE SRR miRNA bREY, HAGMEEfRE, wirtkse, R
BUZ AR e, HAIRARIZIOANTE 8 G M H, AR U AT I miRNA RILE,
MITTIE BT ) H

i P Ui
K1 A164 (P<0.05) A ZRFENEEHEMIRNAZE R EMRIEKEAE. miRNA
HIRIEAT (B DUBZT) A& Lhlog2hr 5% 5 I I BN T2 P E AR . S A R R
W o FETRRJL R A A A E R (miRNARIEE D HHT 2RI, W TR PR, f#
F B 2 - 191 -5 B 5240
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F2 N EmMIRNAZ W bR EWH AT S A IAUCK] ;s Hdr, K2-AN164- e
miRNAZ W bR B A TE & DA FIIAUCK, E2-B 6B B miRN AL Wibr £ Y 4H A 78 & BA
HKAUCHK
13 96 % e miR N AL Wi bR 2 0 41 -6 78 SoF BRI T A8 1 2R 4 1 o

BRI

NS ARSI, AR BB R T B AR R AR UL .

ARIF, EAEREFR, BRI ORI 2 S B T AT 47 M1 Bl AR . IR
SR P TTE, QTERE AU, B AR ) T

ARifiE X

ARiE “miRNA” FER2/N RNA, BIZNRESRES RNA 451, AT — s b & f
2) 22 AEHIR, JF HAETHEY). sk —8k . C40 miRNA 78 RNA JUERFIZE A
TR EZ G R P A ThAE. X REE AT RNA #5557 mRNA 9 3-3RF0 X

(3-UTR) & RIFETEEMRIL, 2200Kk6L, F—F miRNA AT ZRER, JEE
BT 505 P miRNA BB 04 72T 0 5 BB . miRNA 3 a]F AL BRI ZH o 1 ) LA A
() () L R JAp 5% o IR MG (R 9 B R A )4 RNA, IR 24K RNA fEH— # %] RNA
11 i (045 Drosha A1 Dicer) I W T A AE 3R % F A 2 AMEE BRI v (K18 5 49 22
PR KK miRNA SUEEIA o

AR P FE AL G B ST A1 AR B s> AL Sy U RNA - B 5 &Y
AR AL A RS A AR BUE, AN S BN D RAE . AR IMER RS R
7B BRI BdR DUREUR Y. VR RS R A0 R AR B R I T 1 T 2 A
Flb, X2 B AR Mo B ik 4 7 RO BRREE o X PEI G2 SR B A T (R 7 b Lk (il se il . |
R R S48 22 e 3 G0 AR A A I B AE A O I P R A K P450 B EE
B, A B AR e ST B A . AR R A AT DU SR 5 2 R (i N i A A
YRR R S S S R 4 AR A R R R .

ARG “ZFRIB” FRI0Z T E LM 5 LS 5 IR B 5 — MRS AR L, M ifa e B i 4t
FREH A B AR 5 . AEIE BRI 22 5o IXFEI LU I & R mT AAE R 45 1, B Ay R T
FE R R AR T AT B b S RAARAE A, B AE 23 I 3202 B P 55 0 JEUAH L 38 sl 2>
RPN, AR “HIN” SRE “ A7 WEEMRT RS, A5 9@D” 5RE “F
V7R A R ] A

A “miRNAAE” WA K miRNARKZH A - miRNA R & 7] DOk A 45088 2 Jn i)
ARIEX SRR E . PRI, FrdEr] LUEd H T e 2 2 TR ENETPCR
AR Bl s o b 7 s B B P45 ) RS .

ARG “ERER” RARIET FH TR SERE )P 5 B AMOSERNAF/SRNA T 51 ) 55 5%
. e SR T4 b TEREN 5587 8 2 00 BAMAE I o VFA% B BRECAT 1Y) PR A% R
(DNABKRNA) FA8 o TREFIAC T B T T o DL 75 (AR ET R e e o i, IREFII K
JZ N20% 5001 C(BI50. 55, 60 65, 70+ 75+ 80+ 85. 90\ 95, 100, 110, 120, 130. 140,
150 160+ 170+ 180+ 190, 200. 300 400. 5001 #1FEE, Lk20ZE 1004, FLE20%E
SOMZTFFER . S TIRNAFKGIN, BREN12E30METIR . HEHH T2 Rzt E, B
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ANIRF-SouthernFNorthernE[J 7. SZHFPCRANF A7 4432 (In Situ Hybridization, ISH) PLAZfH 5%
HISEES . REFITDUR R ZRRICH . & EEMCHEE AL, PSR EmEEA
BEYM G A IR EVMCH . FriRbri il DUE rEE 6 S, Mk,
5 A AR T B 000 F o B0, AE RIAR D EHE32P sk gkl T EUR R
s B (@I, 8% A TELISA). A4, HE EfckE (digoxigenin). BRA-H R LA K Hopth ]
A B R LAAR Bl AT A I ) SR o BRICHT AT AR IO S, B3 55, 5 s ek A&
ARERE7IE R i HoA SR A R R R, B EA R T ER (PNAD. BiliZEZ (LNAD.
TEEZER (GNA) FIFRHEZER (TNA).

