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IC D P Ad Ad Ad Ad Ad

(50X (20X )(10x )&5X H(1X)

Fig. 1 Integration patterns of Ad12 DNA in Ad12-induced mouse tumors. Ad12 DNA (1, 5, 10, 20,
50 genome equivalent per cell) was mixed with each 20ug of mouse liver DNA. DNA from
tumors and Adl2 DNA were cleaved with EcoRI restriction nuclease. The *P-labeled Ad12
fragment was used as hybridization probe.(A, B, C, D, E : Ad12 EcoRI fragment, IC : IC tumor,

D : D tumor, P:P tumor, Ad: Adl2)
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Ad IC D Ad IC D Ad IC D
Kb N
Kb = 7.5 A—— i
— = K
6.4C— AbaB-—— o —
3.6C— =
EcoRli BamHI Pstl
C D B E F A EcoRl

A |GH D IilF| c | B | E |BamHI
c| B |J|OFKNGR A |GH| E| D |P|IML|Psti

Fig. 3 Schematic representation of Adl2 El region specific sequences in EcoRI, BamHI and Pstl-
cleaved DNA from tumors. The biotinylated Ad12 EcoRI-C fragment was used as hybridization

probe.
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Fig. 4 El1 region specific mRNA in IC, D
tumors and Hela cells infected with
Ad12. The *P-labeled Ad12 EcoRI-C
fragment was used as hybridization
probe.
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a

b

Fig. 5 In situ hybridization of HeLa cells infected with Ad12 using the biotinylated Ad12 EcoRI-C

fragment as hybridization probe.

a) Detection by alkaline phosphatase (X 360).

b) Detection by peroxidase (X360).

12k - CHREIRIEICEN D - 1205, BRBLY
R NI B & A A & 7z, CPE fisv-#ilg
HHF25E ( e F - TV 72, Alkaline phosphatase,
peroxidase 556 % f#H L TY Ad12/@: Hela
Mz IZREENDREBTH » 72 (Fig 5a, b).
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Integration and expression of El region DNA in human
adenovirus type 12-induced tumors
Tomoko MORIKAWA
Department of Pathology,
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Kagawa 761-07, Japan
(Director : Prof. M. Ohmori)

Integration and expression of human adenovirus type 12 (Ad12) were studied on two
Ad12-induced tumor lines of C3Hf/OK mouse origin (IC and D tumors). Southern hybridization
using whole Adl2 genome as probe demonstrated that DNA of IC and D tumors contained
about 9 and 23 copies, respectively, of the entire Ad12 genome eqivalent per diploid cell. Left
ends of Ad12 DNA appeared as off-size bands, indicating their linkage to different cellular
DN As. Southern hybridization using an Ad12 EcoRI-C fragment containing the El region as
a probe revealed that integration sites were much fewer than presumed numbers of integrated
Ad12 genomes. These results suggested that the viral and cellular DNA complex was repeated
at integration sites. Northern hybridization using an Adl12 EcoRI-C fragment as a probe
showed that the EIl region was transcribed in both IC and D tumors. Much more intensive
expression in the D tumor suggested possible dependence of the expression of the El region on
the copy numbers of Ad12 genomes.



