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China University d Medical Sdences, Chengdu 610041, P. R. China
Abdgract Objective To explore the role of dldic ddetionsof nm23 genesin human lung cancer. Methods
Alldic ddetions o nm23 genes were detected in 52 lung cancer tissue samples and their corregponding normdl tis
sues as cortrol by Southern blotting. Results Lossdf heterozygosty (LOH) of nm23- H1 gene wasfound in 14 out of
52 irformetive lung cancers, with a LOH rate of 26.92 %; 2 o the 47 irformative lung cancer tissues exided dldic
deletion of nm23-H2 gene , with a dldic deetion rate of 4.26 %. The LOH rate of nm23-H1 gene in cancer with
lymph node or digant metagass(42. 86 %) was sgnificantly higher than tha in lung cancer without metagas's
(8.33%) (P<0.01). nm23H1 LOH rate was d remarkably higher in undifferentiated and poor differentiated
cancer (45.45 %) than in noderate to well differentiated cancer (13.33 %) (P <0.05). No rdationship wasfound
anong the dldic deetion of the nm23-H1 and higoclasdfication of the tunor , P TNM dages, sze of the primary tu
mor , location of the cancer , and age of the paients ( P>0.05). Condusion nm23 gene may be involved in the
dfferentiation and metagad s o human lung cancer , and nm23- H1 gene may play a nmore inportart role in the regua
tion of cdl dfferentiation and metagads of lung cancer than nm23- H2 gene.
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Tab 1 The reationship between the dldic ddetion of nm23-H1 gene and
cinicopathologc characteridics of the 52 patients with lung cancer

nm23- Hl

Characteridics n Daeted Norr ddeted P vaue
Age(Xx £ s) - 58+5 60+7 >0.05
Sex >0.05

Femde 7 3 4
Mae 45 11 4
Tumor sze(cm, X £ ) - 5.1+3 5.4+2 >0.05
Locdization >0.05
Center 27 10 17
Periphery 25 4 21
Higologic classdfication >0.05
Squanous cdl carcinoma 29 10 19
Aderocarciroma 14 3 11
Smal cdl lung cancer
Large cdl lung cancer
Aderosquanous carci noma 6 0 6
Differentiated degree <0.05
Undiff erentiated 3 1 2
Foor differentiated 19 9 10
Moderate to well differentiated 30 4 26
Sage >0.05
16 3 13
36 11 25
Metagas's <0.01
Lynph rode or digant metagass 28 12 16
No metadas's 24 2 22
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Figl The EOR andBd RA_Psin human nm23 genes
T: DNA from turrors; N : DNA from their correponding normel tissues. Humen geromic DNA from two individud s was dgeded with EoR |, and a uthern blot

was prepared. The blot was hybridized with BamH1 regtriction fragment of Pnm23-H1(A) . An dlélic pattern of hybridizing nm23- H1 bands was obtained , including ho-
nmozygotes for 4.6 and 2. 2 kilobase band (No. 12) , or for 4.6, 2.4 and 2. 2 kilobase band (No. 11) . The probe was removed from the outhern blot , and it was rehy-

bridized to the EOR

redriction fragment of Pnm23-H2(B) . Bands ditinct fromthe dlelesof nm23-H1 wasobserved & 21, 6.7 and 3. 9 kilobases. 9ze of DNA bands
were cacuated from the electrophoretic nohility of pBR328 DNA/BamH1: Bg
Hurman geromic DNA from the same two individud s was digesed with Bg

