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LETTERS 

Bacterial Contamination of Human 
Tumor Samples 

Since the discovery that certain hu- 
man tumors contain activated onco- 
genes, a great deal of effort has been 
dedicated to searching for genetic alter- 
ations that may explain their neoplastic 
properties. While screening human car- 
;inomas for possible rearrangements 
within ras oncogenes, we have encoun- 
tered an artifact that I would like to 
report to other investigators engaged in 
similar endeavors. We have detected sig- 
nificant amounts of pBR322-related se- 
quences, presumably of bacterial origin, 
in DNA's isolated from about 20 percent 
of colonic tissues (both tumors and pol- 
yps) and occasionally in tumor material 
that was stored frozen in a repository. 
We suspect some of the latter material 
may have been suboptimally stored. 
These human tumor DNA's contain 
DNA fragments of a high molecular 
weight (8 to 30 kilobase pairs) that hy- 
bridized with certain oncogene probe 
preparations. This hybridization was due 
to a low percentage of pBR322 se- 
quences which are invariably present in 
probes obtained from DNA fragments 
subcloned in pBR322, even after two 
cycles of electrophoretic purification. 
Because the relative contribution of 
these residual vector sequences varies 
tremendously with the size of the DNA 
fragments used as probes, the pBR322- 
related DNA fragments present in hu- 
man tumor DNA were detected with 
probes of less than 300 base pairs but not 
with probes of 2 kilobase pairs or larger. 
In view of these observations, I strongly 
recommend the routine use of vector 
probes as controls in Southern blot anal- 
ysis of human tumor DNA's. 

MARIANO BARBACID 
Developmental Oncology Program, 
National Cancer Institute-Frederick 
Cancer Research Facility, 
Frederick, Maryland 21 701 

Recently in the study of hepatitis B 
vims (HBV) integration and hepatocar- 
cinogenesis, there has been concern 
about getting false positive results due to 
bacterial contamination of autopsy mate- 
rials. 

Using both an HBV DNA probe and a 
pBR322 probe, we hybridized DNA from 
hepatocellular carcinomas (HCC) ob- 
tained at autopsy from 70 humans. The 
HBV DNA probe showed 1 to 6 bands 
per case in 32 HCC's, whereas the 
pBR322 probe revealed bands in 15 
HCC's, including a hepatoblastoma, 
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with exactly the same pattern as that 
obtained with the HBV DNA probe. 
Histological study revealed bacterial col- 
onies in some HCC tissues that had 
given rise to the bands with the pBR322 
probe. This indicates that false positive 
bands may result from hybridization of 
the probe with bacterial plasmids in au- 
tops y materials. 

When these false positive cases were 
deleted, our corrected figures for the 
integration of HBV DNA were as fol- 
lows: 15 out of 20 as opposed to 18 out of 
20 HCC's from carrier patients; 0 out of 
16 as opposed to 6 out of 16 HCC's from 
patients with HBV antibodies (noncar- 
riers); and 1 out of 34 as opposed to 4 out 
of 34 HCC's from patients clinically neg- 
ative for HBV. 

OKIO HINO 
TOMOYUKI KITAGAWA 

HARUO SUGANO 
Department of Pathology. 
Cancer Institute, 
Kami-Ikebukuro, Toshima-ku 
Tokyo 170, Japan 

Seroepidemiology 

Gina Kolata, in her commentary on 
"The new epidemiology" (News and 
Comment, 4 May, p. 481), discusses the 
use of serum collections that are taken 
for one purpose and used for another. 
She gives the examples of the serum 
collections of the Harvard Hypertension 
and Follow-up Program that are being 
used to determine the relation of levels 
of vitamin A, vitamin E, or carotenoids 
to cancer. The low cost of $6000 for the 
study is emphasized. She also refers to 
the Comstock collection of serum from 
25,000 healthy persons in follow~up stud- 
ies of cancer. 

I was pleased to see the usefulness of 
serum banks recognized; however, "the 
new epidemiology" is neither so new nor 
so inexpensive as indicated. The World 
Health Organization has promoted the 
multiple uses of serum collections since 
1959 (1)  and has established three serum 
banks (2). The applications of seroepide- 
miology have bqen presented over the 
past 20 years, and results from the use of 
the Comstock collection in the seroepi- 
demiology of Hodgkin's disease were 
presented in 1981 (3). 

Readers should also be aware of the 
continuing costs of maintaining the se- 
rum collection, continuing follow-up for 
diseases such as cancer in prospective 
studies, and carrying out tests on the 
serum. We are currently working with 
the Harvard School of Public Health on a 
large prospective study of Hodgkin's dis- 

Today: Early cuneiform tablet 

To find key knowledge in a world overwhelmed 
with information, scientists turn to DIALOC 
Thousands of years ago, an information revolution began when 

writing was invented in Mesopotamia. 
Today, the world faces a revolution of a different kind. The problem 

isn't how to record information. It's how to find it. 
The solution is DIALOG: the world's largest scientific and techni- 

cal databank. For over a decade we've been providing online access to 
scientific information. 

To millions of journal articles, conference papers, technical re- 
ports, books and patents. The information you need to do your job. 

With more databases than any other online system and the most 
powerful software available, DIALOG pinpoints new ideas-emerging 
technologies, product developments, research policies, social and 
economic issues. 

Instantly, from your desktop terminal or personal computer. With 
no monthly minimums or initiation fees. 

To learn more about this revolutionary tool, contact DIALOG 
Marketing, 3460 Hillview Ave., Dept. 83, Palo Alto, CA 94304. 
Call 800/227-1927 (800/982-5838 in Calif.). 

- - - 

INFORMATION SERVICES, INC. 
A subsidiary of the Lockheed Corporation. 

Circle No. 157 on Readers' Service Card 

17 AUGUST 1984 