AR “HRAR7 AN “hRE” AEARRI A H USR], OF BARSRRE R BE e T
IR . IXFERY “ORNE” Rfedif. A E RV, B 2R MR FEA/BR
PRA . fabrr] LUREFEAR TR, AR 7 T R/AE B ETE, B0 T DU 4
M, BAHZA. AR E MR IR R S 1 IR IA K B R . FR AR T DR AR 0 R
Ay R JEBUFE B X FE R R HE— 0 ik R IOAARAIE o FEAmE w] DU ZE AN b R AR i 1R R
% BAARAIE

ARG B BRI RERER T, e T DR DA T 2, ) A AR A L o
FAER (AT LSS HASBR T SMVAE A — 92D SRR, I B - AU O Fn K 2 28
225 R AN BRI T A — Rk T SR LSRRG v 43 25 00 B o IXREI 0 2R T- 4128 n] e 25
REVEE R — DR EFER AR DA G v 5 M B T TS S 4 R L g Sy
BHRRR DT . 2R, TTLO EREMA RSk, EmE Tl ik E R T
FALRE B S  B. RMERPTR BRI 87 . BT, TR YOE, il
AL E FER) A B A BB AR BT B AT o S A s B T DAEE T P S AR B 7
B B IR E BN 5250 N R I EESRAE B . AEIXPIFHELLS , I Vi B 75 S M B A B
IR E

ARAE “FARIKT” R AERr 18 R I H) S P BORE i A AE YR DR P P . 2k 7KoP ]
DA e iod phy 25 PR 208 ) o 5 B mRIN AR B/ B Ak Ay« /] LA andn F Bk ik /K- H
FHIRIRE R ERZ B AN (AN,  AEAH A B 1) A [] — AN 445 31 AR A ot BSORH AT ot 0 AH R R (R
. AP 1 PHESRTEEYNEE (GEARBEMRNA) H—AFE & 2R
HRERE Y E, s e B R EMR € KR RN GEE. RFR%). mTEuE
T A A5 L 0 AR AR g A i AR U ST K, P a5 49 an T H R R A ) LA
WFEAL v (P, B H RS ) 50 B iR e B A R e —
FElsE Z RO R Pk A B (B, 519, REF Uik, EERSCAY A TAERM A
T A U AT B AR DR PR i . BOR N RO AN RS e B R DL K, R,
g — B 2N BRI FAE AL (Bln, B R S5, BlinE EPCR. %
A BT IEPCRO .

B IR Db A T v BAR DL R AP R

a) W5E NSEARIE R AT A 2 % #E A Hhsa-miR-143-3p. hsa-miR-183-5p.
hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p#ilhsa-miR-18a-3p(1ZZik7KF;

b) LA TAE A 5 2 4E A Hhsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p+
hsa-miR-219a-5p+ hsa-miR-1-3p#llhsa-miR-18a-3p{JFRiA/K; H o, BATIFEAH EiAmiRNA
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HAT—Fh 025K 5 S5 FEAR A M miRNA K 2 KA EL IR 5 A Ak, B iz AT
RE AT IO o

FLARSRE, Bl I s A R T — M miRN A R I KT LS AR FmiRNA R IA K F
KA B EAZART, FEATE AL A AR A TR .

TEBLEEI St 7 2, AU R BRE A T R 16 FmiRN A R IAAKCF L S H A
miRNA FJZRIEACT AR W25 AR, FEA SR AL v] B A I e

FEEAER SRt 7 2, A PR IRFE A T 6 miRNA IR IE KT L B R P miRNATK]
ALK R A B FE AR, FEASR L 7T 5 A R .

AR, ZEREAR B RN IRBAEA

F—JiH, AR PEHE L T — R I B I i microRN AR J5i. BRI, & 057 s
BN SN O e BB SRR N (RT-qPCR). B HLAAM:, 78S2imf 2t | R Ak
Wi, A AT 5144 4 Ahsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p.
hsa-miR-1-3pAThsa-miR-18a-3p# I {1 1 4 55 5| ¥ FMIPCR 5| M0 4H 4 o

A PR R miRNARIFP A1, b W B 51 0 S 2 T AME 2, X e 20
19519 7 50475 7T DA A U T A miRNARR V) o AR I AR e 25 R AR T %

AR IUEFART-gPCRIVZE, BT IRTHE AN FIG A, B Bl SR I R v A7 A
SR, i E A, SE5THET . 534N, AT EIRmiRNAKIR I 7, AR T A K R £
HIRT-qPCRYE, HARJG MW7k, #FES], RNAEVEE, AW RICFRENESA T T4
D FT IR I miRNAKR EP .

HIE AL Z0 o R BT R LR AT B T2 W e U miRN AR S 4L, AR R2%0-5Hm]
VA T2 W85 A B miRNAFR SV 2H &, FIH BIRARED, J5 e v] LUk T §E3h %5 € .

