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GLUCAGON TREATMENT IN NICTH 

To the editor: 

In their recent case report (JCEM, September 1995) R.C. Baxter et al. 
(1) described the therapeutic efficacy of glucocorticoids and growth 
hormone (GH) for an ilderly woman witch nonislet cell tumoyhypo- 
alvcemia (NICTH). In addition to the elegant delineation of comulex 
&&regulation of insulin-like growth factor ‘iIGF) homeostasis, the re’port 
points to the practical difficulties of prolonged GH administration in 
such patients. In addition, long-term glucocorticoid treatment is not 
without hazard, even though in this patient modest prednisone dosage 
proved a useful alternative. 

Recalling that, in patients with NICTH, glucagon infusion causes an 
acute increase of glucose levels (2), we have had the opportunity to treat 
such patients with continuous intravenous infusion of glucagon and to 
achieve durable correction of hypoglycemia. In our previously reported 
case (3) the dose required was 0.3 mg/h infused via Infumed pump 
(Medfusion, Inc, Norcross, GA). In a subsequent patient (unpublished) 
lesser doses were needed; continuous infusion of dextrose can also be 
used with good results. 

Prolonged survival is now possible for many patients with malig- 
nancies associated with NICTH, and adequate control of hypoglycemia 
becomes an important component of successful therapy. We suggest that 
long-term infusion of glucagon and even dextrose can be added to 
glucocorticoids and GH as effective treatment alternatives. 

Rena Vassilopoulou-Sellin, MD 
Associate Professor of Medicine 
University of Texas M.D. Anderson Cancer Center 
Houston, Texas 77030 
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PATHOGENESIS OF MYXEDEMATOUS ENDEMIC 
CRETINISM 

To the editor: 

We refer to the study by Chiovato and coauthors cl), in which it is 
claimed that humoral thyroid autoimmunity is not involved in the 
pathogenesis of the atropic (not athyreotic as the authors mentioned in 
the introduction) thyroid gland frequently found in myxedematous 
endemic cretinism. We disagree with the interpretation given by the 
authors of present and past data for a number of reasons: 

I Chiovato et al. (1) studied two different populations with obvious 
ethnical differences (Peruvian Indians and Italian caucasoids). The 
subjects living in the Andean region are descendants of the in- 
digenous inhabitants of the Andes, dominated by the Incas at the 
beginning of the 15th Century. Both in Ecuador and Peru, they 
share the same living conditions, habits, socioeconomic back- 
ground, and a common language (Quechua). What is remarkable 
about these Indians is that autoimmune thyroid disease is virtually 
unknown among this population. On the other hand, subacute 
thyroiditis seems to be very frequent and is seasonal in character 
(2). The only few confirmed cases of Hashimoto’s thyroiditis in 
Quito (Ecuahor) were detected in subjects of European-extraction. 
More recentlv, Fierro-Benitez (1995 uersonal communication) con- 
ducted a su&ey in the Tocachi village (Ecuador) using ultrasonog- 
raphy, fine needle biopsy, and a sensitive assay for serum anti- 
peroxidase antibodies. Although more than 80% of the population 
was evaluated there was not a single case of chronic autoimmune 
thyroiditis. It is tempting to conclude that it would be difficult to 
compare the data obtained by Chiovato et al. (1) in endemic cretins 
from this Peruvian population to that of other ethnical groups with 
different genetic background. 

2. Another point is the age of the patients with endemic cretinism. 
We have previously demonstrated that the older the neurologic 
endemic cretin, the more frequently he or she will develop hy- 
pothyroidism later in life (3). Probably this is the result of 
progressive deterioration of the thyroid gland caused by a num- 
ber of local and environmental agents. In the case of thyroid 
atrophy detected early in childhood and in adolescence, it is 
conceivable to imagine the presence of an autoimmune mech- 
anism. However, once the thyroid gland is destroyed the serum 
levels of antibodies to thyroid antigens tend to disappear with 
time. In the paper by Chiovato et al. (11, the Italian cohort of 
endemic cretins ranged in age from 32-72 yr. Thus, it is possible 
that blocking antibodies were not found because of the lack of 
thyroid antigens capable of inducing an autoimmune response 
in this older group of endemic cretins. 
Moreover, looking carefully at Fig. 4 of the paper by Chiovato 
et al. (1) it is shown that IgG from three out of six endemic 
cretins with thyroid atrophy inhibited TSH-stimulated growth 
by an index of between 16 and 30%. Going back to our own 
studies (4, 5), it is shown that 2 mg IgG from endemic cretins 
inhibited less than 20% TSH-stimulated mowth in three sub- 
jects, about 40% of TSH-stimulated grow& in two subjects and 
more than 75% of TSH-stimulated growth in two individuals. 
Therefore, only four IgGs of the seven endemic cretins had a 
significant inhibitory effect on TSH-stimulation growth. This is 
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it has been suggested (21) that, since our IgGs were only 90% pure, 
contamination with a growth factor or with some inhibitor could reduce 
the ability of our system to detect TGI in endemic goiter and ThG- 
blocking Ab in endemic cretins. Regarding the problem of TGI in en- 
demic goiter, it is worth noting that, similar to us, Davies et al. (19) 
obtained negative results using protein G-separated extra pure IgGs 
from Indian patients with endemic goiter. The possibility that our IgGs 
contained nonspecific inhibitors of FRTLS cell growth, such as those 
detected in the ACTH-adrenal cell bioassay (22), is unlikely. Indeed, 
IgGs from normal subjects as well as from endemic cretins never pro- 
duced a significant inhibition of TSH action, while a strong blocking 
activity was found with IgGs from patients with autoimmune atrophic 
thyroiditis containing TSHBAb (5). 

