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Summary. A case of idiopathic hypoparathyroidism associated with Paget's disease in 
an eightyfive-year-old man is reported. Pathological and biological features suggest the 
possibility of an autoimmune aetiology. The assoeiation of idiopathic hypoparathyroidism 
and Paget's disease is probably fortuitous. 

Introduction 

I typopara thyro id i sm in the adul t  wi thout  prior thyroidal  surgery is a rare 
disease. The l i terature on its pathological aspects is scarce and its possible aetio- 
logies are poorly defined. 

We are report ing here a case of idiopathic hypopara thyroid ism in an eighty- 
live year old male suffering from Paget ' s  disease. On pathologieal examina t ion  
of the parathyroids  a chronic in f lammat ion  was noted,  which together with 
immunological  findings suggested the possibility of an au to immune  aetiology. 

(~linical Observation 

An eighty-five year old patient was admitted to the hospital following an accidental fall. 
He was found to be disoriented in time and space and displayed strong generalized con- 
vulsions. I t  was learned that similar convulsions had appeared at irregular intervals during 
the preceding months. 

Physica! examination revealed a slender male with frontal alopecia and bilateral cataracts. 
Partial temporal epilepsy was made as a preliminary diagnosis, ttowever laboratory tests 
revealed a calcemia at 5 mg/100 tal, a phosphoremia of 6 mg/100 ml and a magnesemia at 
1.1 mg/tal, alkaline phosphatases were 29 U (King-Armstrong). The y globulins were high: 
20.9% for 7 g/100 ml of total proteins. 

No parathormone could be detected in the serum with a sensitive radioimmunoassay 
method. Antibodies against thyroid or parathyroid tissues were not found in the serum. 

An electroencephalogram proved to be normal but an X-ray of the skull showed a right- 
sided frontoparietal fraeture, that was probably a consequenee of the aeeidental fall. X-ray 
of the pelvis suggested Paget's disease whieh was confirmed by iliae erest biopsy. Other parts 
of the skeleton presented no radiological discernible anomalies. 

The evolution of the patient's condition was eharaeterized by progressive renal insuffi- 
eiency eaused by prostatic hypertrophy. A staphyloeoceus aureus antibiotic resistant urinary 
infeetion compllcated the situation. The patient died with symptoms of bronehopneumonia 
and septicemia. 

Pathology 

At Autopsy. The parathyroJds were difficult to find. Several small tissue 
fragments  were removed from the normal  anatomical  location of these glands. 
The thyroid  was moderately  increased in volume and  contained a colloidal eyst. 
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Fig. 1. Parathyroid gland showing a diffuse lymphocytic infiltration, with atrophy of the 
endocrine cells and severe lipomatosis. Hematoxylin-eosin-saffron. Magnification: 125 

Fig. 2. The same as Fig. 1. But at a magnification of 300 
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Other major findings were: bilateral lesions of bronchopneumonia with an abcess 
in the right upper lobe; a scar from a myoeardial infarct in the posterior wall 
of the left ventricule; chronic cholecystitis with lithiases; severe pyelonephritis 
with neerotie papillitis; marked adenomatous hypertrophy of the prostate; 
hemorragic eystitis. 

Histopathology. Parathyroids were identified in two of the samples taken. 
They eontained normal proportions of principal eells and oxyphilic cells. The 
eells in certain areas formed small eolloid eontaining vesicles. The epithelial eells 
were unequally distributed in an important adipose stroma. But, the most 
interesting finding was the presenee in the interstitium of a very dense, diffuse, 
inflammatory infiltration, composed mainly of lymphocBes and plasmatoeytes 
(Fig. 1). This infiltration was limited to the parathyroids, there being no de- 
generative lesions of the parathyroid cells itself (Fig. 2). No inflammatory lesion 
or atrophy was found in any of the other endocrine glands examined. In the 
other organs the histologic examination confirmed the macroscopic pathologieM 
findings. 

Diseussion 

Excluding hypoparathyroidism as a consequence of thyroidal surgery and 
pseudohypoparathyroidism various aetiologies have been proposed for the so- 
called idiopathic hypoparathyroidism. 

Transitory hypoparathyroidism has been reported in the newborns, prema- 
tures and in infants born to hyperparathyroid mothers (Balsan, 1968 ; Ertel, 1969 ; 
Orme, 1971). I t  has been explained by an inhibitory effect of maternal hyper- 
ealcemia on the development of the foetal parathyroid tissue. 

A familial incidence in cases occuring during the first year of life has been 
linked with a recessive hereditary factor (Peden, 1960). Sporadic cases have been 
proved to result from an agenesis of the parathyroids (Taitz, 1966; Lobdell, 1959; 
Gilmour, 1941). Other aetiologies have been proposed for cases occuring after 
the first year, but many among them lack supportive evidence or were at best 
applicable only to isolated incidences: anomaly of magnesium metabolism 
(Massry, 1970; Ertel, 1969), cystie fibrosis (Morse, 1961), homosiderosis due to 
thalassemia major (Gabrielle, 1971). 

