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Vitamin D receptors and hyperparathyroidism 
To the editor - Carling and colleagues 
report that the frequency of the vita­
min D, receptor (VDR) genotype bb in 
Caucasian patients with primary hyper­
parathyroidism (HPT) is higher than 
that in control subjects'. They speculate 
that reduced VDR expression in 
parathyroid glands may impede ade­
quate suppression by vitamin D, in 
subjects with the genotype bb and may 
contribute to parathyroid tumorigene­
sis in those subjects. 

We have analyzed the frequency of 
Bsmi and Apai polymorphism in intron 
8 of the VDR gene, in 22 Japanese pa­
tients with HPT (46-80 years old) and 
generation-matched control subjects. 
Peripheral leukocyte DNA was ampli­
fied using the polymerase chain 
reaction (PCR) and the products di­
gested with Bsml or Apal (ref. 2, 3). 
Genotype bb was found in 18 of the 22 
patients with HPT (82%) and in 70 of 
the 92 control subjects (76%), revealing 

I 
no significant difference. We found 
that the frequency of the b allele in 

! Japanese subjects was much higher 
I than that in Caucasians reported else-

where•·'. Genotypes aa and Aa (Apal 
j polymorphism) were found in 13 and 8 

of the 22 HPT patients, respectively. 
Those aa and Aa genotypes accounted 
for 31 and 31 of the 65 control subjects, 
respectively, and again, the frequency 
was not significantly different between 
HPT patients and controls. In Japan, 
the frequency of the a allele also seems 
higher than that in Caucasians'. 

The prevalence of HPT in Japanese is 
about 1% (ref. 6), comparable to that in 
Caucasians. As calcium intake or dura­
tion of sun exposure could also 
influence vitamin D-parathyroid hor­
mone axis, the effect of the VDR gene 
polymorphisms on parathyroid tumori­
genesis may be a little different among 
various ethnic groups. 

Finally, Howard and colleagues report 
that suppression of parathyroid hor­
mone secretion by active vitamin D, 
administration is less effective in sub­
jects with the genotype BB (ref. 7) and 
Dawson-Hughes and colleagues demon­
strated decreased calcium absorption 
rates with a low-calcium diet, in the BB 
subjects". These results conflict with the 
idea that decreased expression of VDR 
in the bb subjects may impair the effect 
of vitamin D,. Further functional analy-
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ses of the effects of VDR genotypes are 
necessary to clarify the exact relation­
ship between VDR polymorphisms and 
HPT. 

SHOICHIRO NAGASAKA
1

, SAN-E ISHIKAWA', 

HA."<A MATOBA
2

, KEN KUBOTA
2

, 

ToRu MuRAKAMI2 & TosHIKAZU SAITd 
'Division of Endoainology and Metabolism 

Department of Medicine, Jichi Medical School 

3311-1 Yakushiji, Minamikawachi 

Tochigi 329-04, Japan 

' Department of Medicine 

Tokyo Metropolitan Komagome Hospital 

Tokyo 113, Japan 

1. Carling, T. et al. Vitamin D receptor genotypes in 
primary hyperparathyroidism. Nature Med. 1, 
1309-1311 (1995). 

2. Morrison, N.A. et al. Prediction of bone density 
from vitamin D receptor alleles. Nature 367, 
284-287 (1994). 

3. Riggs, B. I.. Pta/. The contribution of vitamin D re­
ceptor gene alleles to the determination of bone ' 
mineral density in normal and osteoporotic 
women. 1- Bone Miner. Res. 10, 991-996 (1995). 

4. Yamagata, Z. eta/. Vitamin D receptor gene poly­
morphism and bone mineral density in healthy 
Japanese women. Lancet 344, 1027 (1994). 

5. Mat.suyama, T. et al. Vitamin D receptor geno­
types and bone mineral density. Lancet 345, 
1238-1239 (1995). 

6. Shishiba, Y. Screening of primary hyperparathy­
roidism. !- Jpn. Soc. Intern. Med. 82, 1928-1931 
(1993). 

7. Howard, G. et al. Genetic influences on bone 
density: Physiological correlates of vitamin D re­
ceptor gene alleles in premenopausal women. f. 
Clin. Endocrinol. Metab. 80, 2800-2805 (1995). 

8. Dawson-Hughes, B. eta/. Calcium absorption on 
high and low calcium intakes in relation to vita­
min D receptor genotype. 1- Clin. Endocrinol. 
Metab. 80,3657-3661 (1995). 

_______ , ___ _ 

The greatest threat of all 
To the editor - Your editorial (Nature 
Medicine 1, 1221; 1995) points to 29 new 
or reemerging diseases during the past 
two decades and the international efforts 
to establish a global information infra­
structure and global alert network. 
Undoubtedly, studies of the physiology, 
genetics and pathogenesis of these mi­
crobes should be initiated and pursued 
vigorously. However, it is also essential 
that the potential impact of global cli­
mate and environmental changes is 
taken seriously. 

Even modest temperature changes can 
influence the distribution and abun­
dance of vectors and intermediate hosts', 
and recent events have demonstrated 
that the performance of labile viral vac­
cines and other therapeutics can be 
suboptimal in developing countries2 

where refrigeration facilities may be poor 
and temperature fluctuations extreme. 
The potential impact of global climate 

changes on vaccine potency in the field 
could be minimized by first assessing the 
detailed environmental characteristics of 
various locations and then selecting 
products that can withstand these condi­
tions. The development and availability 
of fully stabilized products would also be 
invaluable. 

Basic laboratory research alone fails to 
take account of the influence the envi­
ronment may have on our attempts to 
better treat and manage the threat of 
emerging diseases. 
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