Regarding the last point of criticism no. 3, we did not have the 
opportunity to document by thyroid ultrasound our palpation data in 
endemic cretins. We believe that this is not relevant for our conclusions, 
since we obtained negative results in all patients whatever the size of 
their thyroid and serum TSH concentrations. 

4. Pathological findings in endemic cretins 
In the old (1936) study by De Quervain and Wagelin (23) the main 

pathological findings were thyroid atrophy and fibrosis. The same pic- 
ture of increased fibrous stroma with few follicles and no colloid re- 
maining was reported by McCarrison in endemic cretins (24). On the 
other hand, some degree of lymphocytic infiltration of the thyroid can 
be found at postmortem examination in 17% of the general population 
without clinical evidence of thyroid disease (25). In our opinion, the 
occurrence of focal lymphocytic infiltration of the thyroid in a few cases 
of hypothyroid endemic cretins cannot be taken as proof that autoim- 
mune aggression is the primary event leading to thyroid atrophy and 
hypofunction in this disorder. 

In conclusion, we are confident that our negative results for ThG- 
blocking Ab in hypothyroid nongoitrous endemic cretins cannot be 
attributed to inappropriate selection of patients or methodological in- 
adequacy. Thus, our results contradict the findings of previous studies 
showing the existence of ThG-blocking Ab in endemic cretins having no 
other thyroid autoimmune stigmata. We believe that, unless new and 
fully reliable evidence is provided, the hypothesis of autoimmunity as 
a major cause of both endemic cretinism and endemic goiter is not 
tenable. 

Luca Chiovato, M.D. 
Paolo Vitti, M.D. 
Aldo Pinchera, M.D. 
Istituto di Endocrinologia 
University of Pisa 
Pisa, Italy 

Eduardo A. Pretell, M.D. 
Universidad Peruana 
Cayetano Heredia, Lima, Peru 
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VITAMIN D RECEPTOR GENE AND 
OSTEOPOROSIS 

To the editor: 

Looney et al. (1) have reported on the possible relationship between 
the vitamin D receptor genotypes and severe osteoporosis in women. We 
consider some of the interpretation and conclusions may be misleading. 

Their study was based on the assumption that, because vitamin D 
receptor (VDR) genotypes contribute to the determination of bone min- 
eral density (BMD), they should predict osteoporosis per se. However, 
VDR genotypes contribute to approximately one standard deviation of 
BMD, which could be expected to double the risk of osteoporotic frac- 
ture. Thus, VDR genotypes could not predict severe osteoporosis or 
osteoporotic fracture. Furthermore, case-control studies may be con- 
founded by selection bias, e.g. very low vs. high BMD. This can be 
particularly troublesome with small sample size studies. 

We consider that the association between osteoporosis and VDR gene 
allelic variation is dependent on two factors, namely, the frequency 
distribution of VDR genotypes and the impact of the allele differences 
on the distribution of BMD. Inferences about association are often based 
on genotypes being in Hardy-Weinberg equilibrium in the population. 
However in these data, the genotype distribution in the controls deviates 
significantly from this equilibrium law (P = 0.023). Moreover, the stan- 
dard deviation of the allele frequency was also higher in the controls 
(0.074) compared with the cases (0.054) and previous data (0.012, ref. 2); 
reflecting overall small sample size and particularly the smaller sample 
size in the control group. The most likely explanation for such differ- 
ences relates to sampling bias, which can invalidate studies of marker- 
phenotype associations. 

Thus, type II sampling error may be important in this study. Even if 
the prevalence of the BB genotype in the control and osteoporotic groups 
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