2 B30 A IS It fed O miRN ARR &b, 2 — B e I 1 i 16 miRNA
FrEY AT B2 SR TS (p<0.05): hsa-miR-374a-3p. hsa-miR-143-3p.
hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p.
hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-25-3p. hsa-miR-3186-3p. hsa-miR-454-3p.
hsa-miR-1-3p. hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p; JfH, &iF—PHitb.
%, 337 AUCHH & TR 16 P miRNAFR SR A, RIS Hfhsa-miR-143-3p.
hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p#Flhsa-miR-18a-3pZH £ 1E
KIBEE R bR Y404, hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p.
hsa-miR-1-3pMThsa-miR-18a-3pH % B 5> T4, FMZLIR S T 4if% 2 /D — P miRNAFF
G BARFIE B MR .

AR A FF BT A miRNAJF 41 1) CL 2 47 7E miRBase 24 /& 1 (http://www.mirbase.org/) »

1. 16 PmiRNAKI 51 %

miRNA ¥R Rl (5°—37)
hsa-miR-143-3p MIMAT0000435 ugagaugaagcacuguagcuc (SEQ ID No.1)
hsa-miR-183-5p MIMAT0000261 vauggcacugguagaauucacu (SEQ ID No.2)
hsa-miR-21-3p MIMAT0004494 caacaccagucgaugggcugu (SEQ ID No.3)
hsa-miR-219a-5p MIMAT0000276 ugauuguccaaacgcaauucu (SEQ ID No.4)
hsa-miR-1-3p MIMAT0000416 uggaauguaaagaaguauguau (SEQ ID No.5)
hsa-miR-18a-3p MIMAT0002891 acugeccuaagugeuccuucugg (SEQ ID No.6)
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hsa-miR-374a-3p MIMAT0004688 cunaucagauuguauuguaauu (SEQ ID No.7)
hsa-miR-93-5p MIMAT0000093 caaagugcuguucgugcagguag (SEQ ID No.8)
hsa-miR-101-3p MIMAT0000099 uacaguacugugauaacugaa (SEQ ID No.9)
hsa-miR-15b-5p MIMAT0000417 uagcagcacaucaugguuuaca (SEQ ID No.10)
hsa-miR-191-5p MIMAT0000440 caacggaaucccaaaagcageug (SEQ ID No.11)
hsa-miR-25-3p MIMATO0000081 cauugcacuugucucggucuga (SEQ ID No.12)
hsa-miR-3186-3p MIMATO0015068 ucacgcggagagauggeuuug (SEQ ID No.13)
hsa-miR-454-3p MIMATO0003885 uagugcaauauugcuuauagggu (SEQ ID No.14)
hsa-miR-205-5p MIMAT0000266 uccuucauuccaccggagucug (SEQ ID No.15)
hsa-miR-425-5p MIMAT0003393 aaugacacgaucacucccguuga (SEQ ID No.16)

AR ATE T — Pt 2 Wibr EWA S, A5 %i%hsa-miR-143-3p. hsa-miR-183-5p.
hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3pFlhsa-miR-18a-3p/) Z M ZFR /> T- mil
hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p#ll
hsa-miR-18a-3p o FATAT— A EAEAT B A BT A = AN BATAT DA BAT AT LA BT AN R
Oy TR W NS 23 0 JRVE PP 280K B o R b i ik M b R A R B AR A . R 12
ARG, FIRMZ A 5> T 4% hsa-miR-143-3p. hsa-miR-183-5p.
hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p#hsa-miR-18a-3p(i6 MZ IR /> T4 4

ASCHT AT miRNAA T i T B E e Wi . BRI, AR 9 5E T A SR SR i 77 2
I s R, Ll AR SCETIR I 77242 Wi o B AT I DO (19 32003 T DL T B ik 2 Wi
B BRI ZY (Baib 223097 7D G YT Bt R L BERIRTT 7 &, MG
57, FARUIGR, HRITIE, STk, Nk, AR PR ATE 07 AR 13 A A AT B G
TRYT IS ERE AL S DRI 2 S VIR IG T T B2 Wy S8 B Db i 523« BRIE, E— AN St o,
AT AT T A2 B W W S IO, He b R 5 10) ik 52 30 Tl G A sk
CLRITE T e VR TT o QAR SR o8 TR0 D R DL G FT DA A% 9% e s R 4797 o

AL W PSR R W T AEAFAEA SR A B A TR — e A 2R — Dk
LA PR SEATF B D0 T & S, R0k, 28Ik, ARil “RET. CEHERT. CuR 4E
82 22 4% T vz O ELASINBR B . Ak, A SCR F ROAEAT 1 F 22 4 P A R TE AR T
AR EARE, I HIFAS 5 B R I ARGE AN RE I HE I B 10 LA P IA f REAIE SR
SF RAFAT AR A 77 %8, AR RN RS RZ,  SFi sl 77 SR AE B SRR I A W (R L Y 2 T e
. BRIk, B2 TR, RE O LI B St 7y AT AL B O T A K B,
(EL AR ST A JF 10 2 v BT AR BRI 2 W B0 el 75 S AR AR 75 58 T DA R AR S50 AR 5 B R B
It HIR Ee 55 77 AR 7 RN T ANAS I I 0. T A

