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II. FBROME (RIEHERE)

(Fn30)

PRI THRAROENEE CH S, EMIZAM Ky 7222 L T AICH b 5T, UIBRAREZ e
MROMDZENRHY | REIRERESCHERET D20 RE ERICADIT D2 LN TH D, 2D,
R O IX. B RTERZA & 5 i 2 EE N ALTR M S TPMN) B4 4 Aifa) & (S22 LTk,
IPMN #BE Tk, PRI %/ L mBETH Y | PR R RGNS L) 0.004% &KW A R
Y I ZBEEMRIITLHED b, BAMDROE TENLTND Z ENbh o7z, 723, IPMN B
. RIRHSERZHSERE 721 T 2014 £ 5 A5 2016 45 9 A £ T2 400 4 ML BB SRS i, LT
Fi 72 8Tl 72 "(UMIN No. 17958),

ET. TOWETHEE SIT. FemhE ., IPMN B @EE2n2noiE 90041 kv
DA E A EE L LT 57 v Y — L4 2 E4E L total RNA A+ L7211
miRNA ~ 1 7 17 L A (Ver 21.0)(Agilent) & K fit{% > — 27 = > % —(NGS)Miseq(lllumina) & ¥
miRNA BHENT 21T 72, TORER, ~4 7 a7 LA fENT T 11 FEO miRNA (miR-3960, miR-
4281, miR-4459, miR-4516, miR-451a, miR-6089, miR-6090, miR-6125, miR-6800, miR-7107,
miR-7975) DF B CIENRR B (B +TPMN) & FERENRR B D 435175 91.6% DIEMENETTT 5 FHAH
iz, F£72 NGS Tld~A 7 a7 LA OGO E B 57 19 D miRNA(et-7a, let-7f, let-7i,
miR-10a, miR-10b, miR-122, miR-142, miR-146a, miR-151a, miR-16, miR-181a, miR-191, miR-
22, miR-25, miR-26a, miR-30d, miR-423, miR-451a, miR-92a) D3 HIFH T 95.8% D IEHeME: T Efi
B (R +IPMN) & JENENETR BB D43y Bl 23 /T RE T & - 7= (Hagihara et al. ASCO 2016), % 7-. NGS f#
BHZ &> TH LB 168 FED miRNA Al > Tl ziRkAal=t 2 A, 205 H 10 flix, =D
B « N Z— B & IPMN O RINCH B & & 2 HaVRsFEE L7 (FrfE 2016-42008).

FHEA T = ALD—>L LT, DNA A F/URIZ L 0 FEIHREE 7O RNA FBEIRY A Lo v
ENDZENFETHND, HiEE O IIERE T 27 [, O A F AL %% L L 7= (Hagihara et al.
2004), [AHEIZ., miRNA ¥EH O —#B(et-7a, MiR-16 72 )X, DNA A F /LI X vl ST
TR E Tz, IPMN B ICRBWT, BB AROIZEE &£ 5 TRVWEE O miRNA FEHL/N
H—1 & DNA A FIANRE = Z T 5 2 & C RIS D00 D A =X LBFEHIIL>DH
Do

(3E30)
Pancreatic cancer (PC) is one of the most deadly cancers. Existing tumor markers, such as
carbohydrate antigen 19-9 and carcinoembryonic antigen, have relatively poor diagnostic
sensitivity and specificity. Intraductal papillary mucinous neoplasm (IPMN) is related to
pancreatic carcinogenesis and is treated as a precursor of PC. We analyzed the miRNA expression
profiles of exosome-rich fractionated blood of IPMN, PC and control patients to identify
biomarkers that would facilitate early diagnosis of PC. RNA from the exosome-rich fraction was
extracted from PCs, IPMNs and control patients. Extracted RNA was subjected to miRNA

profiling using an Agilent miRNA microarray and Illumina next-generation sequencer (NGS).
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IPMN and PC patients were discriminated from controls with 91.6% and 95.8% accuracy,
respectively, using the expression profiles of 11 and 19 miRNAs determined by microarray and
NGS analyses, respectively. Using NGS, 168 novel miRNA candidates were identified. Six
candidate miRNAs were detected in patients with PC but not in those with IPMN or controls.
One candidate miRNA was detected among all patients with PC but not those with IPMN. The
results of our analysis of miRNAs associated with pancreatic disease were highly reproducible.
We could identify pancreatic disease with a high probability using the expression profiles of
existing miRNAs and novel candidate miRNAs. Therefore, miRNA expression profiles show
promise for the early diagnosis of PC at the precancerous stage. More than 400 IPMN patients
are already registered from May, 2014 to September, 2016 at Osaka City University Hospital. So
it's never a rare disease (UMIN No. 000017958).

Epigenetic alterations are known to be involved in pancreatic cancers by methylation of promoter
CpG islands. We reported 27 CpG islands aberrantly methylated and 13 genes silenced in human
pancreatic cancers (Hagihara et al. 2004). Equally, part of the miRNA expressions is suggested
to be controlled by DNA methylations. The mechanism investigation will compare the miRNA
expression patterns and the DNA methylation patterns in PC patients, IPMN patients and

controls.
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