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The success achieved in combating tuberculosis over the past several
years has greatly reduced its role as an etiological factor in chronic adrenal
insufficiency. As a consequesce, the relative incidence of idiopathic ad-
renal atrophy has shown an increase. A great number of authors assume that
one half (and even more, according to some of them) of the cases with Ad-
dison’s disease are caused by idiopathic adrenal atrophy (6, 7, 10). Recently,
in a number of studies it has been established that in this particular con-
dition very often adrenal antibodies cccur, whereas in cases with tu-
berculosis of the adrenals no such antibodies are discovered or they are
observed in isolated cases‘only (3, 4, 6, 8, 12).

We made it our aim to investigate the presence of adrenal antibodies
in a series of patients with chronic adrenal insufficiency.

Material and Methods

Investigations were conducted on a total of 22 patients — 11 with Ad-
dison’s disease (Table 1) and 11 controls: 3 with melanoderma and 8 with
various affections in whom the presence of organ-specific antibodies was
suspectable (Table 2).

Table l
Antibodies
M Name Age Sex Concomitant diseases § s/ 2Bl e
€| §| | % | other organs
2% 5§
1'V.A. M| 38 f Schizophrenia +|+|—|—
2| F.A.S.| 25 f +l+|—|—
3 I. LM.| 28 f + - —|—
4, P. V.N,| 49 f Thyrotoxicosis + ===
5|M.D. M. 56 m +l—|—|—
6 N. A. B.| 27 1 — ===
7 M.IL S. 60 f Pyelonephritis, hypertension,
rheumatoid arthritis — | + | —|—| Myocardial
8/M. N. A, 38 f Rheumatoid arthritis. —++ |+
9 H. 1. S.| 35 m — |+ |— | —| Antinuclear
10 I. N. L. 28 m Diabetes mellitus, +|—|—=]—
hypogonadism.
11| R. B. 44 m | Rheumatism, heart defect, —_ ==
diabetes mellitus.
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The diagnosis Addison’s disease was established on the basis of the
clinical picture and routine laboratory investigations, the test of Robinson
and the spontaneous 17-ketogenic and 17-ketosteroids discharge via urine,
inclusive. In cases running a lighter course, the above investigations were

Table 2

Name Age |Sex Disease Antibodies

N.L L 36 | f | Melanoderma, hypoplasio uteri. adnexitis chro-| gastric
nica dextra, thyreid
2/K T.K.| 39 |m] Toxc melanoderma from lubricating oils. Ton- ¢a tric
sillitis chronica.
S
S

3 47 | f | Me’aoderma. Tonsillitis chronica. Hyperaci-| gastric

dity.

4. 46 | m | Alcoholic hepatic cirrhosis. Vitiligo. adrenal
thyroid
hepatic

5.0G. K. Tz.! 44 | f | Acromcgly; eosinophil a’eioma o the hypo-' adrenal

physis, proved histologically; anemia. thyroid
6.JA. H. K. 11 |1t |Diabetes mellitus.

7.|R. M. 59 | f | Toxoplasmosis.

8.1P. Sh. A| 33 | f |Hypopituitarism.

9.IN. Sh. A| 29 | f | Acromegaly. Anemia. thyroid
renal

10.ID. N. I. | 36 || f |Diabetes mellitus. thyroid
gastric
11. M. A. A| 20 |f |Iron-deficiency anemia. antinuclear.

supplemented by adrenccortical reserves’ determination with the aid of the
8-hour venous ACTH test. Six of the patients with chronic adrenal insu-
fficiency had familial history data of tuberculous affections. In five of them,
evidence was found of past tuberculous process and positive tuberculin
tests at the time of investigation, while in one patient whose parents were
affected with tuberculosis, data of tuberculous process in the organism were
absent and the tuberculin tests were negative. In the latter group of patients,
it was cccepted that tuberculous form of Addison’s disease was concerned.
In the remainder (five cases), tuberculous etiology of the affection was not
proved and therefore it was eccepted that idiopathic Addison’s disease was
concerned. In any of the patients of this series were roentgenological evi-
dence of calcifications in the adrenals found.

