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four times and then averaged, 45% 10 PM. The results are shown in the Behavioral Problems and

(or 44 children) were below the 2.5 table. Social Competence in Girls

pe!centile established ~or normal. The a~thors report that the t~o With True Precocious Puberty

children. Of these 44 children, who Intermediate doses produced slg-I 
were considered to be hyposomato- nificantly different growth rates in (TPP)

medinemic, 12 were classified as the two treatment groups. However, The authors evaluated 33 girls be-

GHD, seven as partially GHD, 20 as the largest dose produced com- tween 6 and 11 years of age with

non-GHD, and five as intermediate parable growth rates in both groups. true precocious puberty (TPP) of

in their responses or non-classifi- The authors speculate that there various etiologies. At the time of

able, as determined by the usual are several possible explanations presentation, 55% were above the

pharmacologic testing. Therefore, for the low Sm-C determinations in 95th percentile for height-for-age;

19 of the 44 (or 43% of the hypo- the short non-GHD children, in- bone age was advanced by two to

somatomedinemic children) and 19 cluding: (1) a relationship to the de- five years in all subjects. Before

(or 20%) of the 97 children with layed skeletal maturation, since treatment, the parent(s) completed

heights below the third percentile Sm-C levels increase with age; (2) a 120-item child behavior checklist,

had some degree of diagnosable failure of nocturnal secretion of from which a child behavior profile

GHD. The anthropometric measure- hGH; (3) impaired production of was generated. It consisted of three

ments and skeletal ages in relation Sm-C; (4) a bioinactive GH; and (5) social competence scales, nine be-

to the chronological ages were iden- an altered Sm-C binding system. havior problem scales, and two

tical in the 19 GHD and 20 non-GHD The authors also speculate that second-order factors (internalizing

patients, as were the levels of Sm-C. non-GHD children will respond to or externalizing scales). The per-

Consequently, the authors deduce GH therapy in many instances. At sonality profiles were compared

that approximately 20% of short conventional GH doses (up to 0.43 with those of matched controls, and

children referred to them will be U/kg/wk) , the magnitude of the re- appropriate statistical data were

GHD. sponse seen in such children was extracted.

Therapy with hGH was given to less than 60% as great as that of Many, but not all, of the girls were

the GHD and non-GHD hyposoma- their GHD counterparts; however, at reported to have behavior prob-

tomedinemic children for six-month the dose of 0.70 U/kg/wk, the re- lems. For example, 27% had a total

alternating periods. During each sponses of the four GHD children behavior problem score at or above

period, one of four logarithmic dos- and the three non-GHD children the 98th percentile for normals and

ages were admininstered: 0.16, were comparable. many scored significantly higher

0.26, 0.43, or 0.70 U/kg/wk were than controls in all of the internal-I 

given in equally divided doses Rudman D, Kutner MH, Chawla RK: izing factors-eg, depression, so-

Monday, Wednesday, and Friday at Pediatr Res 1985;19:975. cial withdrawal (45% >97th per-

centile), somatic complaints (30%),

and schizoid/obsessive traits. The

incidence of hyperactivity and ag-

gressiveness was significantly

Dose hGH Increase in growth velocity rf;/: higher in TPP patients than in con-

(U/kg/wk) GHD Non-GHD if trois. The authors considered

"c;; o/ft/i%: whether all these increases could

0.16 4.4 :t 0.7 0.2 I be related to the expected changes
(n = 8) (n = 1) VVliYliY f b h . th t .

d I0.26 7.4 :t 1.2 3.2 :!: 0.7 iY!!'/!Y;8! 0 e avlor a o~cur In a 0 es-

/(n = 9) (n = 16) f!Y4h/ cence and determined that such

0.43 ~.7 :!: O.~ 5.4 :!: 0.7 I~~, was not the ca~e. .

(n= 12) (n = 12) Yf:!!iYf!Y1 Other behavioral traits that were

&..3 :!: i ,1 7.3 :!: 2.0 ;/Vvvv!Yrf frequently observed in these girls

(n;, 41) (n ;, 3) vvv/vvvrf included clinging to adults, feelings
CC C "CC of worthlessness, sulking, fatigue,

strange or unpredictable behavior,

inability to sit still, daydreaming, cry-

ing, teasing, temper tantrums, and

Editor's comment-Although the addition, the finding of a low Sm-C whining. They also tended to sleep

authors state that four Sm-C deter- «0.30 U/ml) by averaging four de- less than most children.

minations were necessary to un- terminations in a short child would Overall, the girls with TPP could

equivocally diagnose GHD in the be associated with the diagnosis of be described as troubled, de-

seven GHD patients studied for this GHD in only 40% of cases (19 of 44 pressed, aggressive, socially with-

purpose, a review of the data of the children in this series). Therefore, drawn, and moody. The authors

28 determinations made in these the practicing physician can still ef- emphasize, however, that to view

patients reveals that only two de- fectively utilize a single Sm-C de- these children as psychiatricallyI 

terminations were greater than 0.30 termination in evaluating the possi- disturbed and/or in need of psychi-

