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MEM (= 2 4) %A 5% COq, faflkER.
HC37°CTHEEL 72,
2) $ZFMEH» L NE ST DNA 0B

Blin & Stafford!® a)iiEicfEvy, k&L
TBS (Tris buffered saline, 30mM, Tris-Cl,
pH 7.4, 17mM NaCl, 6mM KCl) CHEiZE
Mlax 2@¥E- 1k, L) aBATFERHNT
Sgo TBShich» &% 4°CT1,500¢g, 10
B % 1ml L0108 MMIcX 2L 5ic TE®E
# (10mM Tris-Cl, pH 8.0, 1mM EDTA)
CBHL ., ZniclofEEn PK g (0.5M
EDTA, pH 8.0,0.5% 7 7 )} VEGEE+ + ) 7 4
(SDS), 100uxg/ml proteinase K) ##imz, 50
CTIBMA > Xax— gL, 20O/,
BHERHE2O- NEYS, RERSFENKE
M7 /—NT3EMHBL, 542 TNE &
# (50mM Tris-Cl, pH 8.0,10mM NaCl, 10
mM EDTA) o5t L CER L 72,38 #% RNase
(b &7 s> T DNase # AELL 724 D)
% 100ug/ml 2% 5 & 5122 37°CT 3 BRI
Y5, Kbk 2 EAGM7 T — L CHikL,
TE ##icxt L T L 72, B 5N/ DNA S,
A260, A280 ZHIEL, BELMELZFANL,
3) SV nEVX2F5—7u—=>7 (K1,
2)

7% Z 3 F pBR325 DNA 1 g % EcoRI T
YIkTig, TAANV 73R 7 78 —ETEHENY)
CEEE A, SV40 (777#) DNA 14g%E-
coRI T4k ¥ 5. pBR325 DNA & SV40DNA
#iE+¥ T4 DNA ) 7—¥ (£ilE&) *HTH
#2 DNA T %5, LRoRERE£TEN
EPNNBEZENEBEGETIT > 72, XKIEE HB
101# % Mandel & Higal” mFikic & DL,
competent cell #/E%, gl N#H%k 2z DNA &
F L competent cell ZBET VA7) >
(Tc) # 12.5ug/ml ELTH—7Vv—F kicE
x3°CT1MIEET S, £ilcav=—%1"
T 50ug/ml AT L) (Ap) 2BTT
H—FTr—F e 10ug/mlNr7aIL67r=a—
A(Cm) 28U T H/—7V—FicHL 18ERY
5. Apn7v—LtickEZ, Cma7r— Mok
2 %tr ot a0 =—%# Holmes & Quig-
ley!® o FET7 723 FeliL SV40 DNA

EcoRI

X1 . Restriction map of SV40 DNA.
The position of the restriction sites are:
EcoR], O; Baml, 0.14; Pvull, 0.33, 0.71
and 0.99. A,B and C indicate the fragmen-
ts obtained by digestion with Pvull.

|
EcoRl digestion

|
EcoRl digestion

Dephosphorylation

Ligatjon
Transformation of E.colf
Selection by antibiotics
ﬁo',TcrsmF clone

X2 . Construction of plasmid encoding
SV40 whole genome (pSV-E). SV40 DNA
was digested with EcoRI. Plasmid pBR325
digested with EcoRI was treated with
alkaline phosphatase. Equimolar amounts
of the two digests were ligated with T4
DNA ligase. After transtection into E.coli
HB101, ampicillin-resistant(Ap*), tetracyc-
cline-resistant (Tcf) and chloramphenicol-
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sensitive(Cm®) colonies were picked up and
plasmid DNAs were prepared. Recom-
binants were analized by HindIII digestion.
HindIII cutting sites are indicated by the
arrows.

