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The consensus conclusion of several recent major international livestock genetics conferences is that
genomic localization of economic trait loci and subsequent marker-assisted selection for these traits will
rapidly facilitate genetic improvement of livestock. Genetic improvement of cattle, specifically for
efficiency of food utilization, reproductive performance, resistance to disease, and higher quality of beef
and dairy products ranks high among the world's agricultural research needs. The necessary tool for large
scale improvement of such a diverse array of phenotypes by marker-assisted selection is a 20 centiMorgan
map of the bovine genome, consisting of highly polymorphic loci that can be easily scored by teams of
investigators studying the segregation of desirable traits. This same map can subsequently be developed to
a high level of resolution in regions around genes of particular interest and used to isolate and clone genes
involved in the expression of economically important traits.

Experiments in our laboratory (1, 2, 3) and others (4, 5) demonstrate that the methods that have
revolutionized human genetics in the last decade can do the same for cattle genetics. Bovine cells readily
hybridize with mouse L cells or hamster E36 cells and segregate cattle chromosomes (1). Genetic analysis
of these segregating hybrid cells has produced the current syntenic map of the cow which consists of more
than 270 genes including markers of every bovine chromosome. Fifteen of the autosomal syntenic groups
have been assigned to chromosomes. Our laboratory has participated in these assignments (6, 7). We
have selected genes for physical mapping based on their potential role in key physiological processes and
their value in defining the limits of chromosomal conservation with the human and mouse maps. We have
used Southern blotting of more than 200 bovine and heterologous probes and more recently, the
polymerase chain reaction (PCR) with published primer sequences to generate these maps.

Comparative mapping.

The human and mouse gene maps contain over 3000 and 1200 loci, respectively, representing
investments of several hundred scientist-years and millions of dollars. This investment need not be totally
repeated with cattle. It has become apparent that sizable portions of most chromosomes have been
conserved in mammalian evolution. The homology of the cow and human genomic maps is remarkable
(1, 2). Thus, the chromosomal location of genes in cattle is predictable - if the same genes have been
mapped in humans to one of the highly conserved regions. Similarly, there is sufficient conservation of
the cow and mouse genomes to predict, with only slightly less confidence, the location of cattle genes
whose homologues are mapped in mice.

Linkage mapping.

A high density linkage map of marker loci will be the ultimate tool in the use of marker assisted
selection for the improvement of disease resistance and productivity in cattle. The number of markers
required for a linkage map of the bovine genome useful for the detection of economically important traits is
dependent on the desired informativeness and distribution of markers. Twenty cM genomic spacing is
generally regarded as sufficient for the use of multiple linked markers for interval mapping of quantitative
trait loci (8) and is the target of most organized initiatives for animal genome mapping. A marker spacing
of 20 ¢M requires a minimum of 125 evenly spaced, totally informative markers. Over 230 randomly
spaced markers are required, however, for 90% coverage of the 25 Morgan bovine genome at 20 cM
intervals (9). The effective use of physical mapping should reduce the required number to below 230 but
perfect spacing is an unrealistic expectation. Currently, there are only a few highly polymorphic markers
available for bovine linkage analysis and common public reference families have not been available;
consequently, only a few isolated linkage studies have been conducted (4, 5, 10, 11). The development of
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additional polymorphic markers and the application of these markers to common meiotic products is a
necessity for the development of the bovine linkage map.

A new type of polymorphic marker, commonly referred to as a microsatellite, has recently become
available that exploits the variation in simple tandemly repeated DNA (12, 13, 14). The variation between
individuals is visualized by PCR and gel electrophoresis. Initial studies indicate that microsatellites are
found throughout genomes of all mammals studied, including cattle (15, 16, 17), and demonstrate high
levels of polymorphism (12, 13, 14). Many genotypes can be simultaneously analyzed and since the
technique is based on the polymerase chain reaction, preparation of samples is simplified (18).
Microsatellites also serve as the sequence tagged sites (STS) described by Olson et al. (19) and generally
regarded as the ideal marker for a truly public linkage map of agriculturally important species (20). A map
of such markers antiquates the need for storage and shipment of probes, requiring only a public list of
primer sequences and optimum PCR conditions. Consequently, microsatellites appear to be the markers
of choice for development of the bovine linkage map. With this in mind, we have begun to lay the
foundation for a microsatellite linkage map with anchor points to the valuable physical map of the species
and comparative maps of other mammals.

Genomic mapping.

Mature genomic maps are composites of data derived in different laboratories with different
genetic/molecular tools and biological resources. These disparate data can only be tied into a common map
by anchor loci, i.e., unique sequences common to two or more sets of mapping data. Two types of
anchor loci are generally recognized as essential to the genomic map of a species (21). Type I anchor loci
are evolutionarily conserved loci, usually coding genes, whose homology between species can be clearly
established. These loci provide the predictive power of comparative gene maps and help resolve break
points in evolutionary chromosomal conservation. Type II anchor loci are species-specific markers that
are highly polymorphic and consequently likely to be scored in multiple linkage studies of that species.
They anchor linkage maps generated from analysis of different meiotic events and thus facilitate the merger
of these data into a consensus map. These loci should have a high polymorphic information content (PIC
2.5) (22) and should utilize probes or PCR primers from the public domain. The best of these loci are
often minisatellites or microsatellites which do not demonstrate sufficient evolutionary conservation to
double as Type I anchor loci.

