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# # # PRESENTATION BY DR. ROBERT POLLACK # % =

DR. POLLACK: Thank you, Dr. Amos. Dr.
Hammer, Dr. DeVita. I would like toc speak on matters
of NCI policy toward basic research.

It is my belie? that the National Cancer
Institute should structure its policies for research,
for techrology, and for political stratégg soc as to
understand the underlying causes of the disease as
well as to treat its victiﬁs.

I believe this is the only known path to
eventual control of any life—threatening disease. I
will outline my suggestions for actions in the next
decade in each of these three sfrategic domains.

First, research. The mechanism of growth
control of cells of the body is not yet well
urderstood. This remains the second half of the great
war against cancer in which the NCI has enlisted the
commitment of so many physicians and scientists.

The first hal+f of the war, the discovery of
the genetic elements necesgaru and sufficient fo
derange & cell and the demonstration that some of
these are encapsidated in viruses is well underuway

ard deserves continued support; however, the second
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part of the war is where the victory will be most
quickly felt on the homefront when it comes.

Novel pharmacologic intervention will
require knowledge of the cellular molecules with
which these cancer genzs and their products interact.

So, specifically, I recommend that the
following three points be taken into considefation
for policy in the next decade on basic research.

First, regulatory elements, regulatory
genes are well understood in prokaryotes., The great
prerequisite advance in genetics that lead to this
detailed knowledge of their structure and function

Titoh =~ Mened
was the Pardee—ggggﬁaungﬁcu_studg of a single mutant
regulatory gene’s activity iﬁ a set of different

genetic backgrounds by mating of bacteria.

The discovery of the mechanism of the first

'regbiatofg gene, the I gene;of beta galactasides

depended on this technology. It is now possible to do
the same gort of studg in mammalian cells.

The technology of DNA transfection is a
Tapidly growing one and deficiencies of DNA transfer
approach unity. This technology should provide
salective systems for studying and for isolating

genetic elements capahla of requlating normal

mammnallian ctell growth.
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Second, some cellular molecules must
interact in solution with the molecules encoded by
the set of onc genes defined by transfection.

The study of these cellular molecules and
the genes that encode and regulate their expression
is the best step outward from what is knouwn to what
must be learned sbout cancer at éhe cellular level.

Third, DNA moves. This fact, first
described at the macro level of resoluéion by Barbarsa
McClintock, has now been confirmed and extended to
the resolution of single base pairs.

Indeed:, we now know that as m;ch as ten
percent of the DNA in the cells of the fruit fly,
Droscphila melanogaster, can move from place to place
in the genome.

The role of such movement in the rapidity
of evolutionary change is one of the most exciting
new problems in biology., Joining molecular,
macroscopic and behavioral biologists for the first
time in a common body of answerable questions, but,
for our purposes., the elucidation of DNA movement in
somatic cells is central insofar as it offers one
easy resolution of the two problems I have mentioned

above,

That is, the position of a given stretch of
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DNA in the genome can, in some cases, be responsible
for its capacity to express its information so that
DNA movement itself has potential to be a regulatory
elament in normal and cancerous cell growth,

Second: I would like to discuss for a
moment technolagical development in cancer research.
The technology of biolcgy has lead te the capacity to
manipulate larger and larger macromolecular arrays
and to perserve the nativity of weaker and weaker
bonds.

Two technological'restrictions currently
block further experimentation. The current analytical
threshhold for 'solubility and nativity is about ten
million molecular weight for brotein arrays.

Second, the demands ﬁf splubility destroy
arrays that anchor in or through cell membranes.
These two limitations destrég information, negétive
entropy, that is stored as the position of protein
ensemblas in the CEII-membrane and at least two magor
c2ll-cell events are therefore not now available to
molecular analysis. These are cell-cell contact and
hormone receptor function.

Sc: work to expand our capacity to handle
large macromolecular arrays and work on

hydrephobic—hydrophilic reconstruction systems
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deserve new and vigorous support in the next decade
in my opinion,

Finally, I would like to discuss for a
moment the politics of cancer Tesearch as I
understand it. Prognostication is s very delicate
art.

