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Genomewide methylation analysis of juvenile myelomonocytic leukemia.
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WFIERC R OB EE (Fn30) « A AEPEE fE R B % (Juvenile myelomonocytic leukemia;
JMML) ([ ZFEN72/NAFsFAEOAMBE ThH D, ATFMET VAL DT ) AU A N7 1
B H A FACBRITIZ B E e T AR AR TR DN TS By — 27 2 ATEIT & D8
V75— a s EfTol, EEMRE L LT, CDKN2A, H19, CALCA, IGF2, BMP4 O%%
BIGTF 77— Z BB B A FACTUED MR ST ARFZEIC & 2 HAAN JMML
KRTOREFITIE, Bl FATF L E RAEFREOFERMERBITRO bR oT,
MR R OBEE (3230) : We analyzed JMML patients’ genomic DNA with the methylation
array for whole genome methylation analysis, and validated by pyrosequencing
technique. As a result, promoters of CDKMZ2A, H19, CALCA, IGF2, and BMP4 are
significantly highly methylated in JMML patients compared to normal control, but
methylation status of those genes are not associated with clinical outcome.
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1. WIFERRMASL IO &

FAEMEE B HER M A M m (Juvenile
myelomonocytic leukemia; JMML) (X FE1
Ze/NRREA O ILIE T D03, ALFIIED I
TIHIRENED T, il xtg L L CRfESE
MmEMRBEREIC X D2IRE TN TS
DO, TpRRMIAELFRIT 40-50% L RRTH
B —JH . —ERERII IR CR MM AR
BohTnaZengiEasnTsy

(Matsuda K et al. Blood 2009), #t7z Y =
7 FEICEES IRFEBRNE RS S Tn
%, JMML OJFKE#Efs T & LT PTPN11,

NRAS.KRAS.NF1 OZEB™ M5 TEY .

LR 5 PTPN11 48 2 JMML 23Mth o> JMML
JEFI LI L THEICTER AR TH D Z
L 2#WE L7 (Yoshida N et al. Pediatric
Res 2009), LU, [FIfHE i #H0 L R4 23
RE 7B A T 5720120, RKEE IS



FEDOH T, 5 Tidleu,

WAMDS ZBWTL, BirformE—
HREIRD A TF AR AR OEND Z EBRMLN
TEY ., WA F IS HDAC HEHZ &
DBIEFOTEY =T 4 v 7 BEITHT
% AN DOERIR N R R STV D (Stone
RM. Blood 2009), —J JMML 28\ TlE
pl5 Bl 7 10— X fEE D A F AL /NR
MDS &t H#g L ThRrnZ s s i
(Hasegawa D, et al. Br J Haematology
2005) . JMML OJFREIZEIE T A FALIZH
FVEELTWARVDOTIERNNEEZEZLD
Tz, Lol FAYD7A—71TLkY
i A FALER DR LTz JMML JEF 23 s
&h 7z (Furlan et al. Blood 2009) Z & 75,
A MDS & [FlERIZ B s T A F Ak JMML
WCBWTHEERFERZRIZL TSI L
DI,

2. WO HB

ARFFED B H#E . JMML % %4212 A F AL,
TLABIORM ey —T 2 AEITLD
F)ENTA R =2 T 4 v 7GR
Mr&17V JMML OJFREAFRIZB I 5 Bs T
AF AL G ORI L OHH Y X7 4
HMORBEZEFRTZLIich b,

3. WHED L
AFNALT LA (Infinium Human
Methylation 27 BeadChip (A /LI F#)).
A BT —7 T AETHRE SN BE T
IZDWT, 7' E—HEED A F/ALDRER
2179, BInT A F L E ML OERE T4
& OB Z HEEH FRITRGETT 2,

4. WFEARR

IML22 Bl i B W T AF LT L A
(Infinium Human Methylation 27 BeadChip
(A V2 F4E)) OfFMT 21TV, 14,000 BAG
D 27,578 @ CpG YA kD A F Ak Z G
L7~ ZOBHTT, WML IZBWTEE A F L
fEMEECTWD EEZ LN 10 BT
(CDKN2A, H19, CALCA, IGF2. BMP4. CDKN2B.
RASSF1, RARB, MLHI, MGMT) IZ->\ T, JMML49
JEB (X 1) OMEE AT ny—r
2B BN T =g U ETo1= (X 2),

Patients Characteristics

Variables N=a2 Variable: N-4g
Age at ciagnosis (m.o.) Cytegenetics
median 32 Normal Karyatype 35
range  1-75 Monosomy 7 8
Gender Trisomy & 1
Mala 32 Othars ]
Female 16 Unkrown 2
Unknown 1 Genetic mutation
Hb at diagnosis (g/dL) PTPN1L 26
median 2.6 HRAS 2
range 4.9-11.0 KRAS 1
WBC atdiagnosis (x10%/L) CBL s
median 28 HSCT
range 10.9-116.2 Yes 32
Monocyte et dingnesis (x10%/L) No 13
median 4.5 Unkrown 4
range clinical Outcome
Platelet at diagnosis (x10%/) Alive 24
median a9 Dead 2
range  1.2-320 Unknown 2
NF1clinical diagnosis Observation Period (m.o.]
Yes 2 median 14

No 47 range 1-216

Pyrogram of CpG in CDKN2A

H1 : GGGTGGGGYGGATYGYGTGYGTTYGGYGGTTGYGGA
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K 4. BETF A F MG X B EMTRARNT

D 5 ODEMLEAFDAFIARIREE L AT
B EEDTEEE R & OREIC OV THEEE
RN B AT o 7o, WESN D DA

(01k-Batz C, et al. Blood 2011) &ixZ
LR WTNOBGFEICBWT LG T
AF AL E IR T#% & OFZE R ARBILEED
bivienote (X4), £, Fin - HTE
B EREOHEKEREOMBELGEO LN
2o T,

FRIZ RAS B T AREZHT 5 ML FEH] D
RN S R e K e I R -
TENRE LIV TWDIERI D RS STV D03,
o> JML & FHRRIZIEF IS S &V RAS
EEIER L FET D, S BIOMRGTTIEL, RAS
BAGTERGIOEFIVELNEENTE
5. TN TE CWind, 5%
RAS 28 5 JWL DAEF] %2 £FE S &, [FHEZ T
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