SCHER 1: BUERAFUISAE A T B¥ B 2 TR 16 N miRNA A&

—\ BB S Wb B A TR NI PRIBFE AR TR, SRR

BB RS Wbs S0 S T 2R, A B A R, R 2E L 29
FEREA, WTHEZA ARSI EHE A REREA, RINANESIE T FH T 0 e 3R FB5 e £ A= 42 b A
AARRACA LA o BT A A H 10 5 I e T 90 R R AR 21 SR 5 2 Bt MY I B — P

T B SR-SIN BB PCRIEAE I FE L A5 R

1% I ZymolfiL 5 i 3 cfDN A PRIE M HRAR A G ¥ A5 2 Bk AT Mg, #hdE5E s, FIFIMIRXE
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P2 J AR S AT 0 PR AT e e s, P S 5E U qPCRYT 9 HEAT it o

J A 58 5 BEAT REAQPCRY™ 1, A3 12 miRNA 558, e A1 HE0 I 4035312
PmiRNARRIREAT AL R348, AR AT TRIEE Dese (K130 P miRNAFR 64,
—B R T B B3 PR ZE R A DB ORE A 16 D miRNA ARSI, KRIEZ e R I161
miRNAFIpfE /N 10.05; R AES B Sl b B 794, Rl 774

LB miRNALHE: hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-191-5p. hsa-miR-21-3p+
hsa-miR-219a-5p. hsa-miR-25-3p. hsa-miR-454-3p. hsa-miR-18a-3p. hsa-miR-205-5p;

A miIRNAL$E: hsa-miR-374a-3p. hsa-miR-93-5p. hsa-miR-101-3p~ hsa-miR-15b-5p+
hsa-miR-3186-3p. hsa-miR-1-3p. hsa-miR-425-5p.

FERT S BAS h $2 UZ 16> miRNAZ: il Heatmap A&, WL B REAE A HE 52 1ol 2 8] 77 7E
miRNAZIA BRI R Z 25, WEIPR.

=\ WIERAFIRAE B 16 miRNA

5 11 - X5t BE BA A S FH A2 S BEIF (Leave-one-out Cross-validation) )5 VR MIX 165 R
miRNAZEDFR SN SUERAIFEA N 1T MR, 2T AEAUC=0.732, WIEI2-AFT7R.

SEHe2: GUERASIGEUE A T BB AR S W B B AL 6 M miRNAH &

TR BAII JRIBAEATIR, AL, W5 - S0 DO PCRIE AR LR K 45 SR AN St 1 1
IR AH R, BT R0 R H 16 M miRNA, 3l d HLasso. Stepwise PA K 75 287555 Hyk ik
TmiRNAZL A KA, & HE TIER6 DI mIRNAZ A, X# 2 WHGE (Leave-one-out
Cross-validation) /77458 iIFhsa-miR-143-3p hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p-
hsa-miR-1-3pAllhsa-miR-18a-3p/E N K6 JRIK VIR SV 5 o BAERASIFEA N IITFER, 6
S miRNAZL A TERAERN S s 2 W BEAUC=0.857, #12-BIT7R.

BORLUAIEE I &5 R An B3 FT7R, v LLE B o AL S e 0 28w T A2, i
BIASEAR T A S L 0 SR R R0 RS2 A3 AT TR0 732K

FF B A6 M miRNALH A M2 Wi It (i 4 &2 —.

M3 miRNAAA KR

AL, 315% A2 X AIE (Leave-one-out Cross-validation) [ /7 V461 2 48 B miRNA
AAHIAUCTHE, il 7 i A et 1.

1, HHE RIS+ miRNAFIR I AUCHH

Bt s AR S 16 miRNA  (hsa-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p.
hsa-miR-93-5p. hsa-miR-101-3p. hsa-miR-15b-5p. hsa-miR-191-5p. hsa-miR-21-3p.
hsa-miR-219a-5p. hsa-miR-25-3p. hsa-miR-3186-3p. hsa-miR-454-3p. hsa-miR-1-3p.
hsa-miR-18a-3p. hsa-miR-205-5p. hsa-miR-425-3p), {Ei%&1 1 miRNAJAEAE, HLLiZAER
EMmiRNANEEAE, Bll1-, 2-, 3-, 4—, 5-, 6-5 7-v 8- 9-v 10~y 11 12 13- 14~ 15-
816-miRNAM L 2 BHAKFHAUCH, MTAUCIHR 2R, SR I#E2.

MALE22 16N miRNA I X6 IE S50 1 25 R AT A miRNATH SR 5 1 ZA0 S -
BIAUC (R2). bl FBRATTHT 45 € BIFI8 10 M miRNART, AEME 4 2 oA Bk T+ &k I it
FERES S E . S AT EE X EmiRNARE— DI AUCHE.