When linkéd to the awarding of funds, it
can be a profound and affective ari. The NCI should
be prcud of the many scientists in—houée and
extramural who have put in their time to read and
review grant applications, as well as the ones who
have, in fact, carried out the research.

National and local politics ought to have
no place in this process. Recently, I have begun to
hear fairly reproducible horror stories of peer
review bent beyond recognition by the severe cutting
of funds available for competitive grants.

At the same time, I have received calls
from many of my favorite scientists, both inside and
out the NCI, who describe in graphic detail a decline
in morale as people leave academic Jobs for
irdustrial ones, government ones for academic ones
under conditions where replacement is difficult or

forbidden.

Peer review works best when it fosters

22
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creativity in science. It degrades into farce, in my
opinion, when money is so abruptly cut back that
priority scores fall below grade at the slightest
hestitation from even gne panel member.

This 1is now commonplace on some study
sections. Of course, without any doubt, the worst

fate that could come to the NCI would be that of

~other government agencies in recent times to have the

executive branch of the government scan potential
peer reviewers for their political credentials while
cutting funds available fpr support.

So, I believe the most immediate political
cbligation ycu have is to assure the continyed
availability of money for the initiation and
ctontinuation of grants for baéic Tesearch.

Thank yovu. That is my prepared remarks. I

"will be glad to answer qﬁes%ions as well.

(Applause.)

DR. AMOS: Nou. it is with a certain
hasitation that I open these remarks for discussion.
I wondar if the chairman cannot assume an arbitrary
Tole here to say that the politics was not a part of
this eve2ning‘s discussion,

Are there comments or questions on the

other two-thirds of Dr., Pollack’s presentation from
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the Panel members or from the members of the so far
non-participating audience? Dr. Gallo?

DR. 6ALLO: May I Just say something to put
a little perspective on one point that Bob Pellack
made., I don’t think anybody could disagree with the
ma jor comments of supporting basic cancer research. I
think that is obvion ard no one could take a
position against it.

But I think the argument thaf a lot of
péople who are your favorite scientists have left
academia to go into industry whether from the
gevernment or from universities,in my view, is
prebably not tonm target. I think they didn’t go in
becavse they couldn’t get funded. I think they went
in because of other gains.

PR, POLLACK: Harold, what are the
groundrules? Shall I let that go by or shall I answyer
it? It is vup to you.

DR. AMOS: I think, Bob, since you have
been attacked, we should give you at least —-—

DR. POLLACK: In the briefest terms, it
doesn’t really do well to say we are all for basic
Tesearch. As I understand basic research and as I was
taught to be a scientist, if Tequires absolute

openness and the combination of the decreasing
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availability of competitive funds for basic research
in extramural program, when measured in inflated
dallars, and the availability of alternate ways to do
Tesearch uﬁich are not guite as open or as public has
lead people to make tha final decision to go into
other forms of resesarch.

I don't beliave theﬁ to be in the nation’s
bast intersts, inscfar as they have no replicative
function. No one in a company trains a graduate
student to be a scientist and, in that semse, I think
the country is eating its seed corn and that is a
mistake, |

DR. GALLD: I truly don’t disagree with you
one iota. I just meant to emphasize a point that some
of the visible laboratories or.visible individuals
who leave academia %o go into indu;trg are sometimes
motivated not by lack of Fuﬁding or lack of a large
lab intramural NIH or gutside.

There is a ﬁau development and industry is
paying a lot of money and I think that is a major
factor.

DR. AMOS: I think that some of the points
that Dr. Pollack has made in his presentation will
probably be Tevisited by one or two pther speakeT s,

Therzfore, I wauld like to move on to Dr. Margaret
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Kripke who will —— before Dr. Kripke begins, there
are one or two seats vup front. Can you look around to
see if there are seats. There are quite a few pecple
standing in back. There are two or three seats up in
front, if you would like to come forward.

Can we take Just a minute to seat the feuw
people, i+ they would like to be seated. Would anyone
hold up their hand beside an empty seat. There are
three seats right vp here. IFf no one wants to move,

we will proceed then with Dr. Kripke.
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