U/ml. Therefore, 26 of the 28 deter- bility of GHD. It should be noted, atric treatment is to misinterpret the

minations yielded values that were however, that theSm-C determina- findings. The behavioral "break-

certainly compatible with GHD, al- tion is only one facet of the diagnos- down" reported may reflect the

though not diagnostic thereof. In tic evaluation of a short child. continued on p. 10
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True Precocious Puberty icantly older than the patients saline, no GH level increases were
continued from p 9 studied by Sonis et al. The average seen during saline infusion; in the

height (160.7 cm) was below the other two, only minor increments
mechanisms for maintaining ho- average height (166.4 cm) of the were observed. Long-term GHRF
meostasis in an abnormal environ- controls, as would be expected in infusion in the six patients signifi- ~
ment. These children need to cope females with a history of sexual pre- cantly increased GH secretion. Four
with an age-appearance disparity cocity. Patients and controls were to 13 pulses were detected during
that modifies the response of their similar regarding various aspects of sleep while the GHRF was being
social milieu. Adults expect children self-image, except for marginal dif- infused. The highest peaks varied
to perform tasks that are com- ferences in morals and sexual at- from 3.5 to 10.3 ng/ml and the in-
mensurate with height age. Conse- titudes. The patients had a some- tegrated GH secretions ranged from
quently.. these children may have an what less positive attitude tow~rd 13.1 to 40.2 ng/ml/h with a mean of
abnormal body image, lack self- sexuality, rating having a boyfriend 22.5 ng/ml. The subsequent bolus
confidence, or prefer to be by them- as far less important than did the injections of GHRF induced GH in-
selves. Their social withdrawal may controls. There were also marginal creases in all ten patients. The peak
well be related to the disparity of age differences in intellectual and levels observed in the patients after
and appearance and expected so- school status, with decreased pop- saline varied between 1.0 and 5.6
cial behavior. ularity and less anxiety being asso- ng/ml, while levels after GHRF infu-

ciated with the patients. Conduct sion varied between 2.5 and 13.5
Sonis WA, Comite F, Blue J, et al: J problems, antisocial behavior, in- ng/ml. The somatomedin-C values
Peds 1985; 1 06: 156. adequacy or immaturity, and social- determined before and after GHRF

ized delinquency were marginally were similar.
Editor's comment-In their sum- increased in the patients.
mary, the authors emphasize that a It is important to note that both Hizuka N, Takano K, Shizume K, et
majority of the girls in their series did sets of authors stressed that an in- al: Acta Endocrino/1985;110:17-23.
not have behavioral problems, al- creased incidence of definitive psy-
though a significant and large mi- chiatric disorders was not found. Editor's comment-The authors
nority did have a dysphoric and Both sets also emphasized the have shown that GHRF infusion at a
stressful adjustment. probability that the psychosocial dose of 0.5 ILg/kg/h produced pul-

Relevant to this report is one by concomitants of TP~ especially the sa tile GH secretion in patients with
Ehrhardt et al (J Am Acad Child reactions of families and peers, con- GH deficiency, and that the in-
Psychiatry 1984;23:1), entitled tribute to the behavioral outcome. tegrated area under the GHcurve
"Idiopathic Precocious Puberty in Both of these articles prompt the was much greater than that during t
Girls: Psychiatric Follow-Up in Ado- editor to recommend that psycholo- saline il'lfusion. With regard to the
lescence." This was a systematic, gists, psychiatrists, or others with frequency of peaks, the secretion
controlled study of psycho- special expertise in TPP closely patterns resembled those previ-
pathology in 16 adolescent girls be- monitor and counsel patients with ously observed in healthy subjects.
tween 12 and 13 years of age, signif- sexual precocity. However, with respect to the quanti-

tative output, the secretion was
much less, corresponding to ap-
proximately 30% of that seen in
normal adults.

Plasma GH and Sm-C standard technique for the GHRF Three aspects of these studies
Response to Continuous test. .,. require comment. First, the hypoph-
GHRF Infusion in Patients In agreement with other Investl- ysis displays a pulsatile form of GH
With GH Deficiency g.ators, the authors ~a~e shown. pre- output, although the stimulating

vlously that the majority of patients agent, GHRF; is administered con-
The secretion of human growth with idiopathic GH deficiency ex- tinuously. This leads to the con-
hormone (hGH) is controlled by two hibit plasma GH increases following clusion that the mode of pituitary GH
hypothalamic hormones: growth- single or repetitive administration of secretion is pulsatile per se. Sec-
hormone-releasing factor (GHRF) GHRF-44. In the present protocol, and, the continuous administration
and somatostatin. The release of the procedure is modified in favor of of small amounts of GHRF for ten
these hormones is in turn controlled a combination of a ten-hour infusion hours does not blunt the response to
by neurotransmitters in the central of GHRF-44 at night with a subse- subsequent injections of standard
nervous system. The role played by quent bolus injection of the same doses of GHRF; whereas the infu-
the two hormones and the neuro- hormone. Six patients with proven sian of larger amounts blunts the
transmitters in the pulsatile secre- idiopathic GH deficiency underwent subsequent response (Vance et al:
tion of hGH is not yet clear. It is only this protocol, receiving 0.5 ~g/kg/h JCEM in press), which is probably
known that most of the growth hor- GHRF-44 during the infusion and, due to refractoriness of the pituitary
mone (GH) pulses occur during the subsequently, 2 ~g/kg as an intra- somatotropins. Third, somatostatin
!irst h?ur~ of deep sleep. With the venous bolus. Four other p~tients may be the controlling factor in GH .
Investigations presented here, served as controls. They received a secretion, since GHRF was infused.
Hizuka et al aim at a better under- saline infusion over ten hours, fol- at a constant rate in these studies of
standing of the regulatory mecha- lowed by the same bolus injection. Hizuka et aI, yet GH was released in
nisms involved and an improved In two of the patients receiving a pulsatile fashion.
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