15




WO 2023/105297 PCT/1B2022/020082

iw BB

ME2R LR, =B HEEZ P miRNAE SR, KEZH LA EmIRNAAAKAUCTHE /]
DL 2155 R 7K o
2. BMKImiIRNAB R % 16 P miRNAZH A (1T AUCTH

45 AUC
EHRFAEE miRNA HE
1 2 3 4 5 6 7 8 9 10

hsa-miR-15b-5p | 0.723 | 0.735 | 0.746 | 0.754 | 0.761 | 0.765 | 0.769 | 0.770 | 0.770 | 0.769
hsa-miR-183-5p | 0.713 [ 0.744 | 0.759 | 0.769 | 0.775 | 0.778 | 0.779 | 0.779 | 0.777 | 0.774

hsa-miR-25-3p | 0.681 | 0.712 | 0.731 | 0.745 | 0.755 | 0.762 | 0.766 | 0.769 | 0.770 | 0.769
hsa-miR-18a-3p | 0.680 | 0.755 | 0.786 | 0.798 | 0.802 | 0.802 | 0.799 | 0.794 | 0.788 | 0.781
hsa-miR-205-5p | 0.679 | 0.722 | 0.744 | 0.756 | 0.765 | 0.770 | 0.774 | 0.775 | 0.775 | 0.773

hsa-miR-1-3p 0.679 1 0.700 | 0.726 | 0.742 | 0.753 | 0.761 | 0.765 | 0.768 | 0.769 | 0.768

hsa-miR-21-3p | 0.676 | 0.726 | 0.747 | 0.760 | 0.769 | 0.774 | 0.778 | 0.779 | 0.778 | 0.775

hsa-miR-93-5p | 0.663 | 0.701 | 0.726 | 0.742 | 0.752 | 0.759 | 0.763 | 0.766 | 0.766 | 0.765
hsa-miR-425-5p | 0.659 | 0.702 | 0.724 | 0.741 | 0.752 | 0.760 | 0.765 | 0.768 | 0.768 | 0.767
hsa-miR-374a-3p | 0.654 [ 0.738 | 0.772 | 0.784 | 0.788 | 0.788 | 0.787 | 0.783 | 0.779 | 0.774
hsa-miR-219a-5p | 0.654 | 0.716 | 0.742 | 0.757 | 0.767 | 0.773 | 0.776 | 0.776 | 0.775 | 0.772
hsa-miR-454-3p | 0.652 | 0.697 | 0.723 | 0.739 | 0.751 | 0.758 | 0.763 | 0.766 | 0.767 | 0.766
hsa-miR-191-5p | 0.651 | 0.702 | 0.727 | 0.744 | 0.755 | 0.762 | 0.766 | 0.769 | 0.769 | 0.767
hsa-miR-101-3p | 0.649 | 0.693 | 0.723 | 0.741 | 0.753 | 0.761 | 0.766 | 0.769 | 0.770 | 0.769
hsa-miR-143-3p | 0.642 [ 0.714 | 0.746 | 0.762 | 0.772 | 0.777 | 0.780 | 0.780 | 0.779 | 0.775
hsa-miR-3186-3p | 0.638 | 0.711 | 0.739 | 0.755 | 0.765 | 0.770 | 0.774 | 0.775 | 0.774 | 0.771

-5 AUC
HERFHEER miRNA FHE
11 12 13 14 15 16

hsa-miR-15b-5p 0.766 | 0.761 | 0.754 | 0.747 | 0.740 | 0.732
hsa-miR-183-5p 0.769 | 0.763 | 0.755 | 0.747 | 0.740 | 0.732

hsa-miR-25-3p 0.766 | 0.761 | 0.755 | 0.748 | 0.741 | 0.732
hsa-miR-18a-3p 0.773 1 0.764 | 0.755 | 0.747 | 0.739 | 0.732
hsa-miR-205-5p 0.769 | 0.763 | 0.756 | 0.748 | 0.740 | 0.732

hsa-miR-1-3p 0.765 |[0.760 | 0.754 | 0.747 | 0.739 | 0.732

hsa-miR-21-3p 0.771 [ 0.765 | 0.758 | 0.750 | 0.741 | 0.732

hsa-miR-93-5p 0.762 | 0.758 | 0.752 | 0.745 | 0.739 | 0.732
hsa-miR-425-5p 0.764 | 0.759 | 0.753 | 0.746 | 0.740 | 0.732
hsa-miR-374a-3p | 0.768 | 0.761 | 0.754 | 0.746 | 0.739 | 0.732
hsa-miR-219a-5p | 0.767 | 0.761 | 0.754 | 0.747 | 0.740 | 0.732
hsa-miR-454-3p 0.763 | 0.758 | 0.752 | 0.746 | 0.739 | 0.732
hsa-miR-191-5p 0.764 | 0.759 | 0.753 | 0.746 | 0.739 | 0.732
hsa-miR-101-3p 0.766 | 0.761 | 0.754 | 0.747 | 0.740 | 0.732
hsa-miR-143-3p 0.770 [ 0.764 | 0.757 | 0.749 | 0.741 | 0.732
hsa-miR-3186-3p | 0.767 | 0.762 | 0.755 | 0.748 | 0.740 | 0.732

