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PIX
hEJLESMHEMARMER MFEEAR
6q16.3~21 [Xi5iix 17t B B8 #I] i) 2 & BY
EALS5EE"

B A0 ERmZOC A R BRLY KSAED FERD
#ORY TRO&Y ®BE4aY o200 ¥ B XAH5L0

OH R R BE ) LR, KD 4100085 28 ITva K22 2B av k22, Kb 410081)

FEE O T vobE )L Sk LA B R (ALL) i IR s R, 2 S A A T 6q16.3~21 I 11 AN 2R A
brid, 139 Bl [E L3 ALL bRAHET 2% & PR G (LOH) 20HT. 23T o 32% 00 A 4748 48— /M7 5511 LOH,  H. i 4
RIXAL T D6S1709~D6S301 2 8], K/NKy 2cM. #5472 155 LOH 5 (T4 EL . A ECT B HEAHIC (P<0.05) , LR
PRSI TS0 BRI Gl 25 4y UG W35 A OC (P> 0.05). HE—20 A1 Sl R DX Sl py R P e (A3 e e SR« 7R SR
% RT-PCR A %8¢ 5 JLHE ALL AHDGIIE IR I 3L K 2 I cDNA Bt £ D6S1709~D6S301 - ] i i 1| — AN 41
JL#E ALL 41 g h K% A ) EST (GenBank %35 : AA403058), 51 AM& M AAZ A ELEE, 7 15 1 ALL 504 10
BIFIE N (P<0.05). RAIBFALZERRIE DTSR, AT 6q16.3~21 XA AMDI LK. PPIL6 HEK A1 WASF1 JE A 4
IR AR 2R () R IA R B T IE R AL (P < 0.05). FIRGE A HE— DA 6q16.3~21 XSk ow B IR L R4 (it T2k &,

KA JLESERC AT AN, 6q16.3~21, JMUREANHIEER, ZearEshk, RILFIIRS: (BST), Hr Rl

FERSES R7255

L 2 ) LB A DR WS SR B —. SCRRIE LS ALL £74E R A28 & Phsk

PRI, e 3R P R 40 B M 1 I 5 (acute
lymphoblastic leukemia, ALL) fizAh 2 WL, v )L [
Mg 70% FeAq. [FVE 2 SLAb IR —HE,  ALL HIA0
W AZERZHBAERIMEIR, W& 2wk
AL, iRg il e DA R 2503, G BE D RAS. MYC
HOX11. TALIL, [ 5 5 p53 A1 GRIK2 4%,
FI R IR BRI 23 5 LRI AN 4

WAk, JLEE ALL Jib e 00 o 56 ] oy g 2k 2k
7 52 B 2R Sk SGEN, i 8 JLEE ALL 5 WL X
R BT A IR B R, R EAL 0, IR
SR e oA JLEE A LRI T 2 B R
A4 2 — . R B2 AR D A7 A8 (microsatellite
marker) BF AT il I8 40 M 5% 10 44 % 5 PR B 2K (loss of
heterozygosity, LOH)Z:#r, &k H i Il i g
U0 e R 2375 AR A B, B R I ) e 0 o e R] 1

KAL R 6qs Tps 9p. 11qs 12p. 17q %%, Hipij
Ak 6q AMNE LI P IXKIRe-o, i — 0 44
/N )LEE AL LOH R ey Aot 2 DX 3oty - e [ 1 53
0 328 e R 1 ) DALEL A AR B S

ARWFFTEE A T 69q16.3~21 LI 11 N2
PERE DR bR, X 139 #ilrp [ JL# ALL b5 A AT
LOH 4347, CABIAf LOH &A= (1) iy Mt 2K [X 4. 1F
AR R XN, R B e A i i v TS
WG BEROR K RT-PCR 264K, k. %es5
JUEE ALL AH G 1 i 328 b 67 40 11 ik D) J& e cDNA
H B

*E 5K [ ARBFA G )0 H (30571982, 30270722).
o JH IR
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1 ®MFRAZE

1.1 BRAFZERBENMZAERND S

KBEl 18 KA BE ) LEAE ALL B35 139 4
(BIMRIEIRRDL . SME MR . BN A2
a5 27 0y W R B B R SR 25 B R b, S| FAB 12
WibrdEmfii2), 1EH R LT 30 6. AR &0 A=
JEIU), b AR R A R R HE BN LML S ml,
2P, K] Ficoll %5 BEAR B 250010 3 55 P AN %
1 M, B 7RG A N GE SRk B 41 B B (i
NG AT, HUH 2 U fE ek oh JE i 5 46 R 2
K TS, R I RESS & 0T 40 2 W
b B0 2 000 r/min 20 min. B0 E NN =2,
FEEFENMY, FEEE Rk,
=R N 11 7 O SO o =8 1 A TET o S Rl DR
) PSR NS REPRE 95y S8 (P Reay 1 i DR N
FER I B R AR A . T B G B = 52,