DMAEN/-Mk: DNAGFThE L%
295, Bon#%k2 DNA 4F#% pSV-E
L&Y 5,
4) =9 7 7 RAVv— 3 > IEY
pSV-EE2=vw 2 tFvav—L g rRibick
DTAV =77 XNUINLT)F[E— 3
H7a—7E L THWS, =v 7721
—3 3 > BUBH 50] It pSV-E DNA 0.5ug
50mM Tris-Cl, pH7.5, 6 mM MgCl;, %20
uM @ dATP, dGTP, dTTP, 50.Ci 7 o-32P-
dCTP, 50ug/ml HFmiE7 L7 3> (BSA),
2. 5847 DNA K1) #7—+1, 1ng/ml &
DNase 145N THBNEEISCTL ~ 285/H
RKiGL7, RIGTAV r—77xXn&nk
DNA # Sephadex G-50 (medium)# Z 2(0.7
X10cm) =¥, TE @SHTHEHL 200132
SET L, EFENTAY P—TEZHANS,
AT 5 ¥ — 7% DNA Eis% % O THESD,
10ug D4R DNA #% » ) 7T—2 LTz~
2/ —NkET 5, ARSI, JENTE R
HICHEBRL CHW, BE¥P T7 0L
£0.5~1 X108 cpm/ug DNA 7o —7%1%
Lz,
5) HIREEEZIC L 2 DNA DiEfbe 7o —2
S IVESRkKE), Y- FFRT7 720
#rEE25% EcoR I, Bam I, Hind I, Pvu II,
Xho l i3xl# L VBAL, ZRENNEEK
WEHFCRWTREZITE 72, B% 20ug O
P AR—L#BDNA XL C3EED
DNA #bTEs@BERTHW, HLLA
DNA #6mm EN1%THo—ARZ 75NV
(16cmX12cm) 21 A0y F &Y 20ug NE,
E-buffer (40mM Tris-Cl, pH 7.8, 20mM &
&+ +) 2L, 2mM EDTA) # Fv20—30VE
BEETI0~ 185 ERkBY L 72, bkBH7£0.50.8/
mlzFoyn7aeL FE2gt E-buffer T
PnEk s, 300nmENRBHTICERE
BRI -7, BEEBEEZS L E4H0mINT L

# VMK (0.5M NaOH, 1.5M NaCl) ic#
L, 1KEW-< NIRET S, Kic7 L% 400
ml HdFfIE (0.5M Tris-Cl, pH 7.0, 3M Na
Cl) e L 1 BMWw - < NiRET 2, PRI
BhoPLHKBELTB = toL)o—
A7 4 W¥— (Schleicher & Schiill #, BA
85) #NcERFTF R 79y T4 v TEE
(Bio-Rad #t) ic#% 7, E-buffer T0.6A, 2 K
B5IC1.2A, 2B Vv I be Ty Ty v T
L, =btvrre—x7419—FLic DNA %
BlLiz, 7405 — BB TREKREETICE0
°C, 28l ~—%>7L,DNA #7415 —EL
ICEEL 7z,

6) 74NE—=NA4T7)FLL— g0

DNA #BELz=}toLro—274N7F
—%20~40ml N50% =N LT 2 F, 5XSSPE
(1 XSSPE (30.18M NaCl, 10mM NaHPO,-
NaH:PO:;, 1 mM EDTA, pH 7.0) 5 XDen-
hart ## (1 XDenhart ##120.02% Ficoll
400, 0.02% polyvinyl pyrrolidone, 0.02 %
BSA), 1% glycine, 100ug/ml H#EML 72
%+ ) 7—DNA (4Mai% DNA % @& Kas
L723) B LT42°CTI RS v X ax—
Pavik 74 NF—%0.5ml DA T T4
¥— g B (50%KNLALT 2 F,5XSSPE
1 XDenhart #&#, 0.3% SDS, 1004.g/ml )
X+ ) 7T DNA, 749 —1cm?y) 5~
6 X105cpm N 7a—7) ITBLTHI > Ty
T BAHACCTHERM A > ¥ 2x— 3>
L7,

A>X%a_—L s Vv BEFUTAV b —7%
B € 7251 F B TFH500ml 0 2 XSSPE T 5 4
# 3\, & 5I2EH400m] 0.1% SDS —0.1
XSSPE # A\ T42°CTI5E 2 M) . 74
NG —3ERET 77y 7iICBA, —80°CT
A=A TFT 4 — kT2,

7) Fob7oy b4 7) 54—

Foyb7ay b7 )5LE—a>id
Kafatos 5220 HFikIzfE - 72, 50ul o DNAE
i 2 ulDI0ON KEEfLH ) 7 222 Zigic
107 FRE#RKSL, FRBD2MEET > €=
TLEMZHMTSE, Foyb7ey FAICIM
BT >E=nl@lLc=toere—R7
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AN —%nE, EBEty I LbEETT
ncHpfiL 7-: DNA ##L, 7402 —F1icD
NA%7ay bl 79y b E7405—%
2 XSSC (1 xXSSC {20.15M NaCl, 0.015 M

7I BT MY T7L) THY, BRTERTS.