2. BT EREmIRNAYA S
AT HE BRI 2 BimiRNAZL A 5UH, & LA R 2T 7 miRNA =4 40
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o WAEBASII P IIAUC, ~FIBUEME,. IRtk I PR (PPV) AP B
I (NPV) 23 nZ3FT 7R o A8 1-16 N miRNARFE 11 7461 44 1] FH - Fi 00 3 280 28 3%

FNHE 2R, HPAUCH0.63850.802.
LI NBI6MNHEHA TP HIAUC, BUBME. B 5Pk BHE P00 A0 B P 700 (&

KESE SEHAUC | PHBURE | PR | PHOREEIE | PHRETRNIME
1 ANRFAE 0.668 0.591 0.768 0.491 0.854

2 ANRFAE 0.717 0.654 0.768 0.508 0.874

3 ANMREAE 0.741 0.676 0.781 0.529 0.882

4 MNRFAE 0.756 0.690 0.788 0.540 0.888

5 AMREIE 0.764 0.696 0.794 0.549 0.890

6 MFFIE 0.770 0.700 0.798 0.556 0.892

7 ANFAE 0.773 0.701 0.803 0.562 0.893

8 ANMREAE 0.774 0.697 0.810 0.571 0.893

9 MNRFAE 0.773 0.691 0.817 0.578 0.892

10 ANFAE 0.771 0.685 0.824 0.584 0.890

11 /MRFAE 0.767 0.679 0.830 0.589 0.889

12 MEFE 0.761 0.673 0.836 0.593 0.887

13 MEFAE 0.754 0.667 0.841 0.597 0.885

14 MMEHE 0.747 0.659 0.849 0.606 0.884

15 ANMRFAE 0.740 0.653 0.859 0.617 0.883

16 MRFE 0.732 0.655 0.875 0.633 0.885

3. MBEFEEARI MR B R MImIRNA, REFNFEMMmiRNA PSEHERAUC

PE7R ], 3XEEmiRNALE DI B S G IE FA S h S 2 B R A PR PR RE

miRNAHF ] —APEE A, H5HMmiRNABETH A . HH Plhsa-miR-219a-5p 4 i E miRNAF
IS TERE— BB M miRNARAN e (Fe2rh s i HAbmiRNAD 5B 838h0 7 AUC (R4).
{HA&, #mEid6 MmiRNAG, AUCHF4A/MEE TR HAhsa-miR-1-3ponil2H & ) il an 2k
SHizR. BEE A4 A FmiRNAZ R, AUCIEHIE .

Plhsa-miR-219a-5p A, Eb:#1hsa-miR-199b-5p, BLK MFI4 15 miRNAH /T & %
BM—A A A T B A B AN N A A AN
- =AN A BT TN G Shsa-miR-219a-5p a1 % A2 EmiRNA LA, A3 AUCHH,
ST AUCHH 22 5784, 4R L3k4.

4. hsa-miR-219a-5p 5 1% [ _EIRmiRNASFIELH & AR S E /i
SPIJAUC, BB RS FH I R A B P Tl (8

RHE SEHAUC | PSR | FHfaE | FOMERAE | PR SmaE
hsa-miR-219a-5p 0.654 0.552 0.716 0.390 0.829
only
+ 1 AMRHE 0.716 0.669 0.733 0.477 0.873
+ 2 MRFIE 0.742 0.673 0.777 0.520 0.881
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+ 3 MRHE 0.757 0.689 0.788 0.535 0.887
+ 4 AMRHE 0.767 0.699 0.794 0.545 0.891
+5 MRHE 0.773 0.709 0.794 0.549 0.894
+ 6 NRHE 0.776 0.711 0.797 0.554 0.896
+ 7 MRHE 0.776 0.706 0.805 0.564 0.895
+ 8 ANFFTE 0.775 0.698 0.812 0.572 0.893
+9 ANREE 0.772 0.689 0.820 0.579 0.891
+ 10 AMRFAE 0.767 0.680 0.828 0.585 0.889
+ 11 AMRFAE 0.761 0.671 0.835 0.592 0.887
+ 12 AMRFIE 0.754 0.666 0.839 0.595 0.885
+ 13 MR 0.747 0.658 0.848 0.604 0.884
+ 14 AT 0.740 0.653 0.858 0.614 0.883
+ 15 AMRFIE 0.732 0.655 0.875 0.633 0.885

Plhsa-miR-1-3p A, L H.hsa-miR-1-3p, LLA MFE 4315 miRNA 1 (R B IR PR
R I e N A 1 T S e D e R R D b
Ay U BT HAN G Shsa-miR-1-3p i e 2 28 EmiRNAYLS, K IIFIIAUCTH, ZiHr
AUCHEHMZ R4, SR IEKS,

