
LETTERS 

IARC Benzene Report 

Following the article "Risk estimate 
vanishes from benzene report" by Mar- 
jorie Sun (News and Comment, 3 Sept., 
p. 914), I should like to clarify the follow- 
ing points. 

1) In the heat of the argument con- 
cerning benzene, it seems to have gone 
unnoticed that volume 29 of the IARC 
Monographs on the Evaluation of the 
Carcinogenic Risk of Chemicals to Hu- 
mans (I) published by the International 
Agency for Research on Cancer (IARC) 
contains 18 monographs on individual 
chemicals, one of which is benzene. The 
monograph on benzene (1, pp. 93-148) 
contains a critical review of all available 
information on this chemical and ends 
with an evaluation which reads: "there is 
sufficient evidence that benzene is carci- 
nogenic to man. " 

2) The annex to volume 29, with the 
title "Some aspects of quantitative can- 
cer risk estimation" (1, pp. 391-398), is 
the first attempt the IARC has made to 
explore the possibility of making quanti- 
tative cancer risk estimations. While 
such quantitative estimates may eventu- 
ally become incorporated into the IARC 
Monographs, the present annex is in no 
way an integral part of the Monographs. 
The Working Group which met in Octo- 
ber 1981 "recommended to IARC that a 
special monograph be prepared on quan- 
titative risk estimation" (1, p. 391). 

3) During the October 1981 meeting 
that prepared volume 29, there was no 
detailed or in-depth discussion about 
methodologies for extrapolation of can- 
cer risks. As is stated in the summary 
remarks of the annex (1, p. 396), "the 
Working Group restricted their analyses 
to data available in published form and 
kept extrapolations to a minimum." 
With this in mind, the annex was later 
revised with the aim of making it a solid 
scientific document that did not attempt 
to provide risk estimates beyond what 
the data permit and would represent a 
sound initial step on which a program to 
explore the feasibility of making quanti- 
tative risk estimations could be built. 
The text as it now stands reflects the 
quantitative data derived from published 
epidemiological studies. 

On pages 395 and 396, there is a com- 
plete and objective summary of the avail- 
able evidence of risks derived from ex- 
posure to benzene. It is clearly indicated 
that, at 100 parts per million, the estimat- 
ed relative risk for leukemia is increased 
more than 20-fold. Risks of this magni- 
tude should attract attention to the possi- 

bility of significant risks at much lower 
levels. The IARC felt, however, that the 
data were insufficient to quantify pre- 
cisely risks at lower levels. It is possible 
that many people have not read the an- 
nex in its entirety. 

4) Several officials of the National 
Cancer Institute have expressed their 
concern about the issue of quantitative 
risk assessment. It is clear that, at least 
in part, this concern is related to the 
considerable adverse reaction caused 
within the scientific community by a 
document on quantitative risk estimates 
from occupational exposures prepared 
some time ago by scientists at a number 
of federal agencies, including the Nation- 
al Cancer Institute (2). The opinions of 
national institutes have been, and always 
will be, taken into consideration, but this 
in no way implies that IARC has been or 
will be ready to accept any interference 
in its activities and decisions. 

LORENZO TOMATIS 
International Agency for Research on 
Cancer, 150 cours Albert Thomas, 
69372 Lyon, France 
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American Participation in IIASA 

We welcome the editorial by Jurgen 
Schmandt (10 Sept., p. 987) on the Inter- 
national Institute for Applied Systems 
Analysis (IIASA). We are glad to take 
this opportunity to let the American sci- 
entific community know that American 
participation will not cease with the end 
of this calendar year, when the National 
Academy of Sciences withdraws as the 
National Member Organization. The 
American Academy of Arts and Sciences 
in Boston will take up the role as Nation- 
al Member Organization for the United 
States as of 1 January 1983 and is seeking 
to raise from foundations and corporate 
sources enough money to cover the dues 
and related administrative expenses for 
the next several years. 