WCERAMZ AN, BN IR .
1.2 LOH 4#3#f

FHZR W - G 4 2 S PR AN A 4 i 35 DT 4
DNA, 1.0% 55 JIE 4 1k L vk A ). DNA.L 58404y
%%EVWM% A260 /Azso LK{E Jﬁﬂl’fﬁ? 6q16.3~21
1 A Z AR AR S BT 3 T PCR 4
BERL 51 H BT AEYEARARA RS
), ARIGAHEY G AT 12% 3K T4 M T g g Jse
LK DA SR e o P43 1) 4 SRR 8 ) o A EREAT 43
Mre a EARFIWIFEAZT A4 E B A £ (informative
cases): fi ENMARAY B =4 Ik B
LI ScAT s b, RIWTREASR A5 K E LOHY: 5 1%
SRR, 45— N TR AN A R A5 R IR 4% 3
R BEAR N % B> 50% Ll ok LOH; ¢, WA
AIE el LR AT E PE (microsatellite instability,
MI): 47 e 4 1R 4% 7 L5 1 0 40 B A BL H A5 7
S DR 4% TR 22 R R/ e AR 250 4 ML

Table 1 Sequence and size of microsatellite loci

Locus Chromosome arm Sequence Tm/C Size/bp

D6S449 6q16.3~6q21 TCAAAAAGGTTAAGTAACAGG 54 193~199
TCAATACAGTATGACAAACAATG

D6S1709 6q16.3~6q21 GCGACAGAATGCCATAGAAATTAC 54 134~160
ACTTGAAAAATTATTAGCCAATGC

D6S283 6q16.3~6q21 GGTTTTACAAAATCCTGTCCTGCTT 55 219
CTATAGTGCTGATTTCTCTCTCTC

D6S434 6q16.3~6q21 CAGGTAGTCCCCCAAAATCA 55 193~234
AGCTCAGGGCTTATGCCAGT

D6S301 6q16.3~6q21 CAGCCTCCACAATCATATGT 56 242
AATGTGCATACGCAAAAGTC

D6S447 6q16.3~6q21 GCTGAAATCATGCCACTGT 54 195~212
AGAAGGGTTCTGTGCAAGC

RH35726 6q16.3~6q21 CCGTGAAAAGACATGAAGGG 54 177~178
AGTTTTGCCTTTCCCAGAAT

D6S268 6q21~6q22 CTAGGTGGCAGAGCAACATA 54 86~100
AAAAGGAGGTCATTTTAATCG

D6S246 6q21~6q22 GTCGCTTGAGTCTGGGAGGTCAAT 56 220
GGGTTTGAAAGAAGACTGCAGCCT

D6S1594 6q21~6q22 ATTGCTAACAGCCTGAGAC 54.5 116~140
AGCTTAAAGTGTAGGACGG

D6S302 6q21~6q22 TTCACAATGACAAGTCGAGG 55 185~207

TTCTTTAGGATAAGCCAATACACG
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1.3 £MEEFESH

1 JE UCSC (University of California, Santa
Cruz) % A 21 3] %5 2% (http://genome.ucsc.edu/) ¥ #]
UCSC $4i 2 (April, 2003) JLEE ALL Ak 2k X
S PN 1 5 DR R . R A R B 10 BT A R IE T A bR A
(expressed sequence tags, EST)7E http://www.ncbi.
nlm.nih.gov/BLAST/ F#EAT[RIYEYELLES . 04, 4l
B A2 O v B JE N () EST. 4R J K %80 4% 1) EST
http://www.ncbi.nlm.nih.gov/BLAST/ F #4T EST 2
TSI/ R = SN % TN ] 7,/ Rl i R 1)
EST. S FAIBRERZS: a. 55 CANFER P TEL 50%
~85%; b. EST KJEA/DAE 200 MEEXTLL I c.
REARTEREIE; d A G T Gtk e A5 Bt
1. %) 6q16.3~21 SR X N I CAIFE R, it 5 (5
[ N7 A B ARA Sty (NCBI) (198 5% DR 351 By
T4 (CGAP) " 7EZE T (http://cgap.nci.nih.gov/)
HEAT IEH 412305 s 1R B A 22 e R IA i (UK
MEfU Northern).
1.4 RT-PCR &