5. hsa-miR-1-3p 5% [ _FiAmiRNASFE LA HIAH <5 5025 740

et R N N 1 R N T

FIAUC, BUBYE Rty BT (E AT B 44 P

P FHAUC | PR | CFISRRYE | CFORETRIME | FHREEmRE
hsa-miR-1-3p 0.679 0.586 0.807 0.500 0.855
only
+ 1 AMRHE 0.700 0.586 0.823 0.552 0.860
+ 2 MRHE 0.726 0.633 0.812 0.549 0.872
+3 MRFHE 0.742 0.655 0.812 0.553 0.879
+ 4 MR 0.753 0.673 0.808 0.555 0.885
+5 MRHE 0.761 0.686 0.804 0.556 0.888
+ 6 MRHE 0.765 0.691 0.806 0.560 0.890
+ 7 MEFE 0.768 0.689 0.812 0.569 0.890
+ 8 MEFIE 0.769 0.687 0.817 0.575 0.890
+9 MMRHIE 0.768 0.684 0.823 0.580 0.890
+ 10 MMRHE 0.765 0.681 0.827 0.585 0.889
+ 11 AMRFIE 0.760 0.675 0.832 0.589 0.887
+ 12 MHE 0.754 0.668 0.838 0.594 0.886
+ 13 ML 0.747 0.660 0.846 0.602 0.884
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+ 14 ML 0.739 0.653 0.859 0.617 0.883
+ 15 MR 0.732 0.655 0.875 0.633 0.885

RIS Y — A EHEN TARRAE, H T R IAIE KB miRNAE VIR SV S, Kk
g 1 A0 B e e B 2L A S B B bR S 5

i E U, AR BRI KRB miRNASR S B, FR I T N PRI A ) I AR
WHARBEAT L GiiEs HTIAR, HOEH TR AR AR, A AUCE & 2R ARIE N
miRNAZH A5 {HIF A SRS XA I miRNAZH A F] LI T AR 39 M3 B ZUREAS B AGET

EAE BTk sty R A R I — R DT 5 IR IR AR AR AR A 2 BB A
FEANER B SR BT LB AR T SR BRI B2 T I8 A H e B AR 1A B st
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SEQUENCE LISTING

<110> ik (BUHD BEVIRHEAIR AR SR EMAA IR A
<120> FEEMUEZ W] BB miRNA bRy, 12 Wiislsm) Aol &
<130> 2021.11

<160> 16

<170> PatentIn version 3.3

<210> 1

<211> 21

<212> RNA

<213> A T4 (Artificial sequence)
<400> 1

ugagaugaag cacuguagcu ¢ 21

<210> 2

<211> 22

<212> RNA

<213> A L/#% (Artificial sequence)
<400> 2

nauggcacug guagaauuca cu 22

<210> 3

<211> 21

<212> RNA

<213> ANTL74) (Artificial sequence)
<400> 3

caacaccagu cgaugggeug u 21

<210> 4

<211> 21

<212> RNA

<213> AT./#%1 (Artificial sequence)
<400> 4

ugauugucca aacgcaauuc u 21

<210> 5
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<211> 22

<212> RNA

<213> AN T./%41 (Artificial sequence)
<400> 5

uggaauguaa agaaguaugu au 22

<210> 6

<211> 23

<212> RNA

<213> A L#%] (Artificial sequence)
<400> 6

acugcccuaa gugcuccuuc ugg 23

<210>7

<211> 22

<212> RNA

<213> A T4 (Artificial sequence)
<400> 7

cuuaucagau uguauuguaa uu 22

<210> 8

<211> 23

<212> RNA

<213> AN LJ74| (Artificial sequence)
<400> 8

caaagugcug uucgugcagg uag 23
<210>9

<211> 21

<212> RNA

<213> A L4 (Artificial sequence)
<400> 9

nacaguacug ugauaacuga a 21

<210> 10

<211> 22
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<212> RNA

<213> A T4 (Artificial sequence)
<400> 10

uagcagcaca ucaugguuua ca 22

<210> 11

<211> 23

<212> RNA

<213> AT 74| (Artificial sequence)
<400> 11

caacggaauc ccaaaagcag cug 23

<210> 12

<211> 22

<212> RNA

<213> ATLJF#41 (Artificial sequence)
<400> 12

cauugcacuu gucucggucu ga 22

<210> 13

<211> 20

<212> RNA

<213> A L% (Artificial sequence)
<400> 13

ucacgcggag agauggcuuu 20

<210> 14

<211>23

<212> RNA

<213> A L#%] (Artificial sequence)
<400> 14

uagugcaaua uugcuuauag ggu 23

<210> 15

<211> 22

<212> RNA
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<213> AT.F41 (Artificial sequence)
<400> 15

uccuucauuc caccggaguc ug 22

<210> 16

<211> 23

<212> RNA

<213> AT#4 (Artificial sequence)
<400> 16

aaugacacga ucacucccgu uga 23
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L — P HOE 2 KV miRNA 354, HAFHEET, @WHWT 16 4 miRNA H#)—
Ak Z ™ : has-miR-374a-3p+ hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p- hsa-miR-101-3p.

