
Abstracts 205

(S) studied under conditions of: sodium restriction and
excess; ACTH stimulation; Metyrapone inhibition
and Decadron suppression in 2 normotensive siblings
and father reveal that only the patient demonstrates
deficiency in cortisol secretion but the hypertensive
mother has an abnormal aldosterone regulation. On
the basis of steroidal data obtained, a partial 17-hydro-
xylase defect in the adrenal and not the gonad appears
to explain the syndrome best. This form of hyperten-
sion is noteworthy because it is alleviated by medical
treatment and may be misdiagnosed as primary hyper-
aldosteronism.

Baseline
values

Normal for Patient Twin Brother
size sister

Urine
aldosterone up to 14 ^tg/d 17-26 12 9.5
Plasma
aldosterone 3-15 m^g % 24 - -
Plasma
ACTH 0.3-0.7 mu% 1.5 0.3 0.4

(SPR)

19 Familial Growth Hormone (GH) Deficiency. BAGHER
M. SHEIKHOLISLAM* and ROBERT S.STEMPFEL,
Jr., Duke University Medical Center, Durham,
N.C.

Isolated GH deficiency has been observed in a num-
ber of instances, but its occurrence as a recessively in-
herited defect has been previously documented only in
adult members of two families. The present study con-
cerns a family of 9 in which the father and 4 siblings
had growth retardation, truncal obesity, facial infan-
tilism and impaired glucose tolerance. Plasma GH
responsiveness to insulin-induced hypoglycemia and
to bacterial pyrogen administration was absent in those
whose growth was retarded, but indirect studies of
thyrotropin and adrenocorticotropin demonstrated the
presence of these pituitary factors in all members of the
family. Human GH administration to the 18-year-old,
dwarfed, sexually infantile, female sibling resulted in
objective changes in sexual maturation, alterations in
fat distribution and greatly accelerated growth. The si-
milarly treated 9-year-old male sibling experienced
marked increase in the rate of statural growth, but re-
mained sexually infantile. No discernable change in
urinary corticoid responsiveness to adrenocorticotropin
and no measurable change in gonadotropin excretion
occurred during the therapeutic period. Studies of
glucose tolerance and plasma insulin responsiveness in
4 of the dwarfs revealed an increase in peripheral resist-
ance to insulin during GH administration. It is con-
cluded that this form of familial dwarfism is related to
GH deficiency and that the defect is monotropic. The
patients described clearly illustrate the natural course
of the condition, wherein delayed adolescence is the
rule rather than the exception. Observations presented
support the possibility that GH alters responsiveness of
endocrine end-organ tissues. Serious doubts are raised
regarding the validity of diagnoses which exclude
hypopituitarism in patients with retarded growth on
the basis of eventual sexual maturation. (APS)

20 Growth Hormone (GH) Responsiveness to Stimula-
tion by Insulin Hypoglycemia, 2. Arginine, 3. Piromen
in normal and Growth Deficient Children. M.H. MAC
GILLIVRAY*, T.ACETO, Jr.* and L.A. FROH-
MAN*, Departments of Pediatrics and Medicine,

State University of New York atBuffalo, Buffalo,
N.Y. (introduced by M.I.Rubin).

Plasma GH levels in 11 normal children, in 5 chil-
dren with hypothalamic-pituitary disorders, in 8 chil-
dren with idiopathic GH deficiency and in 4 children
with a constitutional growth delay were examined in
the fasting state and following stimulation with insulin
hypoglycemia, arginine, and bacterial pyrogen (Piro-
men) . Normal children exhibited a marked fluctuation
in fasting GH levels (radioimmunoassay). An elevated
prestimulatory GH value was associated with a dimin-
ished response. Of the 3 stimuli, insulin hypoglycemia
resulted in the highest GH levels. In normal children,
GH responses to Insulin Hypoglycemia (S 20.4^6.4)
Arginine (x 15.2±4.3) and Piromen (x9.9±2.8) were
not significantly different because of the marked varia-
bility observed within each group. In children with a
constitutional growth delay, both fasting and post-
stimulatory GH values were indistinguishable from
normal. In idiopathic GH deficiency, GH values prior
to stimulation (x 2.44^0.4) and after the three stimuli
(S 3.6;t; 1-0) were significantly lower than those values
observed in the normal or constitutional delay groups.
The data suggest 1. Insulin Hypoglycemia, Arginine
and Piromen are suitable stimuli with which to eval-
uate GH responsiveness; 2. failure to respond to stimuli
in normal children is associated with elevated resting
levels of GH; 3. children with idiopathic GH deficiency
have significantly lower pre and post stimulatory GH
values than do the normal but do respond better to
stimulation than children with pituitary-hypothalamic
disorders; 4. constitutional delay in growth is not as-
sociated with abnormal GH responsiveness; 5. normal
GH secretion can be diagnosed if a resting GH level
6 m^g/ml. (APS)

21 A Genetic Variant of Human Mitochondrial Malate
Dehydrogenase. JEAN A. CORTNER* and RONALD
G.DAVIDSON*, Roswell Park Mem. Inst. and
State Univ. of N.Y., Buffalo, N.Y. (introdu-
ced by Mitchell I.Rubin).

The enzyme malate dehydrogenase (MDH) is known
to exist in two distinct forms in most mammalian tis-
sues. One is present in the cytoplasm as a soluble en-
zyme (S-MDH), and the other is bound to the mito-
chondria (M-MDH). Among the distinct physical and
chemical properties of these two enzymes are the differ-
ent patterns seen after starch gel electrophoresis and
specific enzymatic staining (see diagram: usual). Re-
cent studies have suggested that the usual minor mito-
chondrial bands (1—4) are conformational modifica-
tions of a single protein, band 5. We have previously
reported a rare genetic variant of soluble MDH found
in the red cells of one apparently normal Negro female
out of 3000 individuals examined. This report concerns
a new inherited electrophoretic variant of M-MDH
found in either leukocyte or placental extract of 3 of
350 unselected normal individuals. The electrophoretic
pattern of this variant is shown in the diagram. The
two additional major bands of MDH activity have
identical electrophoretic mobility with minor bands
4 and 3 of the normal mitochondrial pattern. Family
studies of two of the probands show that affected indi-
viduals are heterozygous for a relatively common auto-
somal mutant gene. All of the individuals found to have
the mitochondrial variant have normal S-MDH
patterns, adding further evidence that the two intra-
cellular forms of MDH are under the control of differ-
ent genes. (SPR)
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