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2,3,7,8 tetrachlorinated dioxin. This ex- 
ceeds the EPA estimates of total current 
anthropogenic emissions in the United 
States by an order of magnitude. 

-Philip H. AbeLFon 

The D, Receptor Gene 

Kenneth Blum and Ernest P. Noble (Let- 
ters, 2 Sept., p. 1346) incorrectly imply 
that we have demonstrated (Articles, 17 
June, p. 17 15) that the gene encoding the 
dopamine D, receptor locus (Drd2) influ- 
ences several responses to alcohol, mor- 
phine, and cocaine in the mouse. We 
would like to clarify our interpretation of 
the data we presented (in our original 
figure 2)  and reiterate our intent in treat- 
ing the composite figure representing ge- 
netic influences on drug resDonses. 

The method of quantitative trait locus 
(QTL) gene mapping allows identification 
of the tentative chromosomal positions of 
the genes influencing traits showing multi- 
genic inheritance ( I  ). We applied the QTL 
method to data from our own and others' 
laboratories to seek patterns of association 
that might suggest hypotheses regarding 
commonality of genetic control of multiple ~ drug responses. We indeed reported prelim- 

inary evidence suggesting that several drug- 
related behaviors are tentatively associated 
with marker loci in a region of mouse chro- 
mosome 9 near the gene Dd2 (2). Howev- 
er. we are rather less saneuine than Blum 
and Noble appear to be abYout the interpre- 
tation of this Dattern of results. As we tried 
to make clear, the composite map we pre- 
sented was designed to stimulate hypothesis 
generation, not to serve as a springboard for 
jumping to conclusions. 

We briefly reiterate here the important 
reasons for not assuming that this pattern of 
association shows that the Drd2 gene is the u 

QTL mapped in each case (our original 
note 76). First, the associations presented in 
the figure represent tentative assignments 
of genetic association and need to be veri- 
fied in a segregating F, or backcross popu- 
lation [our original notes 69 and 74; see also 
(3)]. While we expect that the majority of 
the provisional QTLs will be confirmed by 
further, rigorous tests with F, or backcross 
populations, only two QTLs for responses in 
the Drd2 region have thus far been tested 
and verified. Contiguity of multiple verified 
QTLs in a relatively small region of chro- 
mosome 9 could reflect several causes (our 
original note 76). Each trait could be influ- 
enced by a different gene. Some (or all) 
could be affected by the same gene, or a 
gene cluster. Finally, all could be affected by 
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the same single gene. Any of these genes 
could be, but is not necessarily, the Drd2 
gene. We agree with Blum and Noble that 
a single gene can influence a complex trait 
(ascertaining the location of such genes is 
the point of QTL mapping), but it is spe- 
cious to insinuate that David Goldman or 
any other geneticist would disagree. All of 
the drug responses that we found to be 
associated with markers in the region near 
Drd2 also were associated with markers in 
several other regions of other chromo- 
somes. The enthusiasm of Blum and Noble 
notwithstanding, dopamine remains an 
important neurotransmitter in determin- 
ing some drug responses, and the D2 re- 
ceptor may also have a role. Much more 
work will be necessary to test these hy- 
potheses in available genetic animal mod- 
els. The QTL method is one among many 
approaches discussed in our article that 
should allow the ultimate clarification of 
any possible role of dopamine D2 receptor 
variants in alcoholism. 
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Corrections and Clarifications 

In the article "Genetic dissection of complex 
traits" by Eric S. Lander and Nicholas J. 
Schork (30 Sept., p. 2037), on page 2038, in 
column 2, under "Other transmission mecha- 
nisms," the second sentence should have be- 
gun, "These include mitochondria1 inheri- 
tance (in which mitochondria pass solely 
through the maternal gem line. . . ." 

In the response by E. A. Finch and S. M. Goldin 
(5 Aug., p. 813) to the technical comment 
"Calcium and inositol 1,4,5-trisphosphate-in- 
duced Ca2+ release" by L. Combettes and P. 
Champeil(5 Aug., p. 813), in parts B and C of 
figure 1 (p. 814), the insets referring to Ca 
concentrations were inadvertantly inter- 
changed. The concentration for figure 1B 
should have been, "300 nM Ca" and that for 
figure 1C should have been, "10 nM Ca." 

In 1998, the American 
Association for the Advancement 
of Science (AAAS) will celebrate 
the 150th anniversary of its 
founding. A commemorative 
postage stamp would be a fitting 
tribute to the Association's his- 
toric efforts to promote the 
progress of science and engi- 
neerin in the service of 
human P ind. 

BUT YOUR HELP IS ESSENTIAL. 

We need letters expressing sup- 
port for a AAAS commemorative 
stamp as well as ideas for the 
stamp's theme and design. 
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and non-selectively at the reducing 
terminus. 
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