As the preceding paragraph implies, comparative maps and linkage maps are often uncoupled.
Moreover, physical chromosome maps, as generated by somatic cell genetics or in situ hybridization, are
rarely anchored to the linkage map of the same species simply because Type I anchor loci historically
predominate in the development of physical maps. This situation is unfortunate in that it stifles the
efficient development of a 20 cM bovine linkage map of Type II loci, the ultimate tool for mapping
economic trait loci (ETL), by limiting the extrapolation to cattle of the genetic data available (and
anticipated) for humans and mice. Along with the development of a type II locus linkage map, we propose
to incorporate a sufficient number of Type II loci into the physical and comparative maps to (1) utilize the
physical map of cattle chromosomes as a gauge for spacing and terminalization of the linkage map and (2)
10 better utilize human and mouse comparative data in the development of the bovine map.

Available Biological Resources.

Hybrid Somatic Cells. We have a panel of 20 bovine-rodent hybrid cell lines (selected from over
150 we have made) that have been characterized for over 270 genetic markers on all bovine syntenic
groups. The resulting map, comprised primarily of Type I markers, is the foundation for comparative
genomic studies with other mammals and has also proved effective for preliminary assignment of Type II
loci, both by probe hybridization (3) and PCR priming (23). STS markers have been mapped in this
panel, 24 of them microsatellites. In addition to the live and cryopreserved cells in our laboratory, DNA
from this panel has been prepared and stored and is available for distribution to other laboratories.

Reference Families. An international panel of reference families for bovine linkage mapping has
been developed, modeled after the very effective C.E.P.H. collaboration in human genetics. Fourteen
full-sib families with a total of 212 offspring (Table 1) have been selected from Kenya (A. Teale,
ILR.AD.), Australia (J. Hetzel, C.S.I.LR.O.) and Texas (J. Womack, T.A.M.U.). Sufficient DNA has
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been collected from individuals in these families for analysis of over 5000 markers (more if PCR based)
and is currently available as a public scientific resource.

Table 1. Panel of Reference Families for International Use in Developing a Public Linkage Map of the
Bovine Genome.

Texas (Brangus) Offspring
31 x Q1 19
Q2 11
?3 10
Q4 5
32 x 95 12

Australia (Indicus x Taurus)

31 X Q1 21
Q2 13

Q3 10

32 x 94 13
Q5 15

33 X ?6 10
Q7 16

Kenya (N'Dama x Boran)

a1 x Q1 37
32 X Q2 20
total 212

Resource Families: A 20 cM bovine linkage map of highly polymorphic markers will likely be
accomplished by 1994. The next step in utilization of this valuable resource is the mapping of economic
trait loci (ETL), many of which will be quantitative trait loci (QTL). Large families segregating these traits
must be identified among existing breeding populations or developed under experimental conditions.
Several investigators have anticipated the development of a linkage map and initiated the breeding of
interesting resource families to coincide with the development of the availability of mapped, highly
polymorphic markers. Soller and Beckman (Israel), working with investigators at the I.T.C. in the
Gambia, conceptualized the mapping of genes for trypanotolerance in N'Damo cattle. This program has
been initiated by Teale (I.L.R.A.D. in Nairobi) and a team of geneticists has been assembled to test marker
genotypes on the F2 animals as they are scored for response to Tsetse challenge. Other resource families
have been generated, two at my University, one segregating beef carcass traits and the other segregating
resistance to Brucella abortus. These studies will undoubtedly map QTL relative to easily tested DNA
markers, making marker-assisted selection a reality. If the linkage map is properly anchored to the
physical map, enhanced mapping in the specific chromosomal regions can eventually lead to the
identification and cloning of the genes involved.
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Summary

An informal international initiative is underway to map the bovine genome. Formal programs have
begun in several countries. The overall objective is a linkage map of highly polymorphic DNA markers at
intervals no greater than 20 centimorgans (20% probability of recombination in meiosis). This map will be
used to identify relationships of markers to economically important traits, and therefore for marker-assisted
selection of desirable phenotypes. High density maps of specific chromosomal regions can subsequently
be used to identify and clone the genes of interest. The first traits to be mapped will likely be those that are
simply inherited, i.e., polled, dwarf and various recessive lethals. The next traits will be those that are
multigenic and influenced by environmental factors, i.e., growth, reproduction and disease resistance
traits. Markers are rapidly being developed to complete the map and an international panel of reference
families isavailable for this purpose. Several resource families segregating specific economically important
traits are in various stages of development.