HERBEZTT80°C, 2 BM~—%> 7L DNA
FEEL, THOFETI7IAENSug D

DNA #7 4 WS —LICBAETHZ 0 TE B,

NATN)TL = a2, $F—2 7407
—DNATNTLE— g3 I BELR,
8) FEFPREEERNFAR L in situ
47N 54— 3>

RSb #i#24°#&10cm 7 v — L I280%13 & 1%
SEL-BRIC, a0k FEKRIEE0.054g/mlic
2 &Iz, 3TC TS RIS RBERER LB
E0.1% MY 7y THlR R EEREL 218, %ic
B DR T 7L nfElA kDS, M
REHERZ AL v 7T 800EE, 5 oRELL,
LiE#0.25ml R L THRCR. hik2 s v 7
ICE N RBOPICEES - EITCICBH 2K
| (0.02M KCI1-0.01M Na-citrate) #7#%~%
i25mlimz,37CT07MA > Xa~X—a>
T2, HU800H%E 5 5 ME L L #0.25ml
RLTRT, BREOPICHIZZHEIRE, &
LS L (%L 7> Carnoy BEEM® (£ 5/ —
NITxFr301) 2%F2IC4mIMI b S
WML MBT 5, FiRIC15TLL ERE% 1,000

m& 5 SEE.GL, BU3mlnEERZMZ 5.

FiRic 5 MME®L,000m% 5 FMKET 5.
ZHBEEZSELES DA 2 L7270.5ml HE
ERBICHELLZ, BREBRVWIEZXIFILAFTIR
—20CTI0% T Na—NFIZRELTEBE,
EXREREMCEIET. 274 F772%%K
FoH L C30°EITTEBE, 15cm DEFSH 5 2
~3iE%EL, TLa—LT>7nk%2EBLTKA
REBL-BBAELTS, G- X T4 27753
BAICIE )T o RBEX LFRELZ, in
Situ N T ) T4 E— 3 B T LA
X, 2 XSSC, 100u4g/ml RNase (#ME | T
DNase # A igfb L 7: 4 ) b ¢37°C1 Befé 4 >
Xa~X—3>r75, 2XSSCT4EIKE-%
50%, 70%, 90%,100%=.% / — )L CIERBEX
T2, KICT0%HRIWLT I F, 2XSSCHTT70

' A

°C2 M # BB U50%, 70%, 920%,100%
g/ —nizBLTBRAKYT 5, SHER#L 72pSV-
E #50% &4 T7 3 F, 2X8SC, 10%7 % &
PN 2 — MCERIEBRKRT T2 5
BMBEHBRL, EXTAFT T RIZ20u ¥
DEHN—=TFZR%WTD, ZDRXT74 V7T
Z % 37°CREFIRE R PIC20RERE &, MK
Rtk &€, REBKRTETAV F—7T%kK
{72H1239°CTH50% R L AT 3 F—2 XSSCT
3[m, 2 XSSC T2 Mm#ty. BekilA (SA
KURA, autoradiographic emulsion, /»#&55)
*ERFL, BAOPICANACTELT S, 4
ENEBRTIIH3 » ABEBE LA, RiEHIZa=
F—nX (/NER) 2EW20CT4 2HBEL
7. 7v—7o 3H E#ix, H-TTP #HwWwT
Zw I 7 RAV—=varyRIETHIEICEY
7 X108 cpm/ug DNA o lbigEd L 270 —7
»RLNT,

R & 2

1) SV0nEVvX2F7—J0—=27
SV40-pBR 32504l 2 DNA 4F KB HE
HB 101% % EEZHR L2 &R, TcxaLTH
—7V—F kicHEz 7230 =— %50, Ap
ECm U7 L —McHBLAER, Ap W
Cm BEUNI0=—£23EB2. ZNHIH b5
fEx#S, 772 F2HMBLANEZEZ S,
£TIZ SV40 H A Z N Tvr7z, SV DA
FNTWRHAEF5 726, HIEEEE Hind
MY L14% T o— 27 VERKE % L7
(X13). Hind I #1kic & 5.9, 1.3, 1.2,
1.1, 0.53, 0.45Kb i » B n2nT,
B 2I2RTAEIC SV40 plAZT R Twa Tk
Db -7,

