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Sudy on the ddetion and mutation o pl6 gene in human non-small cdl lung cancer Du Ming, Li Liang-
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Abgract  Objective To dudy the rdationship between the deletion and mutation of p16 gene and
cdlinicopathologic manifegations of human non-svdl cell lung cancer (NSOLC) . Methods  Slver gaining PCR-
SSCP method of control anount of tenplate DNA was used to detect exon 2 of p16 gene in human NSOLC tissue
gecimens. Results  The deletion of p16 gene was identified in 13 out of 40 ecimens. O the 40 pecimens,
3 dowed a variant band indcative of the mutation. There was sgnificant correlation between the frequency of
the ddletion and mutation (40 %) and dinicopathologc gage (P <0.05) . Concdusion  The deletion and mu-
tation of p16 gene may play an inportant role in carcinogenes s ,development and metagassdof human NSOLC.
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Tab The rdations between the deetion and mutation of p16 gene
in NSOLC and the dlinica physopathologic characterigics

Items No. of cases Deetion and mutation Podtive rate( %) P vaue
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Sx( )
Mde( ) 30 12 40
Ferdie( ) 10 4 40 >0.05
Ag( )
<60 2 9 40.9
>60 18 7 38.9 >0.05
Soking( )
Sroking 34 14 4.2
() >0.05
ki
'Em)gm & 6 2 33.3
Patfological dassification( )
Squanous cell carcinoma
N 20 9 45
Aderocarci roma
() 12 4 33.3 >0.05
Aderosguanmous carcinoma
( : 8 3 37.5
P TNM staging( TNM )
+ 26 7 26.9
o b 14 9 64.3 <0.05
pl6 ,pl16 pl6 NSOLC
p16 , 51 %
p16 Hayashi %! 66 % Bl (40 %)
64 NSOC 14 Xieo 1M ,p16
FISH NSOLC p16 5 G p16
PCR-SSCP p16
, Robert [ p16 NSOLC
5 10 [ sxp , 39 %, 63 %,
, , 75 % p16
, SCP )
PCR-SSCP G S )
345p (131 ,PCR-SCP 176 ,
345p ,
SSCP 7.5%, 1 Seramo M ,Hanmon G Beach D. A new regulatory notif in cellcyde cortrol



1998 9 1 2

causg ng specific inhibition of cydin D/ CDK4. Nature , 1993 , 360 (6456)
704-707.

2 Sugao K, Kyogoku A ,Fukayaina N et d. Method in laboraory invediger
tion: Repid and snple detection of C- Kiras gene codon 12 mutations by non-
radioisof opic snge-grand corformetion polymorphism anayss. L aboratory
invedigation ,1993 ,68(3) 361-366.

3 Marx J. New tunmor suppresor may rival p53. Stience 1994 ,264 (5157)
344-345.

4 Okanot A ,Huscain SP,Hogwara K et d . Mutations in the p16INK4/ CD-
KN2 ,MTS2 ,and p18 genes in primary and metagtatic lung cancer. Cancer
Res,1995 55(7) 1448-1450.

5 Dreyling MH ,Bohlander SK ,Adeyaniu MO ,et d . Detection of CDKN2 ddle-
tions in tuor cel lines and primary dioma by interphase flueresence in Stu
hyhri dezation. Cancer Res,1995 ,55(5) 984-987.

6 Xul,Syoi D,Serner A ,et d. Mutationd andyss of CDKN2 in human
breast carcinomas. Cancer Res 1994 ,54(20) 5262-5264.

7 Qredez- Zuueta M Bander CM, Yang AS & d . Methylationdf 5 - QoG
idand of p16/ CDKN2 tunor suppresor gene in normdl and trangormed hu-
men tissues correlates with gene silencing. Cancer Res,1995 ,55(20) 4531-
4535.

10

11

14

755.
Washim O ,Nagatake M ,Osade H ,et d. In vivo occurrence of p16 (MTSL)
and p15(MTS) dterations peferentidly in NSOLC. Cancer Res,1995,55
(3) 514-518.

Hayashi M, Qugnoto Y, Tsuchiya, e d. Smaic mutations of the MTSI/
CDK4I genein human primary non-svell cell lung carcinoma. Biochem Bio-
phys Res Gomman , 1994 ,202(3) 1426-1430.

Xiao S.Li DZ,(orondM et d . Gdeetion of p16 and p15 genesin primary
NS C. Cancer Res,1995 ,55(14) 2968-2971.

Sagolo DV, Turbett GR ,Dix B ,et d . Polymerase chain reaction and sn-
de grand corformetion polymorphism andyss (PCR-SSCP) :A rovd means
of detecting DNA mutations. Adv Anat Pathol ,1994 ,2(1) 61-64.

Shapiro G, Edwards CD , Kodzik L et d. Reciprocd Rb inactivation and
p16INK4 expresson in primary lung cancers and cdl lines. Cancer Res,
1995 ,55(3) 505-509.

Kratzke RA ,Greatens TM ,Rubins TB et d . Rb and p16INK4&! expresionin
resected ror-smell cell lung tunors. Cancer Res 1996 ,56(15) 3415-3420.
Tam SW ,Shay JW ,Pagaro M. Differentid expresson and cell cycle regular
tion of the cyclin dependent kinas4 inhibitor p16INK4. Cancer Res,1994,
54(22) 5816-5820.

8 Nobori T,MiuraN ,Wu DJ &t a.Ddetionsof the cydlin-dependent kinase4 ( :1998-01-20 :1998-04-27)
inhibitor gene in muitiple humen cancers. Nature 1994 ,368 (6473) 753 ( )
' 3 (D3S1300
FHIT [ 1/ Tornidli S Lung Cancer. — D34103 D3S1234) 35 %(13/37)
1997 ,18(Suppl 1) 139 FHIT ,
3 5 8
(3p) . 3p25 p2l p14 3
3p )
: 2 :
FHIT ,
FHIT ) ,57 %(15/ 27) FHIT
3pl14.2 FRA3B
FHIT FHIT ,
RNA FHIT 10
, FHIT
, 43 DNA 3
DNA
) ) FHIT
DNA  RNA FHIT mRNA ,
, PCR
( )
oooon

www.lungca.org





