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germline mutations in the DICERL gene cause a variety of malignant and benign tumours. However, the

DICER1 syndrome is a familial cancer susceptibility syndrome in which

mechanism of tumourigenesis caused by hot spot mutations in the DICER1 gene remains unclear.

Therefore, in this study, we attempted to generate genetically engineered mice that reproduce the
genotype of DICERL syndrome patients in a liver-specific manner. As a result, the model mice

developed bile duct hyperplasia with fibrosis similar to congenital liver fibrosis, cystic liver
tumours similar to Caroli syndrome, intrahepatic cholangiocarcinoma and hepatocellular carcinoma.
This mouse model provides a useful tool for elucidating the potential mechanisms of tumourigenesis
induced by DICER1 mutants.
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2017 66,734), VL EO#E I, BRI AIBERIZ BV T RNAL B O RE 1N H 5 —EDOEIE
TIHEETDHZ EHEWT 5D, —J7. HEEHRAE L DICERI ZROEMEA % 2 %5 L RNaselllb R A
AV DRKIZHE D miRNA-5p O & BRI O miRNA-Sp OZEPIEEIEA D Driver & 72> T
WD ZEBHEESND, DG A=A EFEMN AKEREOfEIIL, non-coding RNA & miRNA
DEBRERNAZES, RANOEBEREDA NN =X LEZYVH b D EEZD,

2. WO BER

DICERI JEEREDRIEIZIL, —2DT LD D5, FERIIZ—DDT LV OEHERE L (Loss of
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TR CTHAENHEERIND, LIERoT, 2TORXA D= AL EMHT A2EHIL. 2N FETIZRWNE
WAAT=ZALEW BN D2 & ERIRIC, TERIED R b7/ NEEE O SO 751, R
T A NR—=FDRIECEN DA ML AEER S D,

3. WFZED 5k

(1) AFlEsr 529 DICERI SEREE 7 /L~ &7 A DHISL

DICERI JEfE#EBE OB R ZRME L Te~ 7 A2 Ef4 572912, £7 DICERIGI809R %
FARH~ 7 A% {ERL L7=, DICERIGI809R & %i(X, RNaselllb KA A > (=7 V2 25) OI Ak
VAL THY | Pleuropulmonary blastoma (PPB), ZEIVEEE, SENaMATIEE 72 £ 0 DICERI JiE
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Table 1. Summary of the incidence (%) of HCC, ICC, cyst, and bile duct hyperplasia

in 3-month-old DICER1 syndrome model mice.

HCC Icc Cyst Bile duct
hyperplasia
WT (n=16) 0 0 0 0
Dicer1°K0 (n=19) 0 0 37 5
DICER1Mt (n=g) 25 0 100 100
DICER1Mut 27 45 100 100

Trp53KC  (n=11)
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