* 246 -

Acta Universitatis Medicinalis Anhui

2018 Feb;

53(2)

12018 -2 -11 11:56

12

( AML) B 74 AML

54
74 AML
TET2 11 TET2
9 (81.82%) 63 TET2
4 (6.35%) ;
TET2 AML
DA
TET2;
R 557 +1
A 1000 — 1492( 2018) 02 — 0246 - 05

doi: 10. 19405 /j. enki. issn1000 - 1492.2018.02.016

( acute myeloid leukemia

AML)
: DNA
2-3
TET2
2017 -10 -20
( :81200371) ;
( :20123420120011) ;
( 1 1208085QH154 1708085MH224) ;
(
exyqZD2017029)
! 230022
? 243000
E-mail: gejian77@ medmail. com. cn;
E-mail: xrx2041

@ 163. com

TET2

1 1

Viguié et al * 4
BAC
0. 5Mb

TET2

54

1.1

40 34
. 2008
(MO) 1
(M2) 41
11
(M6)3 .

4 ~8 ml,
1.2
coll

RPMI 1640
2 Hank’ s
20%
1.3

DNA

40 °C
80 min) .

PCR o

PCR

AML

WHO
AML

“http: //kns. enki. net/kems/detail /34. 1065. R. 20180210. 0835. 026. html

4q24
4q24
o Delhommeau et al °
4q24
JAK2V617F

AML o

AML

2016 1
AML 74
16 ~83 46

Fi-

o 15 ml

RPMI 1640

RPMI 1640 0

NanoDrop o DNA

95 C 1 min
40 C(

AMPure XP

54



Acta Universitatis Medicinalis Anhui

2018 Feb;53(2)

* 247 -

1o 50 pl
1.4 5x10° ~5x10%. JANUS@ automated work—
1 x10° ~1 x10° /1ml station ( Perkin Elmer Inc )
Corning 384 2 0.1 ul 37 €C.5% CO,
1
( ( )
ABLI 4-6 FLT3 14 +15 +20 NRAS 2+3
ASXL1 12 GATALl 2 PDGFRA 12 14 18
ATRX 8 -10 and 17 -31 GATA2 2-6 PHF6 full
BCOR full GNAS 8+9 PTEN 5+7
BCORL1 full HRAS 2+3 PTPN11 3+13
BRAF 15 IDH1 4 RAD21 full
CALR 9 IDH2 4 RUNX1 full
CBL 8+9 IKZF1 full SETBP1 4( partial)
CBLB 9 10 JAK2 12 +14 SF3B1 13 -16
CBLC 9 10 JAK3 13 SMCI1A 2 11 16 +17
CDKN2A full KDM6A full SMC3 10 13 19 23 25 +28
CEBPA full KIT 2 8-11 13 +17 SRSF2 1
CSF3R 14 -17 KRAS 2+3 STAG2 full
CUX1 full MLL 5-8 TET2 3-11
DNMT3A full MPL 10 TP53 2-11
ETV6/TEL full MYD88 3-5 U2AF1 2+6
EZH2 full NOTCH1 26 -28 +34 WT1 7+9
FBXW7 9+10+11 NPM1 12 ZRSR2 full
2 (81 )
Vincristine Mitoxantrone Clofarabine
Vinblastine Pirarubicin Ponatinib
Etoposide Imatinib Mycophenolate mofetil
Teniposide Nilotinib PCI32765
Irinotecan Dasatinib BIBW2992
Gemcitabine Bortezomib HY-X-0009
Methotrexate Decitabine HY-6462
Cytarabine Thalidomide Dinaciclib
5+u 5- Lenalidomide Palbociclib
Cyclophosphamide Dexamethasone BTK-M-001
Ifosfamide Prednisone BTK-M-035
Midostaurin Methylprednisolone LXX5422
Busulfan Hydrocortisone LXX5213
Melphalan Cinobufagin LXX5465
Chlorambucil Disulfiram LXX5487
Cisplatin Mycophenolicacid WQ-C74
Carboplatin Tepotecan wQ-C410
Bleomycin Homoharringtonine BMX-053
Lomustine Hydroxycamptothecin VPS34-015
Carmustine Celastrol VPS34-046
Dacarbazine Triciribine A674563
Hydroxyurea Retinoic acids BHLZ059a
Doxorubicin Bexarotene BHLAV-29
Epirubicin Ouabain BHLAV-30
Daunorubicin ZincPyrithione LXX5411
Cladribine Vinflunine Abl-LXS-016
Trametinib Adefovir Dipivoxil PDGFR-002
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3 16 AML-M2 46 XX( 10) TET2
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5 67 AML-M5 TET2
6 51 AML-M2 46 XY(10) TET2
7 53 AML-M2 46 XY(1) TET2
8 25 AML-M2 46 XY(10) TET2
9 41 AML-M2 46 XY(3) TET2
10 37 AML-M2 46 XY(10) TET2
11 25 AML-M4 46 XY(10) TET2
4 11 TET2
TET2 (1.1 pm)
1 DA 76% ASXLI
2 DA 8% -
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Resistance to daunorubicin in acute myeloid leukemia

is associated with mutations in the TET2 gene
Yang Liu' > Ge Jian' Xia Ruixiang'
( 'Dept of Hematology The First Affiliated Hospital of Anhui Medical University Hefei 230022;
*Dept of Hematology The People’ s Hospital of Ma’ anshan Ma’ anshan 243000)

Abstract Objective To investigate the effect of leukemia—related genes on drug resistance in patients with acute
myeloid leukemia ( AML) . Methods 74 patients with newly diagnosed AML were selected and 54 leukemia-asso—
ciated genes of all patients were sequenced by second—-generation gene sequencing. The gene with the highest muta—
tion rate was further analyzed in association with resistance to several common chemotherapy medicines in in vitro
drug sensitivity assays. In addition in vitro drug resistance data were compared with the clinical data of patients.

Results The TET2 gene was the most frequent mutation among 74 patients with newly diagnosed AML with 11
positive patients. Among these 11 TET2 positive patients 9 (81.82% ) were resistant to daunorubicin while only
4 (6.35%) out of 63 TET2 negative patients were resistant to daunorubicin. Besides there was no significant
difference between in witro resistance rate to daunorubicin and the clinical data of patients. Conclusion TET2
gene mutation is associated with resistance to daunorubicin in AML patients which may become an important indi—
cator of the therapeutic efficacy of DA regimen.
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