HI TRIzol ik 71 (Gibco 2 w]) Fili$¢ #1240
& RNA, JFEH] DNA B T W10 ER & &2 RNA HR
5 DNA,  1.0%350IEHE B I FEL vk Rl S8 RNA.L 56 5k
TP ICICREVHIN R A s / Ao PEAE. FH &2 HE A0 R
J9j BF (avian myeloblastosis virus, AMV) [ ¥ 5%
(Takara A F)) & CGE—8E, H 2 wl [0S r= 1k
B, TR R RN 4 A EAT PCR 3. 95°C
APE30s, 59CIBK 30s, 72°CHEM 30, 30 M
R R AR AE T 40 B 0 10k AR e B B R 1)
EST Wit 514, i sl®an . WX (GAPDH)
¥ : 5" AAGCCCATCACCATCTTCCA 3', F
Wt : 5 CCTGCTTCACCACCTTCTTG 3’ : H #r
EST Ji Bt AA403058 ¥fi: 5" CATGGCACAATC-
AGACTGAG 3', Fiif: 5 CTGCAACGCCAAGT-
ACATAG 3'; AI357622 L ¥i: 5 TGGTTCTCA-
TCTTAACATGTGG 3', Fif: 5 GCTGAGTGAT-
CCTGGATAATG 3'; CA395317 Lilf: 5 CGCGT-
CCTGTGTCAGTTGT 3', Fiif: 5 ATCAACTGT-
TGCGTGAGAGC 3'. 5|9 EiE A=) 1R A
B 2> 7] A B PCR =) 55 FE T 1.5% Bii I B ot Jie
EB et ik BAnit. F4)54 Band Leader K
1453 By K FEAH..
1.5 HitZEHh

M F SPSS10.0 42 Ab #5256 K. FH @ K606

43HT LOH SR IRIEFRIGAIINE s ¢ i3 AT P REA
PR, P<0.05 A A Gt 2 X

2 % B

2.1 MIEMSZMEFER LOH HiFER

139 ] ALL & h, JLAT 45 411 (32%) f7 4 —
ANERZ AN ) 6q16.3~6q21 LOH, 23 ] % %
Bl A AN A ORE OB R i 4 P LOH, b fr T
D6S1709 ~D6S301 A7 i 2 1] [ 5 2k i 26 38) 3¢
(17%~22%), HJ kX, A4 911 D6S283
Pl E R E R, K2, £2). 81 iRk
AR 1R 26 P I I e s e v vk 5 L. 11 2 P A 7k
TR AT LOH 7E 139 %955 N\ (1) K A i e 3d ik
NCBI M 35 7% 75 7 GenethonMap _I= D6S1709 £7
109.20 cM 4k, D6S301 f7F 111.20 cM 4b, —FHZ
[ ()35t AL B B 2 ML

@ N T ® N T
' l

-

L B
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Fig. 1 Represent polyacrylamide gel map of allelic LOH
LOH analysis of Child No.4 at D6S449, D6S283, D6S302, D6S434 was
showed. (a) Without LOH. (b) Arrowheads indicate the deletion one
allele. (c) Arrowheads indicate the density of one allele reduced > 50%.
(d) Arrowheads indicate the presence of microsatellite instability (MI).
N: Normal DNA; T: Tumor DNA.
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Fig. 2 Map of microsatellite LOH frequency
1: D6S449; 2: D6S1709; 3: D6S283; 4: D6S434; 5: D6S301; 6: D6S44;
7: RH34721; 8: D6S268; 9: D6S246; 10: D6S1594; 11: D6S302.
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Table 2 LOH in primary ALL

Chromosome arm
6q16.3~6q21
6q16.3~6q21
6q16.3~6q21
6q16.3~6q21
6q16.3~6q21
6q16.3~6q21
6q16.3~6q21