References

1. Womack, J.E. and Moll, Y.D. (1986). Gene map of the cow: Conservation of linkage with mouse and man. J. Hered. 77, 2-7. 2. Womack, J.E.
(1987). Genetic engineering in agriculture: Animal genetics and development. Trends Genet. 3, 65-68. 3. Womack, J.E. (1990). Gene mapping in

the cow. In Advances in Veterinary Sci and Comparative Medicine: D ic Animal Cytog R.A. McFeely, ed. (San Diego: Academic
Press, Inc.), pp. 251-271. 4. Fries, R., Hediger, R., and § i G. (1988). The loci for parathyroid hormone and B-globin are closely linked
and map to ch 15 in cattle. G ics 3, 302-307. 5. Georges, M., Lathrop, M., Bouquet, Y., Hilbert, P., Marcotte, A., Schwers, A.,
Roupain, J., Vassart, G. and Hanset, R. (1990). Linkage relationships among 20 genetic markers in cattle. Evidence for linkage between two pairs of
blood group systems: B-Z and S-F/V respectively. Animal G ics 21,95-105. 6. Threadgill, D.W. and Womack, J.E. (1990). Genomic analysis of
major bovine mild proteins. Nucleic Acids Res. 18, 6935-6942. 7. Threadgill, D.W., Fries, R., Faber, LK., Vassart, G., Gunawardana, A., Stran-
zinger, G., and Womack, J.E. (1990b). The thyroglobulin gene is sy ic with the MYC and MOS protooncogenes and carbonic anhydrase II and

maps to chromosome 14 in cattle. Cytogenet. Cell Genet. 53, 32-36. 8. Lander, E.S. and Botstein, D. (1989). Mapping Mendelian factors underly-
mg quantitative traits usmg RFLP linkage maps. Genetics 121, 1985-199. 9. Beckmann, J.S. and Soller, M. (1983). Restriction fragment length
hisms in genetic imp! : Methodologi pping and costs. Theor. Appl. Genet 76,35-43. 10. Foreman, M.L. and Womack, J.E.
1939) Genetic and synteny mapping ot' parathyroid hormone and beta h in mice. hem. Genet. 27, 541-549. 11. Fries, R., Beck-
mann, J.S., Georges, M., Soller, M., and Womack, J.E. (1989). The bovine gene map. Animal Genet. 20,3-29. 12. Jeffrey, L.A. and Litt, M. (1989).
Ahypervariable microsatellite revealed by in vitro amplification of a dinucleotide repeat within the cardiac muscle actin gene. Am. J. Hum. Genet.
44,397-401.  13. Tautz, D. (1989). Hypervariability of simple sequences as a general source for polymorphic DNA markers. Nucleic Acids Res. 17,
0463-6471. 14. Weber, J.L. and May, P.E. (1989). Abundant class of human DNA polymorphisms which can be typed using the polymerase chain
reaction. Am. J. Hum. Genet. 44, 388-396. 15. Litt, M., Guo, Z., Luo, X.Y., Luty, J., and Sharma, V. (1990). Chromosomal distribution of polymor-
phic TG microsatellites. Am. J. Hum. Genet. 47 Suppl., A189. 16. Hamada, H. and Kal T. (1982). P ial Z-DNA formi are
hxghly dlspersed in the human genome. Nature 298, 396-398. 17. Fries, R., Eggen, A., and Strazinger, G. (1990). The bovine genome contains
i llites. G 8, 403-406. 18. Weber, J.L. (1990). Human DNA polymorphism based on length variations in simple-se-
quence tandem repeats. In Genetic and Physical Mapping. K.E. Davies and S.M. Tilghman, eds (Cold Spnng Harbor: Cold Spnng Harbor Laborato-
1y Press), pp. 159-181.  19. Olson, M., Hood, L., Cantor, C., and Botstein, D. (1989). A for p pping of the human
genome, Science 254, 1434-2435.  20. Beckman, J.S. and Soller, M. (1990). Toward a unified approach to gcneuc mapping of euknryote: based on
sequene tagged microsatellites sites. Bio/Tech. 8, 930-932. 21. O’Brien, S.J. (1991). M i pping: Lessons and prospects. Curr.
Op. Genet. and Dev. 1, 105-111.  22. Botstein, D., White, R.L., Skolnick, M., and Davis, R.W. (1980) Construction of a genetic linkage map in man
using restriction fragment length polymorphisms. Am. J. Hum. Genet. 32, 314-331. 23. Dietz, A.B., Neibergs, H.L., and Womack, J.E. (1992).
Assignment of eight loci bovine syntenic groups by PCR: estension of a comparative map. Mammalian Genome 3:106-111.

1ahi

Vol.1 — 299

SIQUONTORIJ SUIAOE JO UOT)RIO0SSY URILIOUIY SLIAdOD) B

<

“UoNNQLISIp $sa00€ uado



	aabp_1992_congress_v1_0322
	aabp_1992_congress_v1_0323
	aabp_1992_congress_v1_0324
	aabp_1992_congress_v1_0325