hsa-miR-15b-5p - hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p.
2. MRAEACRIZER 1 ik OB HEAE 12 W PR miRNA ARy, HAREZET, Fiid miRNA
bR SN T 5 S A
M has-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p  hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p « hsa-miR-1-3p . hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 f* miRNA HEEE K5, HARTH 15 DM ERESE IS EZ A,
B M has-miR-374a-3p- hsa-miR-143-3p+ hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p-
hsa-miR-15b-5p . hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA FERZEH )5, HMARTH 14 M ERIEFE - ABE A
B M has-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p \ hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p 1% 16 I miRNA HEEEH =5, BFARTH B3 M EEEFE I EEA
o M has-miR-374a-3p- hsa-miR-143-3p. hsa-miR-183-5p- hsa-miR-93-5p. hsa-miR-101-3p-
hsa-miR-15b-5p . hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA FALE LI fE, HARTH 12 D EREFE - PEE A
B¢ M has-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p « hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 i miRNA f{EEE TG, BARTH 1 M EEEFE-INEREA;
B M has-miR-374a-3p- hsa-miR-143-3p. hsa-miR-183-5p- hsa-miR-93-5p. hsa-miR-101-3p-
hsa-miR-15b-5p « hsa-miR-191-5p « hsa-miR-21-3p + hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 4> miRNA FALE L HNE, AR TH 10 M EEIEFE I E A
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B M has-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.

hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p « hsa-miR-219a-5p \ hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p - hsa-miR-205-5p .
hsa-miR-425-3p iX 16 > miRNA FEE KL, HARTH O M EREFE I EEZ

B M has-miR-374a-3p- hsa-miR-143-3p. hsa-miR-183-5p- hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p  hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p . hsa-miR-454-3p . hsa-miR-1-3p . hsa-miR-18a-3p . hsa-miR-205-5p .
hsa-miR-425-3p iX 16 I miRNA HEREH/\ G, HARTH 8 M ERIEHF—IDMEEA

B M has-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p .« hsa-miR-21-3p « hsa-miR-219a-5p \ hsa-miR-25-3p .
hsa-miR-3186-3p + hsa-miR-454-3p « hsa-miR-1-3p . hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 I miRNA FEREH LG, BARTH 7 MR ERERE—IBEZ .

3. RRAEAUCMIZR 1 Pk i ks S A PRI miRNA bRy, HAHEAET, Prid miRNA
bR SN 77 AR M4

M has-miR-374a-3p. hsa-miR-143-3p. hsa-miR-183-5p. hsa-miR-93-5p. hsa-miR-101-3p.
hsa-miR-15b-5p + hsa-miR-191-5p . hsa-miR-21-3p . hsa-miR-219a-5p . hsa-miR-25-3p .
hsa-miR-3186-3p - hsa-miR-454-3p . hsa-miR-1-3p \ hsa-miR-18a-3p « hsa-miR-205-5p .
hsa-miR-425-3p iX 16 I miRNA PR E R+ fE, HARTH 6 M ERIEFE - IMEEZA.

4. WRIGBUFIZER 3 Pk (5 IDEAz 12 W1 PR miRNA AR 84), HAFEE T, Bk miRNA
EWEBWT 6  mRNA FE— £ 1 : hsa-miR-143-3p. hsa-miR-183-5p .
hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p. hsa-miR-18a-3p.

5. MREAANZR 1~4 AL —TUHTIAR KIS I ST AR miRNA AR, HAFAEAE T
BTk miRNA k& 208 5w, Hz — ) miRNA 244752 hsa-miR-219a-5p.

6. MRIGBCHER 1~4 hE— TR I DEIE S W T IR miRNA brE4, HARAEAE T,
Fiik miRNA fr&E %20 R 5 AR, HZz —f miRNA 24404 hsa-miR-1-3p.

7. WRIEBOFIESR 1 Brik 915 e 2 W 1R miRNA dr 84, HRHEAE T, Brid miRNA
FREYIH hsa-miR-143-3p+ hsa-miR-183-5p. hsa-miR-21-3p. hsa-miR-219a-5p. hsa-miR-1-3p-
hsa-miR-18a-3p 4.

8. — M SWralsn, HASRAEE T, SRR A UM ZR 1~7 o T IR 9 IR
B miRNA Fr 5] .

o. —MEE BB IS AT B G, AR IEAE T, AR DIBIRIESR 1~7 dE— TPk SR T
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miRNA AR EMEAFRAES, DL IACRIZR 1~7 hE— TR R R miRNA RS20
R251 6

10, —FpBUCRIEEKR 1~7 AR —TUATR I JR R miRNA FREWIRA, HAHEAT, AT
il 2 LS WAL/ B R M 7= s DRI R,  EFRTN —Rh B LRI ThEE

1) %52 B 45 5 I D

2) B IS Wi R B e

3) LWiE S E R E.

11, —FRAIBCRIER 1~7 PE— TR R R miRNA SREVR B IS RYEUE &
WS RE T, HREE T, T A 5R:

AR, KIS RIF I PR b miRNA HI477E

AR 2, ESREFE S miRNA FREYHEIE D 1A miRNA FJRIEK

AR 3, AT RTINS miRNA RS ACT I8, Sk FIHI2 W R/ S Kk W
2 E RS U R T RETE.
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