We cannot agree with Schmandt's 
view that the lesson to be drawn from the 
Administration's decision to withdraw 
from IIASA is that the "design was too 
complex and the goals too ambitious." 
We think the lesson is a simpler one: 
short-term and ideological consider- 
ations were given too large a weight in 

the government's decision to stop fund- 
ing. We expect to demonstrate by con- 
tinued participation of able American 
scientists that IIASA's work is of sub- 
stantial intellectual value and that it can 
continue to make an indispensible contri- 
bution to the understanding and resolu- 
tion of problems that go beyond the 
ideological divisions and barriers in the 
world today. 

CARL KAYSEN* 
Program in Science, Technology, and 
Society, Massachusetts Institute of 
Technology, Cambridge 02139 

ROGER LEVIEN* 
Xerox Corporation, 
Stamford, Connecticut 06904 
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NIH 3T3 Cell Line 

The current excitement concerning the 
discovery of similar "oncogenes" in sev- 
eral tumor viruses and several human 
tumors (Research News, 14 May, p. 724) 
brings us back to the fundamental ques- 
tion of when a cancer begins. The biolog- 
ical assay system used in most of the 
recent oncogene work has been the NIH 
3T3 line of mouse fibroblasts (I), a highly 
contact-inhibited, anchorage-dependent 
cell culture in which a less contact-inhib- 
ited, less attachment-dependent cell and 
its descendants can easily be identified. 
But like the original 3T3 line (2) and the 
Balbl3T3 line (3), as well as other "es- 
tablished" mouse lines (4), the NIH 3T3 
line originated as rapidly growing cells 
that appeared in a primary culture of 
diploid cells undergoing the senescent 
"crisis" inevitable for all diploid cul- 
tures. Like the others, it is already het- 
eroploid in chromosome constitution (5). 
Balbl3T3 cells can be shown to be tumor- 
igenic under certain circumstances (6), 
and it seems likely that NIH 3T3 cells 
would do so as well. 

Thus, NIH 3T3 cells already have 
some of the properties of "transformed" 
cells and are potentially tumorigenic. 
They can be made into less contact- 
inhibited, less anchorage-dependent 
cells-features that are subsequently ac- 
quired stepwise in the evolution or "pro- 
gression" of all tumors. Factors that 
accelerate this evolution are not really 
oncogenes but "progressogenes." Un- 
derstanding them is of much interest and 
clinical relevance, but it is not the same 
as understanding the initial event, usual- 
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ly if not always accompanied by begin- into the stone streams to earthquakes (1, our economy. However, the reasons for 
their successes still appear to  be unre- 
solved. I am concerned that we still do 
not understand how to tackle this serious 
problem. Perhaps, as  summarized by 
Norman, "the answer to the U.S. indus- 
try's ills can be found in Detroit rather 
than in Washington." But if Washington 
does not understand the source of our 
ills, it can only hamper our efforts to  find 
the cure. 

J .  IVAN LEGG 
Department of Chemistry, Washington 
State University, Pullman 99164-4630 

ning heteroploidy (2, 41, which enables p. 2561, an explanation that would not be 
generally accepted today (2). 

NEL CAINE 
Institute of Arctic and Alpine Research 
and Department of Geography, 
University of Colorado, Boulder 80309 

cells to overcome senescence and to 
grow and divide permanently (7). S o  
far, oncogene researchers admit concern 
over the normalcy of NIH 3T3 cells but 
continue to  use them as an assay system. 
I wish more attention would be directed 
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to  the key initial event that occurred 
previously in this and other established 
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Japanese Successes 
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In a previous letter (5 Feb., p. 6141, I 
indicated that, since moves were afoot to  
sever the accountability strings of the 
Office of Management and Budget's 
(OMB's) Circular A-87 from block grants 
to  states, a similar accommodation to 
colleges and universities for research 

process efficiencies and worker produc- 
tivity gains. But the Japanese themselves 
are increasingly concerned about their 
own future because they lack the very 