In the adult and infants, few cases of primary hypoparathyroidism have been 
doeumented from the pathological point of view. I-Iowever review papers oa the 
subject have been published by Steinberg (1952), Bronsky (1958), Kopin (1960), 
Taitz (1966). The suggested aetiologies are numerous: hemorrhages, rheumatoid 
lesions, eysts, malignant invasions, bacterial embolism, tuberculosis, syphilis, 
typhoid fever, and viral infection (Drake, 1939). None of these hypothesis ean 
be applied in our oase. 

In both infants and adults, idiopathic hypoparathyroidism assoeiated with 
thyroiditis and/or Addison's syndrome, have been reeorded. This assoeiation 
suggests the possibility of an autoimmune aetiology. Other arguments support 
this hypothesis. Antibodies against parathyroid tissue were found in 38% of 
cases of primary hypoparathyroidism, whereas they are present in only 6% of a 
normal eontrol population (Kenny, 1964; Irvine, 1969; tIung, 1963 ; Spinner, 
1969). Moulias (1971) studied eellular immunity in eight patiënts with idiopathic 
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hypoparathyroidism with the aid of the lencocyte migration inhibition test. The 
result was positive in 5 cases. Lymphocytie parathyroiditis was induced ex- 
perimentally in dogs by isoimmunisation against parathyroid tissue (Lupuleseu, 
1968). 

In our case, the lymphoeytie infiltration of the parathyroids with atrophy 
of the endocrine cells supports an autoimmune aetiology. The signifieanee of this 
finding though, is somewhat weakened by the  observations of Reiner (1962) and 
of Seemann (1967). These authors performed a systematic study of the para- 
thyroids in a large number of autopsies. Reiner found lymphoeytie and plasma 
eell infiltration in 10% of 144 paßients between the ages of 35 to 77. In  Seemann's 
material inflammatory infiltration, predominantly lymphocytie, was diseovered 
in 16% of 225 eases between birth and 90 years of age. In  Reiner's cases the 
infiltration was mild or moderate, whereas Seemann elassified it as mild (15 eases), 
moderate (18 eases) or severe (5 eases). Only in one case did Seemann eonsider 
the histologic pieture to be evoeative for immune parathyroiditis. Clinieal or 
biologieal indications of hypoparathyroidism had not been reeorded in this ease, 
but they had not been looked for. In  a personal study of the parathyroids of 
55 patients between the ages of 23 and 88, we found a moderate infiltrate in three 
only, and not the slightest infiltrate in the others. Other positive arguments in 
favour of an autoimmune origin of out ease, are the positive leucoeyte migration 
inhibition test and a raised serum y globnlin to 20.9% for 7 g% of total proteins. 

I t  is true that  we were unable to demonstrate eirculating antibodies against 
parathyroid tissue, but this does not rule out an immune origin. In  his series of 
74 eases, Blizzard (1966) eould demonstrate antibodies only in 38% of them 
Spinner (1969) found antibodies in 11% of his 70 eases. Furthermore it is a well 
established fact that  autoimmune reaetions in organs are effeeted prineipally by 
immunoeompetent lymphoid eells and are not necessarily assoeiated with the 
presence of eireulating antibodies. 

Charaeteristie bone lesions have not been deseribed in true hypopara- 
thyroidism, in eontrast to pseudohypoparathyroidism. Does the association of 
hypoparathyroidism on Paget's disease, observed in out ease, have a physio- 
pathologieal implication or is it purely eoincidental ? In  literature, we found only 
one other example of such an assoeiation (Pitman, 1969), but in that  ease hypo- 
parathyroidism was seeondary to thyroideetomy. Taking into aeeount the high 
ffequency of Paget's disease (Collins, 1956; Sehmorl, 1932) in patients over 
40 years of age, i.e. 3 %, we feel that  in our case the assoeiation is probably due 
to eoincidence. 