2) RSb#ifahn SV40 '/ rona v —#Hn
HeE

RSb e SVA0 7 / 2 a —H b %
T H7Hiz e b s R RS #FMEe (HEL)
DNA & SV40 DNA #H W THBRESR® L
72. ¥4 bbb HEL DNA 5 4gic SV40 DNA
%0, 2, 4, 6, 8, 10X10SugmzTFy
F7ey bl ThiEA~7Te4 K (n) DNA
LN SV40 7/ 50, 2, 4, 6, 8, 102
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X 3. Analysis of pSV-E by restriction
enzyme digestion. Digests were fractiona-
ted by electrophoresis in a 1.4% agarose
slab gel that was stained with ethidium
bromide. DNAs were: lane M, HindIII
digestion fragments of Bacteriophage
Lambda DNA; lane a, partially digested
pSV-E; lane b, EcoRI digested SV40; lane
c. HindIIl digested pSV-E.

0 2 4 6 3 10
~ 0000
L N

a b

4 Quantitation of SV40 genome copy
number in RSb cells by dot blot hybridization.
A. Reconstruction experiment. Various
quantities of SV40 DNA were mixed with
5 pg of human embryonic lung cell
(HEL) DNA. 0, 2, 4, 6, 8 and 10 in-
dicate copy numbers per haploid DNA,
respectively.
B. RSb cell DNA: (a) contained 2.5 ug
of HEL DNA and 2.5 xg of RSb cell
DNA; (b) contained 5 ng of RSb
cell DNA
DNAs were denatured, spotted onto the
nitrocellulose sheet and hybridized to 32P-
pSV-E as described in Materials and Me-
thods. The nitrocellulose sheet was exposed
to a film at —80°C for 2 days.

5. Cleavage patterns of RSb cell by
different restriction endonucleases. 20 ug
of RSb cell DNA were digested by Xhol
(a), Xhol+EcoRI (b), Xhol+ Baml (c), Eco-
RI (d), Baml (e), BamI+ Pvull (f) and Pvull
(g). The resulting DNA fragments were
fractionated by electrophoresis in a 1 %
agarose slab gel and stained with ethidium
bromide. HindIII digested Bacteriophage
Lambda DNA (M), EcoRI digested SV40
DNA (M;) and Pvull digested SV40 DNA
(M3) were used as molecular markers.

E—&FZNbNICHHLT S, & 51 RSb DNA
2.5.g+HEL DNA 2.54g (a), RSb DNA 5
ug (b) 2Fy 7wy L, BLEHFET A
TN I =2 3 P RIGEITE WRIGHEA —
SvATTT74—% L72(H4), BHERERL
Nz £ ) RSb g o> SV40 7/ 283~
794 FDNA %) 42— #ES 15 .RSb
MO BAREITF607% O THL ) H10T v
—D SV 7/ LOTFHET H T LISk b,
3) IBEGBERICHZAZNS SV 7/ LD
HIA A BER

RSbh #iA2 & V) 4l L 72 DNA %2 H#lIBREEFHRIC &
D ERLIAF REYICUIMTIL 1 %7 Ao —2 7 LER
Bk ) omE L2 (K5 ), He:HlREEREZ
Xho I, EcoRI, Baml, Pvu Il T Xho (3 SV
407/ LI IMTERML % & 72 % v, EcoR [,
Baml (3 SV40 7/ NI 1 » AT OYIMTERAL %2
L0, Pvull iz SV40 ~ 7 I 3 4 Fr Ul
Ak Lo, K1IcHVvWeHlREEF O SV40 7
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X1 6 . Detection of the DNA fragments
containing SV40 sequences after digestion
of RSb cell DNA with different endonu-

cleases. The products obtained by digestion

£

were fractionated as described in the legend to

Figure 5, transferred to a nitrocellulose
sheet and hybridized to 32P-labeled pSV-E
as described in Materials and Methods.