The female patient P. V. N. (N° 4, table 1) in wham tuberculous etio-
logy of adrenal insufficiency is considered, suffers from concomitant thyro-
toxicosis, while patient V. A. M. (N° 1, table 1) — from schizophrenia.

Among the group of patients with idiopathic Addison’s disease, case
M. 1.S. (N°7, table 1) suifers from pyelonephritis, hypertension and rheuma-
toid arthritis, case M. N. A. (N° 8, table 1)— rheumatoid arthritis, case
I. N. I. (N° 10, table 1) — diabetes mellitus and hypogonadism and case
R. B. (N° 11, table 1) — rheumatism, heart defect and diabetes mellitus.
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All patients underwent examination by resorting to indirect immune-
fluorescent technique for adrenal and thyroid antibodies, as well as for
antibodies against the parietal cells of the gastric mucosa. In a number
of patients, antibodies against other organs were also searched for.

Results

The results of our studies revealed the presence of adrenal antibodies
in the serum of three patients with idiopathic Addison’s disease and in
two with proved tuberculous infection in the organisim.

In the group of patients with idiopathic Addison’s disease and presence
of adrenal antibodies in the serum, the additional findings disclosed: in
case M. N. A. (N° 8, table 1) — thyroid and gastric antibodies; in case
M. N. S. (N° 7, table 1) — myocardial and in case H. I. S. (N° 9, table 1) —
antinuclear antibodies.

One of the female patients (N° 2, table 1) with tuberculous form of Ad-
dison’s disease and presence of adrenal antibodies in the serum had conco-
mitant schizophrenia.

In the sera of the three cases with melanoderma, gastric antibodies were
discovered, and in one of them (N° 1, table 2) also thyroid antibodies. In
the control group, adrenal antibodies were established in two patients only.
One of the latter (N° 5, table 2) was affected with acromegaly against the
background of histologically proved eosinophil adenoma of the hypo-
physis and macrocytic anemia, whilst the other (N° 4, table 2) — with
alcoholic cirrhosis and vitiligo. In the serum of the former, also thyroid
antibodies were present, whilst in the serum of the latter — thyroid and
hepatic antibodies.

However, it should be stressed that innone of the patients with thyroid
antibodies in the serum were clinical evidence of thyroid gland affection
established.

Discussion

The results of the studies, although carried out on a rather limited se-
ries, corroborate the literature data according to which, in the past se-
veral years, about 50 % of all cases with chronic adrenal insufficiency are attri-
buted to the idiopathic form of Addison’s disease, and also, that adrenal
antibodies are being established in about 50% of the patients with idio-
pathic form of the Addison’s disease (4, 8, 12).

Irvine and co-workers (5, 6) and many others (5, 8, 12) emphasize the
higher incidence of adrenal antibodies among female patients with Ad-
dison’s disease, pointing out that in the same patients, very often, thyroid
antibodies are also discovered (4, 8, 12). In our case material, females pre-
vail among the patients with adrenal antibodies, whereas among the patients
without antibodies, the female to male ratio is equal. In three cases there
Is a simultaneous combination of adrenal and other organ-specific anti-
bodies. Attention is called to the female patient with adrenal and myo-
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cardial antibodies. In the latter, chronic adrenal insufficiency is developed
against the background of rheumatoid arthritis and diabetes mellitus.
A year ago a female patient was referred to us with proved at dissection
rheumatic defect and idiopathic adrenal atrophy (2). Recently, Zabriskie
and co-workers (20) reported the finding of myocardial antibodies in a pa-
tient with acute rheumatism.

In the pertinent literature, particularly in the past few years, often
the combined occurrence of idiopathic Addison’s disease and various endo-
crinopathies is stressed, in which there is sufficient reason to suspect auto-
immunity of the condition (6, 17). In some of the latter patients also the
respective antibodies have been demonstrated (11). According to Solomon
and co-workers (17), the results of studies on 15 patients with Schmidt’s
syndrome point to the presence of a correlation between the antibodies
found, on the one hand, and the thyroid and adrenal dysfunction, on the other.