"Streams of Stones" strengths that we have in abundance- 
creativity and flexibility." Keyworth 

grants, contracts, and cooperative agree- 
ments governed by the cost principles of 
Circular A-21 might be appropriate. On 6 William J .  Broad, in his article "Sur- 

vival of the fittest in the Falklands" 
(News and Comment, 25 June, p. 1389) 

supports his observations by referring to 
a New York Times article by Steve Lohr 
(1). Keyworth cites the article as  saying 
that "the Japanese system of manage- 

July, the Secretary of the Department of 
Health and Human Services issued final 
rules (I)  implementing seven block grant comments on the "streams of stones" 

which have long intrigued scientific visi- 
tors to  the Falkland Islands. Charles 
Darwin reported (1, p. 254) correctly that 

ment which is seniority-based, is often 
ill-suited to  fast-moving, emerging mar- 
kets." 

programs established by the Omnibus 
Budget Reconciliation Act of 1981 (Pub- 
lic Law 97-35). Not only were the block 

the stone streams are composed of angu- 
lar quartzite fragments, not "lava flows- 
. . . broken up in large chunks" as  sug- 

gested by Broad, although Darwin's figu- 
rative description of them might be con- 
sidered ambiguous: "We may imagine 
that streams of white lava had flowed" 
(1, p. 255). These deposits are no longer 
the geologic oddities that they were in 

Norman reports on a study by the 
National Academy of Engineering pub- 
lished on 26 July. Norman writes that 
"the study concludes, if the U.S .  indus- 

grant5 "exempted from the usual depart- 
mental grant administration require- 
ments" (1, p. 29476) based on OMB 
circulars A-102 and A-87 but, also, a 
clear laissez-faire policy is indicated by 
statements in the final rules such as, 
". . . TWle will not burden the States' 

try is ever going to recover its competi- 
tive position, it must change the way it 
does business. In particular, it must start 
bringing workers into decision-making 
and create an environment where inno- 

. . 

administration of the programs with 
. . . procedural rules, paperwork and re- 

the early 19th century, although their 
origin continues to  be discussed (2). Sim- 
ilar features have been widely reported 

vation is encouraged. . . . Japanese 
companies, it [the report] says, have 
been able to change and innovate more 

cordkeeping requirements, or other reg- 
ulatory provisions" (1). 

It is difficult to  reconcile such a 
"hands o f f '  policy for block grants with 
a strict accountability policy for academ- 
ic research. I suggest that this double 
standard be remedied by returning over- 
sight for sponsored programs to the aca- 
demic institutions, just as the states' 

from areas of late-Pleistocene periglacial 
activity on almost all of the continents 
(2). 

Darwin's explanation of the stone 
streams of the Falkland Islands [as well 
as similar deposits he observed on 
Mount Wellington, Tasmania, in Febru- 
ary 1836 (1, pp. 314 and 53611 seems to 
have been based on his later observa- 
tions in the Pacific. Conditions in Con- 
cepcion, Chile, soon after the earth- 
quake of 20 February 1835 greatly im- 

rapidly and have managed to maintain a 
system of excellent quality control. In 
comparison, the American industry 
tends to be more rigid, labor manage- 
ment relations are more hierarchical and 
adversarial, and there has been less 
scope for innovation." 

Keyworth and the National Academy 
of Engineering are emphasizing some- 

laws and procedures are deferred to  un- 
der block grants. 

WALTER F .  MATYSTIK 
Manhattan College, Manhattan College 
Parkway, Riverdale, New York 10471 

what different aspects in comparing Jap- 
anese and U.S. industries, but the mes- 
sages conveyed are almost diametrically 

pressed him. Subsequently, he ascribed 
the movement of quartzite fragments 

opposed. There is no question that the 
Japanese have made major inroad5 into 
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