B

4—ar) #fThk-1, TORERER6IC
7. Xho I Tkl 2234 (X 6a), 26Kb 7
Ry FDARTIANANY /) 214 X(5.2Kb)
Ry FRREZINEVOT, ZOMBTIEE
Fip@EoRicT A NAY S LHHAZRTE
N, TANADEEEI LW bbb, 12
EcoRI, Baml 41t (K 6d.e) T& LIz 4.1

Kb /s> FaihabndZ &b, SV40 7/ 4
DNz LEErDBEEZLNS, LAL
hit, 7/ L% 4 X7 5.2Kb o3y Fh
ENLVDT, HIAAKEIC BV T#H1.14Kb

DY) LDOREDHD, 4. 1KbDTTELL 7 4
WAYT I L N2 LIER - Twa T
bbb, EcoRIM{L (W6b,d) Tix, 35
12 2.4Kb /5> FHRIE NG, NV FORE
DEH 5 2.4Kb 75 724> ik, 4.1Kb 7 7
AP EBUBETSDAZL, LR
AZAEnTwa, 2.4Kb 757 2>+ 54.1Kb
777 Ay EEKELTHAZN TN E DD,

NI EET 2NHEIPRTHATH 5.

Bam I {41k (X 6e) & Bam I+Pvu IIi&{L(X

late gene ori early gene

B EP L4 P B EP
1 il - 1 1 1]
L T l] T T T T T L T T U |1 SV 40

0t O 09 08 07 Q06 05 04 03 02 01 0 mapunit
NN l i Y
SOON : Pl
\\ \\ : 1 i 1
e hg .
B E P P B EP

o — — ————f——~~~~ RSb cell
—— 20 ———097 %082 %
L 4.1 »
—— AIKb —

7 . Structure of integrated SV40 genomes in RSb cells.
The top figure is the restriction map of SV40 DNA. Restri-

ction enzyme sites are:

E, EcoRI;

B, Baml and P, Pvull.

Also shown is the structure of SV40 integration sites in RSh
cell DNA. Open sections are SV40 DNA and the wavy lines

represent host DNA sequences.

by a triangle.

J L bEToOPMELERL, T RiKR— 4
WK SVE0 7/ L2 RIBT 726, i —
LTay b A TN T4 — 3y (HH—
IRV P—ETANT =TT

The deletion is represented

6f) BT 2L, A 42D/ FP 4. 1KD A
52.0Kkb iz b 20T, 4.1Kb 73720}
12 SV40 # Pvu Il TiHTLL 282 TX 52,0
Kb7F 74> b digEnTwsb, Pvu Il 41k
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[X18. A RSb metaphase cell hybridized with
3H-labeled pSV-E at a concentration of 2.2
ung/ml for 20 hr and exposed to autoradio-
graphic emulsion for 3 months. The arrows
indicate the labeled sites on chromosomes.

1y
ik

10 11 12

_-
~

15 Je 17 18

ORek
85%

T E
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19 20 21 22 Y X
F G

[X19. Labeling pattern of pSV-E hybri-
dized to RSb metaphase chromosomes.

nHA (K6g) & Bam I+Pvu I i1k
nigs (Mef) #iEk$T2E, Pvull
HILDIFZAICA L1 51.8Kb, 1.5Kb o)
X2 Fh'Bam [ Db TAHLN L (%D
Zehh, M77 722 odizid, Bam
I nYTERiIh & Ts ", 1.8Kb 7
7' 2> %, Bam 11416 70.97Kb &
0.82Kb 77 72> M2 d, ULon
R L, SVA0 7/ LDTFEREBERAN
NELLMPAALBEMTH S, 4.1Kb7 5
TAZMZOWTEZ B ER T
%", RSb #ifgTi3 large T E% 32—
FEAMPNETHEENTNB I LD
bhr b,

J 4) insitu~47) T4 ¥r— 3 ik

gtk F T SV 7 2 2o

BiLliC%>TC=y 77> A — 3

RIGIC &) BEEN T o —-T2E L

NdEIh722 &, FhnA 7y F
A€—2 3 > RIEDEEFREF SN, BREIS
FoZ bt 128—DERFTLSRE
REIZ2o B 7T 22 EXREIC L 5 2210
12.13.23.24.25.26).