-Hirf  merkers.
. The blot was hybridized with nm23-H1 probe (C) . An dléic pattern of hybridizing

nm23-H; bands was obtained , induding homozygptes for 2. 3 kilobase band (No. 12) , or for 7.6 and 2. 3 kilobase band (No. 11) . The probe was removed from the
southern blot , and it was rehybridized to the nm23-H2 probe (D) . Bands digtinct from the dldes of nm23-H; was observed at 4.2, 2.8 and 2. 4 kilobases (No. 12)

or a 2.8 and 2. 4 kilobases(No. 11) .
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Fig2 Lossd heterozygosty at the nm23- H1 gene locusin lung cancer patients (45 45 %,10/ 22)
(No.4) . Geromic DNA smeples of lung tumor (T) and corresponding rormel (13.33%,4/30) (P <0.05)
lung tissue(N) from the same patient were digested with EOR  andBg  and nm23- Hy
were blotted with a nm23-H1 cDNA probe in a Suthern blot andyss. EoR TNM
identifies a two-ale e polymormphiamwith bands a 4.6 0or 2. 4kband 2. 2kb , and
(P>0.05)

ocondant band a 21kb. TheBd  digedion identifies a two-alele polymomphiam
with bands a 2. 3kb and 7. 6 kb and a congtant band a 18 kb. The tunor sanple 2.3 nm23-H, ,
showed a loss of conditutiond heterozygpsity (arrows) . ( 3
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Fig3 Lossdf heterozygosty at the nm23- H2 gene locus in lung cancer patient
Geromic DNA sanples of lung tumor (T) and correponding rormel 1ung tissue(N) were digesed with Bg  and blotted with a nm23-H; cDNA probe in a Suthern
blot andlys's (A) , and there was o lossof heterozyosity. The probe was removed from the southern blot , and it was rehybridized with a nm23-H2 cDNA probe in a
Suthern bolt andys's (B) . The No. 40 tunor sarple showed a loss of the conditutional heterozygpsity (arrow) .
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Tab 2 Pathophysologica characterigticsin 14 lung cancer patients with
dleic ddetionsdf nm23-H1 gene

LOH

No. Agel Sx Tunror location EoR By Hi sology Metagas s Sae

2 68/ M Center No 7.6 kb SCC wel No ToNoMy B

4 50/ M Center 2.4kb 7.6kb SCC ,poor Lynph node TsNoMg A

5 60/ M Center 2.4kb 7.6kb SCC ,poor Lynph node TsNiMg A

9 57/ F Center No 2.3kb SCC,mocwell No T-NoMo B
13 55/ F Center 2.4kb 7.6 kb ADC ,mod Lynph node TsN2Mo B
14 49/ M Center No 7.6 kb SCC,poor Lynph node TsNoMp A
20 58/ M Center 2.4kb No SCC ,poor Lynph rode TsNiMp A
22 54/ M Periphery 4.6 kb 2.3kb SCC ,poor Lynmph rode TsNoMo A
28 65/ M Periphery 2.4kb 7.6 kb SCC,poor Lynmph rode T:NiMy B
32 45/ M Center 2.4kb 7.6kb ADC ,poor Liver T4NoMy

39 39/ F Center 4.6 kb 2.3kb sac Lymph rode TsNoMo A
40 43/ M Center 2.4kb No SCC ,poor Lymph rode TsNoMo A
43 63/ M Periphery 2.4kb 7.6 kb ADC ,nod Lynph node TsNiMg A
45 59/ M Periphery 4.6 kb 2.3kb SCC ,poor Lynph node TsNoMg A

M:Mde; F:Femde; LOH:Loss of heterozygpsty ; SCC: Squanous cdl carciroma; ADC: Aderocarciroma; SOLC: Sral cdl lung cancer ; well : Wl differentiated ;
nod :oderate differentiated ; poor :poor differentiated

3 2 m23H,
Tab 3 Pathophysologca characteridicsin 2 lung cancer patients with dldic ddetionsof nm23-H2 gene

) LOH i .
No. Agel Sex Tunor locaion EoR By Higology Metadas s Sage
33 60/ M Center No 2.8kb C,mod No ToNoMo (- B)
40 43/ M Center No 4.2kb SOC ,poor Lymph mode  TaNoMo( A)
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