6q21~22
6q21~22
6q21~22
6q21~22

Locus
D6S449
D6S1709
D6S283
D6S434
D6S301
D6S44
RH34721
D6S268
D6S246
D6S1594
D6S302

Allelic loss/Informative cases

9/136
22/129
30/132
24/137
24/130

6/128
10/126
14/131
11/122
10/120
19/129

22 WIEMSSEMERR MI DHER

FEFTIEAT i MI R A BN 2 6, K 1%
(1), Ml RARHEMT LOH MR ER, X
YL 6q I MIANE LEE ALL Sk 4.
2.3 LOH 5IaKRIEFREXEFKITER

FH 2 6056 53 B A% B P Bk 2% 51 PR 45 T00 $ b 119
KFR, GREIR, IS ORI B s 25 40 i 2
AR S LOH ARG W 20, H P<0.05,
MR PR EE . B/ B LI S g 3 R
2N (3K 3).
2.4 53T EST BIFFIMBRM4HE RE R

SR S AV Ak 3 5 I SR, A v UCSC % 14
(April, 2003), £5% 7R, D6S1709~D6S301 A
B X B N AEAE 55 4 EST, i BLAST T H it
TP SRR 2R, IR 37 MR S AR
EST, fiikth 18 M rl e A H AL A1) EST. &
4 5T B3R 18 4~ EST ) GenBank & 5%'5.

Table 3 The relation of LOH with clinic marker of ALL

Clinical features No. with No. without

at diagnosis Total 6q16.3~21 LOH 6q16.3~21 LOH P

Sexual
Male 86 25(29.1%) 61(70.9%) 0.191
Female 53 20(37.7%) 33(62.3%)

Age (years)
1~12 108 35(32.4%) 73(67.6%) 0.585
<lor=12 31 10(32.3%) 21(67.7%)

WBC counts
<50%10° 119 32(26.9%) 87(73.1%) 0.001*
=50%10° 20 13(65.0%) 7(35.0%)

Blast cells
<80% 72 35(48.6%) 37(51.4%) 0.000*
=80% 67 10(14.9%) 57(85.1%)

FAB standard
LI 107 35(32.7%) 72(67.3%) 0.530
L2 32 10(31.3%) 22(68.8%)

Immunophenotype
B-ALL 123 42(34.1%) 81(65.9%) 0.171
T-ALL 16 3 (18.8%) 13(81.3%)

* P<0.05.

Table 4 18 EST of representation new gene located in the high frequency deletion region by
BLAST assay

AA911579
AV721135
BG927665

BQ952283 AF017693 AA479978 AW976023 R50763
CA395317 AI357622 AI370155 AW339415 AV715036
AI004469 BG926235 N49504 AA398235 AA403058
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2.5 RT-PCR #&il| EST KX By 4L
B N 18 MR AL BT AL A 1K) EST Hhid i
P i R X3 ET . T 5 3 NASFENA E EST
(GenBank X% 3% 5 73 il & CA395317. AI357622 &
AA403058) BTt AN 514, 1 15 4] ALL JLE A 5
8] 1F 55 L2 A A I B R 0 M 1R AT T R IE AT
45 R 7R GenBank ¥ 5% 54 AA403058 ] EST Jv
Eﬂf 67%(10/15) JLEH ALL /% 41 M b (1) R I8 B
fik (P <0.05), 1M %414 GAPDH ik % % L4t it
Mix (P >0.05). & 3y EST AA403058 [t 2 57 3%
NN RAE
2.6 SIMEHMERMBFUESREDNE
[ IR A= 045 A= B KT 6q16.3~21 X35
(1) 68 AN CLANJE R HEAT T 2 DRI 1 4 R0 g 41
ZUrh R 2= R IE T, AR BN 3 AN
(AMDI1 J£[K . PPIL6 & (K il WASF1 & [Kl) 76 I8
PR REFEFEEE T IEFHALR, ZE R0 0%
Fok B EST %4 4 Al SAGE $U¥ )5 1) 3 FF, P
BI/NF 0.05 (K 4).

(a)M12345678910]]

GAPDH
AA403058 EST

(b)

Ratio of density/AU

Normal All

Fig. 3 Differential expression of AA403058 EST in normal
and ALL peripheral blood mononuclear cell by RT-PCR
assay
(a) A representative result from 11 people by RT-PCR assay. M: DNA
marker; /~4: Normal child; 5~177: ALL child; GAPDH: Internal
control. (b) Statistic analysis for the differential expression. *, P < 0.05

as compared with normal group. ll: AA403058 EST.

