
Combined t est f o r hypothalamic/ pi t u i tary f un ction i n growth
r et a rded children, treated wi t h growth hormone (HGH).

Among 23 growth re t arded childrun, 9 showed a lack of growth
hor mone ( GH) respon se and 14 an i n1;erme diary respo nse to insulin
tolerance test ( ITT). After HGH trua tment f or 42 months (mean )
a ll wer e ret ested with a co mbined pitui t ary st imul a tion test( I TT
+ TRH + U1RH ) with estimation of GIl, so matomedin ( SM), ACTH, TSH,
pro l actin (PRL) , LH and FSH.

The 9 f ormer ly GH-non responderll showed a pe rman ent GH
de f i c i en cy (group I) , while 10 of 1;he pr eviou s l y GH-inte rmediary
r e spo nders now had a normal GH response (group II ) and 4 still
had i nt ermedi ar y response (group UI ).

I n gr oup I SM was l ow, t he ACTH response subnormal, the TSH
and PRL response prolonged and i n pr epube r t a l children deficient
LH and FSH response was found, whel,eas these pa r amet er s with
few excep tions all were normal in l:rouP II and I I I .

This indicates: 1) Lack of GH rnsponse is a per s i s t ent condi
t ion often a c compan i ed by hypothalamic dysfunction with abnormal
secretion of other anterior pituitary hormones. 2) Intermediary
GH response may be transient and allsociated with normal secretion
of anterior pituitary hormones.
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Adrena1 insuCCiciency,myopathic hypotonia,severe psy
chomotor retardation,Cai1ure to thrive,Catty 1iver,
aega1ocornea,chronic constipation and teraina1 b1ad
der ectasia in 2 brothers.

The above prob1ems were observed in 2 oC 5 aib
1inga Cr08l ear1y infancy unti1 death at agea ).:0\5 and
1.6 were the product oC uneventCu1 preg
nancies and had noraa1 weight at tera.Firat
were at ) reap.9 weeks oC age because oC aevere ema
ciation with hyponatremia and hyperka1eaia.Adrenal
inauCCiciency deve10ped gradua11y during tirat
year ot 1i£e,aa docuaented i n s u1 i n - and SyDMrthen
teats. Neither chi1d learned to sit and both were mar
kedly autiatic.Failure to thrive could only partiAny
be improved by cortiaol aUbatitution.Floppineaa waa
a leading aymptom throughout .Musc1e enzyme activitiea
were atrongly e1evated.X1ectroayography ahowed amyo
pathic revea1ed dystrophic
changes in e1ectron-microacopy.Progreaaive
bladder ectaaia(1000 all tinally appeared. At autopsy
brain and apina1 cord Cindinga were normal,1ipid ana
1yais however d ••yeliniaation.No similar
cases cou1d be Cound in the
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Some as pec t s of h ypothalamic f uncti on in anorexia
nervosa.

In 7 girls age 13- 18 yr s. wi th snorexie nervosa and s econdary
amenorr hea the gonado tropines (LH .,nd FSH), t hyroid stimulating
honnone (TSH), prol acti n (PRL) and growth honnone (GH) wer e e va
l uated b y stimulat ion t es t s ; i n add i tion estra di ol (E2) and pro
gest eron (P) were determined. The ,Jas al va l ues of LH and FSH
were low compared t o contr ol s. l ut e ini z ing r el e as i ng hor
mone (LHRH) s timula t ion ( 100 ug iv bol us) t he LH peak levels
were de c r eased a s wel l , whe reas FSH showed exagger a t ed respon
ses . E

2
was signi f icant l y decr ea se d i n al l cases. P levels were

i n the upper ran ge of the normal D)n trols . The basal TSH and
PRL level s we r e i n t he normal After thyrotropin releasing
hormone ( TRH) stimul at i on ( 200 ug .i v ) the r esponses of both TSH
and PRL were normal as well . GH re spons e was determined after
i nsulin t olerance test ITT} and LHRH: the i ni t i al GH
value s in both s t imu l at ion t ests ele vated in 3 of the 7
pati ents ; however, the f ollowing v ,31ue was much lower. In the
ITT one o f the 7 girls had an i nsuffi cient GH response, after
LHRH there was no GH respons e wi t h one exception. In conclusion
LH an d FSH responses in anorexi a showed prepubertal
patterns . TSH and PRL responses we.re nonnal. The increased
initial GH l evel s might be interpr .•t ed as reaction to venipunc
t ure and not as increased basal le ifels . - Informed consent was
obtai ned f rom al l patien t s.
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Switzerland.
Modified respo nse to single-dose metyropone(M) in delayed odolescence(DII)