Z oM E A RSh fifgni ik kic SV
07/ 622y 7L, BAAT %A,
ek DNA #8241 k) 1 KR8 DNA (- L,
THUCAEMICE D 1 A DNA i L72 °H &
#SV40 DNA Mz, A7) F{+—2 3
CRIG#1TH 5 &, SV40 DNA Z & KN
HENH LG LBLAETEINT, A—} 72
FT7774 =& N ZNMBEMD - EHTE
5, H8ICRTMC RENDEFICHBULF 5 5
o, ZHOMEEH SV ¥/ L0HAF T
SMEICHLET 2. 1005 RBEHFRIZOWT
%éﬁ&%tﬂﬂ%muﬁm%%%ﬁﬁmLt
DHFY TH5D, B SV4A0 »#AF T
BEDRBEKE L VWEW) DY — R EZ S
12h%, ZTOHERERTIL, 29, 6q, 7q, 13q i
SBUFNERHHLNBH, WIS LBLVSH
zRL7z,

% =
ARILTIE, SV40 R P EHRMILIC BT
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s -7 1620 1525 483 T -~ P8 _ 0
D o
i—‘_AGTCACTT_ CTCGAC——'——AGTCA ATT—_.. CTCGAC__A'—'_‘-&
B’ A B A
+ n3? !
— 37 4

10, Possible recombination sites and sequences in the late

region of SV40 DNA

% SV40 7/ A DTEEREK DNA ~n#A A
B2, FIEEZYOMA O —> 7oy b
A7V 74— a3 it k), SLICHAARER
L% in situ/~4 7)) ¥4 ¥— 3 12 & D RET
L7z,
BEEMERaKcHAZNA 7 (L2 DNA
B7ANZADaTEA®ZI—FLTW3, %
HEFER94°1.14Kb K%k L T4.1Kb %5 T
BY, ZO4IKbDARTEEL T A NRYT ) LDE,
L N2 LBERL> T3, 740
24 ) ADREBMEZBHRT B2, 202
— 7 — % BT SV D IEGTHNEER
FloEPEIC DV THRETL 72, RI0cRL &
Jiz, HERES (ori) A5 388IEENMEIC
CAGCTC (10, A &FfL) & v ) IREEFIA' D
N, 4831E#% B4 & TTACTGA(XI10B#AL)
L IEERFIGH L, b A, BEU,S,
FRFN1ITERBEN L A, B 4ALIc, B
HOBENETIAHYN, AL A OMELKEIZ6/6,
BsB OBIMERT/8THD., - THERK
DEBBRICNT I A=y F> 7HEY, 1137
BENDY ) LORKEBZENI IR
ELEZLNE, TNEILYT S LOREERE
L7358, BEETFYI—-FT53250naT
g, VP, VP, VPs & T%ELZ AT
X 70w, i RSh #Ef0 %2 3FA AR & MlamE
LTdh, 74V R% rescue TEuh 7220 &
WOBERER L LFET S, —MRIC SV TE
Bl AFEMBTIE, BELTANVARY /) L
N2 LEELR L - T, EEREKICHEA
FncTws, Larl, ZORBRTLETYA

NAY ) LI HE N, BU7AVAREE
TA5E51c% 3D, RSh M3 FFEMIBTH
B, HH—>Toy b4 TN)ITL -3
COERTL, BETANRIEZAEO LW,
Ihicid, BUEETEYI TELWI D]
DOBHRELTEZLNE., —F, 4.1Kb D7
ANRYT ) LORIZRIEEFOLTHES
nTEH, RSb HEOEMRICIE, ELELENT
HEHBE L TWBZ EATREENS,
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Molecular analyses of the arrangement and localization
of viral genomes integrated in a SV40-transformed
human cell line
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(Director: Prof. T. Oda)

The arrangement and localization of viral genomes integrated in RSb cells were
analyzed by molecular biological techniques. The RSb cell line was established from
human embryonic fibroblasts transformed by sequential infection of Rous sarcoma
virus and Simian virus 40 (SV40). SV40 DNA used for analyses was obtained by mole-
cular cloning. The copy numbers of integrated viral genomes were estimated by dot
blot hybridization. The arrangement of integrated viral genomes was analyzed by
Southern blot hybridization. Chromosomal locations of the genome were studied by
in situ molecular hybridization.

Most of the integrated viral genomes lack 1.14 kb (about 20% of SV 40 DNA) from
the late transcription region which encodes the viral core proteins. The integrated
defective 4.1 Kb genome is partially repeated in the host DNA. RSb cells contain the
whole large T antigen-coding sequence, and the large T antigen may play a major role
in the transformation of this cell line. Results of the dot blot hybridization and in situ
hybridization indicate that RSb cells contain about 10 copies of viral genomes per cell
and that these genomes are integrated in at least 4 sites of the host chromosomes. These
results along with others suggest that there is no unique integration site of SV40 DNA
in human cells.



