thought to be essential for the manufacture
and use of stone tools.

The manual dexterity involved in the
manufacture and use of stone tools not only
involves a powerful thumb, but also other
nuances of hand morphology that allow
power in grasping and efficient positioning
of the tool in the hand. Marzke of Arizona
State University has outlined a number of
important features (10, 11). Among these
are a relatively long thumb in relation to the
other fingers as well as the ability to spread
and oppose the thumb and fingers as, for ex-
ample, when grasping a small ball or using
a hammer stone. This type of grip requires
the palm to assume a cupped shape, which
helps position the thumb and fingers
around a spherical object. It is relevant that
although A. afarensis lacks the stout thumb,
it has both a relatively long thumb in rela-
tion to its other fingers and the necessary
modifications on the index and middle fin-
ger side of the hand to allow partial cup-
ping of the palm. Marzke concludes that al-
though A. afarensis could not have grasped a
hammer stone with all five fingers as mod-

ern humans can, it could have grasped it be-
tween its palm and its thumb, index, and mid-
dle fingers. Australopithecus afarensis, therefore,
had hands that were more capable of tool
use than those of living apes and would
have occupied a half-way position in tool
use between the stout-thumbed hominids and
their more slender-thumbed antecedents.
There is no doubt that stout-thumbed
hominids were anatomically more effective
toolmakers and users than primates without
this adaptation, but how much more effec-
tive were they? The suggestion that all ear-
ly hominids subsequent to 2.5 million years
ago might have occupied “cultural” niches
and the implication that living primates as
well as those hominids that lived before
this date did not, must be clearly under-
stood to be an inference drawn solely from
the manual dexterity implied by the posses-
sion of stout thumbs. What a “cultural”
niche means in this context is unclear. We
are treading on dangerous ground if we
jump to the conclusion that it means any
more than a difference in manual dexterity
that can be associated with the production

and use of stone tools. Care should be taken
not to overinterpret the stout-thumbed fea-
ture to suggest that it implies a major wa-
tershed in the intellectual, linguistic, or
symbolic ability of our early ancestors. We
must keep clearly in mind the distinction
between those inferences that are firmly
rooted in the evidence and those that may
fall into the category of wishful thinking.
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Attractive Axon Guidance Molecules

Herwig Baier and Friedrich Bonhoeffer

Nerve cells are wired to other nerve cells
over distances that are regularly more than
a thousand times larger than their cell bod-
ies. In many instances, these connections
are unfailingly precise from the time they are
formed during embryonic development. How
do nerve cells find their partners? Santiago
Ramon y Cajal (1) was one of the first to
ask this question and to suggest a cellular
mechanism. In embryonic nervous tissue,
he observed amoeboid thickenings at the
tips of what he interpreted correctly as elon-
gating nerve processes (axons ot dendrites).
He called these thickenings “growth cones”
and intuitively attributed to them a role in
pathfinding and target recognition. He fur-
ther speculated that substances released by
the target tissue could lay a trace for the ad-
vancing growth cones by a mechanism
similar to chemotaxis of whole organisms.
In order to be able to navigate to the tar-
get, the growth cones would sniff out gradi-
ents of these chemotropic molecules and
orient their migration accordingly.
Although Cajal’s notion of the growth
cone as the essential player in the develop-

The authors are at the Max-Planck-Institut far Entwick-
lungsbiologie, Post Office Box 2109, D-72011 Tubin-
gen, Germany.

ment of neuronal connections has found its
way to textbooks, his further speculation,
the chemoattraction hypothesis, has only
recently been put on more solid ground.
Evidence for the existence of chemoattrac-
tion has come from in vitro studies pio-
neered by Lumsden and Davies (2). In this
type of assay, two pieces of tissue, one con-
taining the target cells and the other giving
rise to axons, are placed beside each other
in a drop of collagen. The collagen matrix
provides a suitable environment for axonal
outgrowth and at the same time stabilizes
the diffusion gradient of target-released fac-
tors by abolishing convection. If one of
these factors is chemotropic, outgrowing
axons turn toward the source of this factor,
providing a straightforward assay of axon
guidance. Such an assay then can be the
starting point for biochemical purification
and molecular cloning of guidance molecules.

This route has now been successfully
followed by Marc Tessier-Lavigne and his
co-workers at the University of California
in San Francisco and at Columbia Univer-
sity (3, 4). The two molecules cloned,
which they call netrins (after the Sanskrit
“netr” meaning “guiding”), are the first
chemotropic factors identified by their func-
tion. Other factors, like nerve growth fac-
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tor, have been implicated in axon guidance
in vitro (5), but a related function in vivo
has remained obscure [see (2), for example].

In the new work (3, 4), the guidance of
a population of axons in the spinal cord of
chick and rat was examined. These axons
originate from the so-called commissural
neurons in the dorsal spinal cord and grow
ventrally to the floor plate as an intermedi-
ate target. Here, their growth cones cross
the midline and make a turn toward the
brain. The initial phase of axon guidance
to the floor plate can be reproduced in vi-
tro by placing pieces of dorsal and ventral
spinal cord into collagen. The ventral piece
attracts commissural axons from the dorsal
piece at the appropriate embryonic stages
over a distance of a few hundred microme-
ters (6). This chemotropism is perfectly
correlated with an outgrowth-promoting
(trophic) effect on commissural axons in a
much simpler assay: When a piece of dorsal
spinal cord is exposed to floor plate—condi-
tioned medium, there is a dramatic increase
in the number and lengths of axons (6).
The outgrowth assay was used to biochemi-
cally purify the activity, with the hope that
tropic and trophic effects were caused by
the same factor. It is now clear that taking
this risk paid off.

Netrin-1 and netrin-2 are two novel se-
creted proteins of molecular weight 75,000
and 78,000 that are 72% identical to each
other (3). They are for the most part mem-
brane-associated, but also exist in soluble
form. Netrin-1 is expressed-solely by floor-
plate cells, whereas netrin-2 transcripts are
detected more widely and at lower levels in
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