In three patients of our series in whom the Addison’s disease runs a course
characterized by concomitant affection with thyrotoxicosis — in P. V. N.
((N° 4, table 1), with diabetes mellitus and hypogonadism — in I. N. I.
(N° 10, table 1) and with diabetes mellitus and rheumatism — in R. B.
(N° 11, table 1), no antibodies were established in the serum. Anyway, the
latter fact is still not sufficient to rule out the auto-immune character of
the affection in similar instances. Recently, Nerup and co-workers (14,
15, 16) demonstrated, although on the basis of certain tests only, the pre-
sence of organ-specific antiadrenal hypersensibility of cellular type in pa-
tients with Addison’s disease and in patients with diabetes mellitus without
clinical evidence of Addison’s disease but with circulating adrenal anti-
bodies. It is by no means excluded that antibodies would be demonstrated
also in cases similar to ours after the introduction of new technical facilities
and methods.

Apart from that, Irvine and co-workers (9) found a complex of IgG anti-
bodies in patients with idiopathic chronic adrenal insufficiency, entering
in reaction with the adrenal and with the steroid producing cells in the
ovary, testis and placenta as well.

Adrenal antibodies were disclosed in our series also in two cases with
tuberculous etiology of the Addison’s disease. Goudie and co-workers (8)
similarly established antibodies in two out of-a total of 27 patients inve-
stigated with tuberculous Addison’s disease. In their opinion, similar cases
point to the possibility for the existence of an odd relationship between
the tuberculous and idiopathic forms of the disease.

In the control group of patients, adrenal antibodies were discovered
in two cases — one female with acromegaly at histologically proved eosi-
nophil adenoma of the hypophysis and macrccytic anemia, and the other
concerning a male with alcoholic cirrhosis and vitiligo. The latter patient
merits special attention, since apart from adrenal and thyroid, hepatic
antibodies were also discovered in him. Notwithstanding the paradox, vi-
tiligo is observed in about 15% of the patients with Addison’s disease (7).
In all likelihood, it is exactly in the idiopathic form of the disease that
vitiligo occurs. Against the bagkground thus outlined, the establishing of
adrenal antibodies in our case is worth of special notice.
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It is worthwhile noting also that thyroid antibodies were found in both

patients with acromegaly investigated by us.

In the group of patients with pronounced melanoderma, which justi-

fied to suspect Addison’s disease, no adrenal antibodies were established.
However, although clinical data for gastro-intestinal involvement were
absent, gastric antibodies were found in the sera of all three patients.

L N

11.
12.

13.

14.
.Nerup J., G. Bendixen, Clin. exp. Immunol., 1969; 5, 355.

16.

17.

18.
19.

20.

© oo Nou -

REFERENCES

.Araneesa H. 3, HU. B. Adanacsnes, IIpo6a. sudoxpun. copmoromep.,

1965, 11, 4, 38—41.

.bosagxuena E., K. ITonos, I Koes, E. Manesa, Bamp. 6o-

aecmu, 1970, 9, 116—121.

Andrada J. A, P. L. Bigazzi, E. Andrada, JAMA, 1968, 206;
1535—1541.

Blizzard R. M., R. W. Chandler, M. A. Kyle, W. (Hung, Lancet, 1962,
2, 901—903.

Editorial, Lancet, 1967, 1, 1040—1042.

.Eisenstein A. B., Med. clinics North Amer., 1968, 52; 327—337.

Forsham P. H., The adrenals, in William’s ed., Textbook of Endocrinology,
3rd ed., Philadelphia, W. B. Saunders Co, 1962, 319—355.

.Goudie R. B., J. R. Anderson, K. K. Gray, W. G. Whyte,

Lancet, 1966, 1, 1173—1176.