(a) Virtual Northern

Expression pattern for cluster Hs. 159118

Text Legend

EST data SAGE data EST data SAGE data
Tissue
Normal Cancer Normal Cancer Normal Cancer P Normal Cancer 2
268/ 176/ 345/ 316/
ALL TISSUES E 3 - o 0.00
2267112 2083497 6171509 10530697
(b) Virtual Northern
Expression pattern for cluster Hs.32234 Text Legend
EST data SAGE data EST data SAGE data
Tissue
Normal Cancer Normal Cancer Normal Cancer P Normal Cancer P
32/ 9/ 58/ 51/
ALL TISSUES — 0.00
2267112 2083497 6171 509 10 530 697
(c) Virtual Northern
Expression pattern for cluster Hs.75850 Text Legend
EST data SAGE data EST data SAGE data
Tissue
Normal Cancer Normal Cancer Normal Cancer P Normal Cancer P
89/ 55/ 330/ 257/
ALL TISSUES — - i 0.01
2267112 2083497 6171 509 10 530 697

Fig. 4 The expression patterns of AMD1, PPIL6 and WASF1 in normal and cancer tissues by Virtual Northern assay
(a) Hs.159118: AMDI; (b) Hs.32234: PPIL6; (c)Hs.75850: WASF1. P<<0.05 was considered significant.
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3% #

TR 2. MR R . AL 2E R R AN R Y
HHALL EH, B EENANERZES ALL (1)
RIFWAEEEMRCR, Hh stk 2 —
AMBE LAY, Enl DU R, ]
DL TR B . SR SN At 27 i o 1R A 4 i
KA L, Gk, Wk, G4, B
REFNY- G2, J& )L ALL K9 i e b i) — > o gk
AR, 2 10 A E AR 32 O 2 U
ALL A0 P G R, o B gt e i B8 2 1)
FEDRL, B W E AT IO K 23 7 HLEIR 5 I R TR 0K &

Jeth A& LOH S 5 s JE DR 20 v ks s etk |
BTl DNA 2 25hr 10 i 45 067 3 DAy B el I i 2 23k
DRI AL IR PR R AR Jl— o, RS SE R Pl 2 45 738 il
G KA R R A R e etk B2 SR,
I LOH 23 A1 o] dEAf s A7 s 4 R, Jf Rk
bR i B SN e v

702 P K AbLE R GBI R, 6q
BRRAA T I, A R 4R R e e (R i, )
Z LT IR AR A B B sl 7% Ja Itk R B By, 6q
A BEAAAE 5 IR AH OG0 e 4 i DR 1AM 5
I 5%~20% JL# ALL Hi A\ ki 2] 6qLOHEY. A
A0 R B 32% ) h [ JL#E ALL 9% A & 2E 6qLOH,
RGOk 6q 79 £E LT ALL A5 i 21 5 2L 4E
H. BEEBF RN, EAME ALL SR E ke
R T SCAH Gk HE T L 6q [ HL [R] it 2k X3
6ql2 ~21. 6ql4 ~21. 6ql5 ~6q22. 6ql2.1.
6q21~22. 6q21~23. 6q23. 6q23~24. 6q23.1~
27 F 6q25 ~27. H o Takeuchi %6 P0K JL 3 ALL
LOH [{MUK X 35k e 7 F D6S284 Hl D6S276 P/~
it 2 4] (6q15 ~6q22), 4% 4 4i /) 3] D6S283 ~
D6S302 Al D6S275 ~D6S283 2 [8] [f] 9cM Al 8cM
HIIX k. Gerard 2590 JL# ALL FIF5E 4, ¥ LOH
AR K XA e T 6921~22 A 6cM K /MEI X
.. B J5, Jackson ZFUOHE— D JLHE ALL & W
LOH T 6q21~23 E—/%) 3.5cM K/ X
B AW FOE 38 139 B [ )L ALL 2547 L [
LOH 15 4L)5, e AN AN RO T A1 T 6q16.3~
21 E—A> 2eM K/N I it 235847, B D6S1709
HID6S301 Fric Bz, 734 LOH HIImKE L, 45
37 40 BRI B rh O A Al M B A TR
LOH j= A3 A7 2 250, KB LOH [ H I 5 i
968 20 RO P s B O E A 5. AWESE4E/N T LEE ALL

LOH U X3, 2k SR 5 67 6 12 e [ 5 9 L
PO P g 0 RS DRI 1t 7 S B AR R B A

IR 008 B R T A e S e o e e, R
T I et A i 2R P4 B A6 L AGER 3 A, IX
FEDE A TRk B XAy, SRR AP
BBk AP IR IO 51X 7 a2 1) DNA o FERE. 7Rt Ak
filh B2 FHANE Faliskik . Je s ik vk . -4k
CpG 555 J7 3R Uz IE KL R 1) cDNA J7 41, i —
AR SR AE 52 B L. g b AR S . X
— I H YRR, T B AR ) T SO
RPN, FET X6, AR T @i
i 1B v ke, Rl — HAE RSO R R e 7 T e Ak
X, T U I L ST A T
— XA EANFE . EST. cDNA F BeAk hyiZ 30w
SEI IR LD, AR Be L R E 52 R 2L, il
HH 1) SO R Al T DAAR PR R B 3505 R