Re~erences 

BMzan, S., Alizon, M.: L'hypoparathyro~'die transitoire idiopathique du nourrisson. Arch. 
frang. Pédiat. 25, 1151-1170 (1968) 

Blizzard, R. M., Chee, D., Davis, W. : The incidence of parathyroid and other antibodies in 
the sera of patients with idiopathic hypoparathyroidism. Clin. Exp. Immunol. 1, 119-128 
(1966) 

Bronsky, D., Kushner, D. S., Dubin, A., Snapper, I.: Idiop~thic hypop~rathyroidism and 
pseudo-hypoparathyroidism, case reports and review of the literature. Medicine (Balti- 
more) 37, 317-352 (1958) 

Collins, B. H. : Paget's disease of bone incidenee and subclinieal forms. Lancet 19561I, 51-57 



Primary (Autoimmune ?) Parathyroiditis 261 

Drake, T. G., Albright, F., Bauer, W., Castleman, B. : Chronic idiopathic hypoparathyroidism: 
report of six cases with autopsy findings in one. Ann. intern. )/[ed. 12, 1751-1756 (i939) 

Ertel, N. H., Reiss, J. S., Spergel, G. : ttypomagnesemia in neonatal tetany associated with 
maternal hyperparathyroidism. New Engl. J. Med. 280, 260-263 (1969) 

Gabrielle, O. F. : Hypoparathyroidism associated with thalassemia. Sth med. J. (Bgham, Ala.) 
64, 115-116 (1971) 

Gilmour, J. R. : Some developmental abnormalities of the thymus and parathyroids. J. Path. 
Bact. 52, 213-218 (1941) 

I{ung, W., Migeon, C. J., Parrott, R. H. : A possible autoimmune basis for Addison's disease 
in three siblings one with idiopathic hypoparathyroidism, pernicious anemia and super- 
ficial moniliasis. New Engl. J. Med. 269, 658-663 (1963) 

Irvine, W. J., Searth, L. : Antibody to the oxyphil cells of the human parathyroid and idio- 
pathic hypoparathyroidism. C]in. exp. Immunol. 4, 505-510 (1969) 

Kenny, E. M., IIolliday, M. A. : Hypoparathyroidism, moniliasis, Addisson's and Itashimoto's 
diseases. New Engl. J. Med. 271, 708-713 (1964) 

Kopin, I. J., 1%osenberg, I. N. : Idiopathic hypoparathyroidism: report of a case with autopsy 
findings. Arm. intern. Med. 53, 1238-1249 (1960) 

Lobdell, D. H. : Congenital absence of the parathyroid glands. Arch. Path. 67, 412-415 (1959) 
Lupuleseu, A., Potorac, E., Pop, A., Heitmanek, C., Merculiev, E., Chisiu, N., Oprisan, 1%., 

Neacsu, C. : Experimental investigations on immunology of the parathyroid gland. Immu- 
nology 14,475-482 (1968) 

Massry, S. G., Coburn, J. W., Kleeman, C. R. : Evidence for suppression of parathyroid gland 
activity by hypermagnesemia. J. clin. Invest. 49, 1619-1629 (1970) 

Morse, W. I., Cochrane, W. A., Lanch'igan, P. L. : Familial hypoparathyroidism with perni- 
cious anemia, steatorrhea, adrenocortieal insufficiency: a variant of mucoviseidosis. New 
Engl. J. Med. 264, 1021-1026 (1961) 

Moulias, 1%., Gous~, J.M., Muller-Berat, C.N.: Hypoparathyroidism and cell mediated 
immunity. Lancet 1971I, 1239 

Orme, R., for Haas, L.: Idiopathic hypoparathyroidism in a neonate. Proc. roy. Soe. Mod. 
64, 727-728 (1971) 

Peden, V. I-I. : True idiopathie hypoparathyroidism as a sex linked reeessive trait. Amer. J. 
hure. Genet. 12,323-327 (1960) 

Pitman, G.H., Rhoads, J .E . :  Osteitis deformans (Paget's disease of bone) complicating 
hypoparathyroidism. Ann. Surg. 170,286-291 (1969) 

Reiner, L., Klayman, M. J., Cohen, 1%. B. : Lymphoeytic infiltration of the parathyroid glands. 
Jew mem. Hosp. Bull. (N.¥.) 7, 103-117 (1962) 

Sehmorl, G. : Über Ostitis Deformans Paget. Virchows Arch. path. Anat. 283, 694-751 (1932) 
Seemann, N.: Untersuchungen zur Häufigkeit der lym10hozyt~ren Parathyreoiditis. Dtsch. 

med. Wschr. 92, 106-108 (1967) 
Spinner, M. W., Blizzard, 1%. M., Gibbs, J., Abbey, H., Childs, B. : Familial distribution of 

organ specific antibodies in the blood of patients with Addisson's disease and hypopara- 
thyroidism and their relatives. Clin. exp. Immunol. 5, 461468 (1969) 

Steinberg, H., Waldron, B.R.:  Idiopathic hypoparathyroidism; an analysis of 52 cases. 
Medicine (Baltimore) 31, 133-154 (1952) 

Taitz, L. S., Zarate-Salvador, C., Schwartz, E.: Congenital absence of the parathyroid and 
thymus glands in an infant (3 and 4 pharyngeal pouch syndrome). Pediatrics 38, 412-418 
(1966) 

M. Van de Casseye 
Department of Pathology 
Brugmann University 
Hospital of Brussels 
Brussel (Belgien) 


