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Revised 14.7-cM Locus for the
Hyperparathyroidism–Jaw Tumor
Syndrome Gene, HRPT2

To the Editor:
We reported previously that the locus for hyperparathy-
roidism–jaw tumor syndrome (MIM 145001), HRPT2,
appeared to be within a 0.7-cM region on chromosome
1q, on the basis of shared haplotype data from two fam-
ilies (Hobbs et al. 1999). The map order of the markers
was originally derived from the chromosome 1 maps from
Généthon (Dib et al. 1996; Généthon Web site) and the
Whitehead Institute for Genome Research (Whitehead In-
stitute for Genome Research Web site). Recent work by
Carpten et al. (2000) and the human genome sequencing
project (Lander et al. 2001) have shed new light on the
proposed locus. These detailed physical-map data change
the order of two markers (underlined) that are important
in defining the shared haplotype region (in parenthe-
ses), from (D1S466, D1S2701, CHLC.12F10, D1S240,
D1S2848, D1S254), D1S191, D1S444 to (D1S466,
D1S2701, CHLC.12F10, D1S240, D1S254), D1S444,
D1S191, D1S2848 (centromeric to telomeric). This re-
moves D1S2848 from the reported shared haplotype re-
gion. Telomeric to D1S240, a new marker also became
available: 277P67-2A8 (GenBank accession number
AF181675). This marker was not shared between the two
families in question, further reducing the shared haplotype
region to the area defined between D1S466 and D1S240
(∼1.8 cM): (D1S466, D1S2701, CHLC.12F10, D1S240),
277P67-2A8, D1S254, D1S444, D1S191, D1S2848.

For the markers remaining in the shared haplotype re-
gion—D1S466, D1S2701, CHLC.12F10, and D1S240—
the frequencies for the alleles found in the affected hap-
lotype are 0.06, 0.74, 0.18, and 0.50, respectively. This
gives a calculated frequency in the general population of
0.004, or 1/250. This haplotype is much more common
than that calculated for the original proposed shared hap-
lotype region (population frequency of 1/38,000) and in-
dicates that the newly reduced shared haplotype region
is not indicative of an HRPT2 haplotype.

Furthermore, the reduced shared haplotype region
(D1S466 to D1S240) now no longer overlaps with the

nonrecombinant region for our families (277P67-2A8 to
D1S306, or D1S477 in current databases [Human Ge-
nome Working Draft Web site]). We conclude that the
HRPT2 gene must lie within this 14.7-cM nonrecom-
binant region. Although our initial shared haplotype
data provided misleading results, the examination of
shared haplotype data in different families has proven
valuable in refining the map location for other disease
gene loci (i.e., the loci for autosomal dominant Star-
gardt-like macular dystrophy [Donoso et al. 2001] and
primary erythermalgia [Drenth et al. 2001]) and should
continue to be explored in uncommon genetic diseases.
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Généthon, http://www.genethon.fr/



Letter to the Editor 1377

Human Genome Working Draft, http://genome.ucsc.edu/ (for
the sequence from D1S240 to D1S477, estimated at 17.5
Mb)

Online Mendelian Inheritance in Man (OMIM), http://www
.ncbi.nlm.nih.gov/Omim/ (for hyperparathyroidism–jaw tu-
mor syndrome [MIM 145001])

Whitehead Institute for Genome Research, http://www-
genome.wi.mit.edu/

References

Carpten JD, Makalowska I, Robbins CM, Scott N, Sood R,
Connors TD, Bonner TI, Smith JR, Faruque MU, Stephan
DA, Pinkett H, Morgenbesser SD, Su K, Graham C, Gregory
SG, Williams H, McDonald L, Baxevanis AD, Klingler KW,
Landes GM, Trent JM (2000) A 6-Mb high-resolution phys-
ical and transcription map encompassing the hereditary
prostate cancer 1 (HPC1) region. Genomics 64:1–14

Dib C, Faure S, Fizames C, Samson D, Drouot N, Vignal A,
Millasseau P, Marc S, Hazan J, Seboun E, Lathrop M, Gya-
pay G, Morissette J, Weissenbach J (1996) A comprehensive
genetic map of the human genome based on 5,264 micro-
satellites. Nature 380:152–154

Donoso LA, Frost AT, Stone EM, Weleber RG, MacDonald
IM, Hageman GS, Cibis GW, Ritter R III, Edwards AO
(2001) Autosomal dominant Stargardt-like macular dystro-
phy: founder effect and reassessment of genetic heteroge-
neity. Arch Ophthalmol 119:564–570

Drenth JP, Finley WH, Breedveld GJ, Testers L, Michiels JJ,
Guillet G, Taieb A, Kirby RL, Heutink P (2001) The primary
erythermalgia-susceptibility gene is located on chromosome
2q31-32. Am J Hum Genet 68:1277–1282

Hobbs MR, Pole AR, Pidwirny G, Rosen IB, Zarbo R, Coon
H, Heath H III, Leppert M, Jackson CE (1999) Hyperpara-
thyroidism-jaw tumor syndrome: the HRPT2 locus is within
a 0.7-cM region on chromosome 1q. Am J Hum Genet 64:
518–525

Lander ES, Linton LM, Birren B, Nusbaum C, Zody MC,
Baldwin J, Devon K, et al (2001) Initial sequencing and
analysis of the human genome. Nature 409:860–921

Address for correspondence and reprints: Dr. Maurine R. Hobbs, University
of Utah, Division of Endocrinology, 30 North 1900 East, Room 4C116, Salt
Lake City, UT 84132-2405. E-mail: Maurine.Hobbs@hsc.utah.edu

� 2002 by The American Society of Human Genetics. All rights reserved.
0002-9297/2002/7005-0030$15.00


	Revised 14.7-cM Locus for the Hyperparathyroidism–Jaw Tumor Syndrome Gene, HRPT2
	Acknowledgments
	References