K 0 72 A A 3 5 SR, ARSI O I A i)
UCSC ¥ (April, 2003) 6q16.3~21 2 [ fy K]
PERL, 45 R B RTEIXAN X ST 68 AN T AN A
( K J5§ F SWISS-PROT, TrEMBL, mRNA Fl
RefSeq). K H E#L Northern X} % A7 1% X 45 1) £ 511 3
ERIBEAT 1 ik BRI T 2H ORI 2 23 b 1R B A 2%
T FRIR T A% T VE AT A G I DR TR T
B TR, CBCY 5 RERERIE RA) 501
(SAGE). & [K 85 Fy 55 I 2 55 R 1) eyl 23R 0K 79
Jrikz —m g R G IR: AMDI JE[K . PPIL6 3 [
A1 WASF1 & PR 7 i 21 23 b 1 30 = JE 2IC T 1E
WAL, LA % 2k B EST 4l #1 SAGE
Bl 2 EE, PAEIY/NT 0.05. i SeRE K4S n]
REAZ JLBE ALL 1 MR F i JE I8, 25 A i 58
HEDIhae, WAEE— 2 1) AR TR A 5T, 5
—J71f, &F X D6S1709~D6S301 A il 2k [X kA
LN 55 A EST, AT H 201 i BLAST T H i
TIPS AL A 2, I BR 37 MR AR
EST, ffiikth 18 A nl REACF B KL A1 EST, 45
4 EST 6 NJSIE AL B (e A, k20 rp i
AL T Rk O e J5 3 NARIFALE EST
WA 514, 78 ALL FIE R JLE A0 i 317
TRIENH. 45 R W IR GenBank ¥ X 5 N
AA403058 ) EST 1E 67% JLFE ALL 41 il th A&
BRI M, £Wi% EST R AT fEgm s — AN 7
W LEE ALL A g dm R 8. — B2 5 3881
EST k7%, v LAgE—20 R M W7 s B AL At b R 3k
PP, I, K73 cDNA &K, DIwps —
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Identification of Candidate Tumor Suppressor Genes in Childhood
Acute Lymphoblastic Leukemia at Chromosome 6q16.3~21 in China’

KANG Rui”, CAO Li-Zhi"", YU-Yan", YANG Ming-Hua", ZHANG Zhao-Xia"”, GUO Bi-Yun",
XIE Min", CHEN Ying”, TAN Zhi-Hong", WANG Zhuo", HU Ting", Wu Xiu-Shan?"
("Department of Pediatrics, Xiangya Hospital, Central South University, Changsha 410008, China;

YDepartment of Life Sciences, Hunan Normal University, Changsha 410081, China)

Abstract In order to identify candidate tumor suppressor genes (TSGs) in childhood acute lymphoblastic
leukemia (ALL), firstly, loss of heterozygosity (LOH) of 6q16.3~21 in 139 primary ALL samples was analyzed by
using polymerase chain reaction (PCR) and 11 microsatellite markers. The frequency of LOH on 6q16.3~21 was
32%. A 2-cM high frequency deletion region was flanked by D6S1709 and D6S301 loci at 6q16.3 ~21. Clinical
data showed that patient with 6q16.3~21 LOH had higher WBC counts and blast cells (P < 0.05). The statistics
about age, sex, classification of morphology and immunology were indistinct (P > 0.05). Then, positional cloning
strategy, bioinformatics technology and reverse transcription-polymerase chain reaction (RT-PCR) were used to
identify candidate TSGs and its cDNA fragments at 6q16.3~21, especially at the high frequency deletion region.
Comparing with expression of normal peripheral blood mononuclear cell, EST screened in D6S1709-D6S301
(GenBank Accession No.AA403058) was down-regulation in ten of fifteen childhood ALL (P < 0.05). Digital
differential display showed that the expression levels of AMDI1, PPIL6 and WASF1 were lower in cancer tissues
than in normal tissues(P < 0.05). These findings may provide new clues in cloning of childhood ALL TSGs at
6q16.3~21.
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