
I Elute DNA 
From 

Agarose Gels 
In One Step. 

Using Millipore's Ultrafree@-MC 
0.45pm centrifugal filter device with 
Durapore@ (PVDF) membrane, you 
can elute DNA from agarose gels 
in five minutes with a simple, one- 
step procedure. The only equipment 
you need is a variable speed micro- 
centrifuge. Just put the agarose 
block containing the DNA in the 
Ultrafree-MC insert and give it one 
5-minute spin at 5,000 g .  That's 
all it takes. 

Call for a free sample. 
Not only is Ultrafree-MC fast and 
easy, ifsfree. Call orfaxfora sam- 
ple. U.S. and C a d ,  call Technical 
Services: 1 -800-MlLllPORE; in 
Japan, call: (03) 3474-9 1 1 1 ; in 
Europe, fax: +33 .88 .38 .9  1.95. 
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ocrit in association with dehydration dur- 
ing athletic competition has the potential 
to  precipitate catastrophic thrombotic 
events. We  also do not share the o ~ i n i o n  
that a transgenic polycythemic mouse will 
be a "Mighty Mouse." Transgenic mice 
with polycythemia resulting from expres- 
sion of the human erythropoietin gene (5) 
have reduced life spans, which may be due 
to complications similar to those identi- 
fied in patients with polycythemia. 

The  EPO-R is also expressed in non- 
erythroid tissues such as endothelial cells 
(6)  and brain cells (7). The  function of 
EPO-R in non-erythroid tissues is un- 
known, and the effect of EPO-R mutations 
in those tissues is even less predictable and 
may account for some of the pathology we 
and others have observed. Moreover, if 
this mutation rendered some advantaee to " 
its carriers one would expect the frequency 
of these mutant EPO-R alleles to increase 
in the population over time, yet PFCP is 
an extremely rare disease in which each 
affected pedigree analyzed has had a dif- 
ferent mutation. 

Josef T. P r c M  
University of Alabama, 

Birmingham, A L  35294 -0006, U S A  
@egg L. Semenza 

Johns Hopkins University 
School of Medicine, 

Baltimore, M D  2 1 287-39 14, U S A  
Jaroslaw P r c M  

McGill University, 
Montreal, Canada H3T IMS  

Lubornir Sokol 
University of Alabama, 

Birmingham, A L  35294 -0006, U S A  

References 
1. U. Kling Muller et a/., Cell 80, 729 (1995). 
2. L. D. Schultz et a/.,  ibid. 73. 1445 (1993); B. A. 

Witthuhn et a/., ib~d. 74, 227 (1993). 
3. G.  M. Perrlne, J .  T .  Prchal, J .  F .  Prchal, Blood 50, 

134 (1977); J. T. Prchal, W. M. Grist, E. Goldwasser, 
G. Perrine, J .  F .  Prchal, ibid. 66, 1208 (1 985): P. D. 
Emanuel et a/. , ibid. 79, 301 9 (1 992); L. Sokol eta/., 
Exper. Hematol. 22, 447 (1 994). 

4. L. Sokol, Blood 86, 15 (1 995). 
5. G. L. Semenza et a/., Proc. Natl. Acad. Sci. U.S.A. 

88, 8725 (1991). 
6. A. Anagnoustou etal., /bid. 87. 5978 (1990). 
7. M. Dlgicaylioglu et a/., ibid. 92, 3717 (1995). 

Prebiotic 5-Substituted Uracils 
and a Primitive Genetic Code 
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The plausibility of such a code is enhanced 
by an analogous recognition of serine or 
threonine residues through strong binding 
to cytosine (2), 
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noteworthy because most of the present 
codons for these amino acids are cytosine- 
centered. 
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Resbonse: Interactions between S-substitut- 
ed uracils and peptide chains may well have 
been im~or tan t  in the me-RNA world. This 
would be particularly important if the back- 
bone of the earliest genetic material was 
peptide-linked rather than ribose-phos- 
phate-linked, for example, the peptide nu- 
cleic acid of Nielsen (1 ). If the interaction . , 
between the pyrimidines and the peptide 
are selective enough, then the origin of 
protein synthesis may have been easier than 
previously thought, and the RNA world 
may have lasted a shorter time than is usu- 
ally assumed. 
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