.Irvine W. J., M. Moria, W. Chan,L. Scarth, Clin. exp. Immunol.,
10.

1969, 4; 489—503.

Lauler D. P., G. W. Thorn, Diseases of the Adrenal Cortex, in Principles
of Internal Medicine, 5th ed., New York, Toronto, Sidney, London, McGraw—
Hill Book Company, 1966.

Martino J. A, L. E. Braverman, Metabolism, 1965, 14, 598.

Nerup J, M. Soborg, P. Halberg, K. Brochner-Mortensen,
Acta med. Scandin,. 1966, suppl. 445, 383—387.

Nerup J., V. Andersen, G. Bendixen, Clin. exp. Immunol., 1969,
4; 355—363.

Nerup J.,, G. Bendixen, Clin. exp. Immunol., 1969, 5; 341—354,

Nerup J., V. Andersen, G. Bendizxen, Clin. exp. Immunol., 1970,
6; 733—739.

Solomon N, Ch. C. J. Carpenter, I. L. Benett, A Mc
Gehee Harvey, Diabetes, 1965, 14; 300—304.

Stewart W. K. Acta endocrinol., 1962, 40; 613.

Téeggp é338n K., E. Witebsky, F. Migrom, Arch. Pathol., 1963, 76;

Zabriskie J. B,, K. C. Hsu, B. C. Seegal, Clin. exp. Immunol.,
1970, 7; 147159,



60 E. Bozadjieva, D. Koev. P. Trenchev

ABTOMMMYHHOCTb ITIPH XPOHUUYECKOA HEJOCTATOYHOCTH
HAANMOYEYHHKOB

E. Bosadxcuesa, JI. Koes, I1. Tpenues

PE3IOME

[Ipy moMOmM HHAMPEKTHOrO HMMYHOQJIOODECHEHTHOrOo MeToia HccJe-
JoBaJau 22 uyejoBeka GOJbHBIX, B ToM uyHcsae 11 annucoHoBOH Gose3sHbo H
11 KOHTPOJIbHBIX JHI, B OTHOLICHHM HAJHYMS AHTHTEJ NIPOTHB HaJloyey-
HHUKOB, LIUTOBUAHOH 2KeJe3bl U CJAM3HCTOH keayaka. ¥ 6 GOJbHBIX aiaHCco-
HOBO#i 6oJie3Hblo Obljia OGHapyKeHa TyGepKyJsesHas 3THOJCTHs 3a0oJ/eBaHHs,
a y 5 cuyuTaeTcs HaJHYHe HIMONMATHYECKOH aTpoduy HAANOUYEYHHKOB. B mep-
BOi rpynne GOJbHBIX OblIM OGHAapyxeHbl y 2 6GO0JbHBIX HAANOYEYHHKOBbIE
aHTHUTENa, a BO BTopoii — y 3 6oJibHBIX. KpoMe Toro Bo BTOPO# rpynme ycra-
HOBHJH: Y 1 60MbHOH — THPEOWAHBIE H KeJNyJOYHBIE aHTUTesa, Y 1 — MHO-
KapiHple H y 1 — aHTUsALEpHBIE.

[pynna konTposasi Bk/mouyasa 3 GoJBHBIX MenaHonepmuein u 8 — npy-
ruMH 3aboseBaHMsAMH. Y GOJIbHBIX MesjaHoAepMHuell He oOHAapy:KeHO Hajlo-
UEUHHKOBLIX AHTHTEJ, HO y BCEX TPeX YCTAHOBJIEHO HaJaH4YHe KeJYROUHBIX
antutes. ¥ 1 GOJBHCTO aJKCTOJLHBIM LHPPO3OM MEYeHH U BUTHJKTO OOHa-
pPy*eHbl HAANOCYCYHHKOBEIE, THPEOHAHbIE M NEYEHOYHBIE aHTHTEN1a, a y 1
6oJIbHOI akpoMerajiHeil H aHeMHed — HaJANOYeYHHKOBble H THPEOHIHble AHTH-
TeJa.