23 mole s with DA (mean chronologic 15.7 ± 2.0, bone age 12.4 ± 2.1 yrs,
SD) ond excluded growth hormone (GH ), gonodotropin (Gn) deficiency or
hypothyroidism were studied. Cortisol response to insul in wos normal
2.6 to 30 .8 ± 2.5,ug/dl, SEM, n=16). After oral M (500 mg/m2), 1 to 3 con
secutive 12h urine samples were collected for onalysis of THS(gas chromo
togrophy, normal ,.300 ,ug/m2/12h and max imum in lst sample). 37 tests wth
37 lst, 21 2nd on 11 3rd samples were carr ied out. The results could be de
vided into 2 main groups: 25 tests A) were subnormal in the lst sonple
12 of them wi th very weok (39 T 8 ,ug/M"'712 h) and 13 with insufficient
(191 ± 16 ,ug/m2/12 h) THS respo nse . Values in the 2nd ond 3rdsomple _re
hig her (delayed response). In 12 ot he r rests \group B) , the results were nor
mol (1016 ± 143 ,ug/m2/ 12h)in the first ond ower in the 2nd ond 3rd samp
les . In 3 patients with repeated tests there was improvement with increagng
bone oge. The THS responses to M d id not carrelote with those of GH, Gn
and TSH to st imul i. It is concluded that the THS response to single-dose M
may be temporarily insufficient or deleyed in DA. We interpret this finding
not os ACTH deficiency, but rother as 0 tro nsiently reduced or slow hypo
thalam ic responsiveness.
Supported by the Swiss Notional Science Foundotion
(Grant No . 3.883.077).
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Sensitivity to exogenous insulin and endogenous insu
lin r el ea s e in hypopituitary non-hypoglycemic children
t reated with HGH .

35 hypopi tui t ary patients t reated with HGH , 5 hypo
pituitary sub jects bef ore the s t a r t of HGH t reatment
and 15 sho rt- normal ch ildr en were s tudied . Informed
cons ent of t he pa rents was obtained . I n all the sub
j ec t s an OGTT and a con t i n ous I GTT were performed . Of
the 35 subjects, 16 showing a normal OGTT wer e submit
ted t o an insulin-induced hypoglycemia test during
therapy and 1 month af t er suspension. All t he short
normal and hyp opituitary subjects not under treatment
showed a normal OGTT, 4 of t he treated patients had
an a bnormal OGTT. I n t he subjects treated with HGH the
insulin secret i on was significantly l ower t han that of
t he normal children (p<O.01 ) but no t signi f i cantly dif
f erent from tha t of the non-treated hypo pi tui t ary chil
dren . A weekly s ignificant differ ence (p<O.0 5) wa s ev
i dent between the minimum blo od glucose r eac h ed dur i.ng
trea tment an d tha t f ound after t reat ment suspens i on .

J. P. GUTAI· , D. POSTELLON·, M. SALAS· , T. P. FOLEY,7() JR.·, (In t ro . by A. L. Dr ash) . Dept . of Pediat rics,
Un i vers ity of Pitts burgh , Pittsburgh , Pa . 152l3, USA.

Maturation of pi t ui ta ry -hypot ha lam ic function by exogenous
testosterone enanthate.

The response to e xogenous t estosterone enanthate (TE) (200mg
1M onc e each month for thre e months) was eval ua ted in 10 males,
a ge 16 + 0.8 years (mean + 1 S. D.) diagnosed as cons tit utional
delay of pube r ty (CD). Pr i or t o t he onse t of t herapy , the
following we re measur ed: se r um LH an d GH every 30 min . f or
24 hr s; FSH-LH cone. f ol lowing a sing le 100 bolus of
Gonadot r opi n Rel easing Hormone (GnRH) ; t he GH con e. followi ng
sequential arginine-ins ul in s timula t ion . Two mont hs after t he
l ast injection of TE, t he same series of tests we r e per formed .
Patients have been fol lowed 1 - 2- 1/2 yrs . Al l 7 patients who
we r e Tanne r Stage I had a s i gni f i cant i nc rease (p < . 01) in
both the mean 24 hr concen tration o f LH and GH, a significant ly
increased LH co nc. following GnRH , p < .01, an d a s ignif icantly
i ncreased plasma t estosterone cone . (p < .001), a l t houg h the
l ast dose of TE was 60 days ear l i e r. All patients have
cont i nued their pubertal progre s sion as evidenced by continued
increase in plasma tes toste ro ne, progression in sec ondary sex
characteristics and normal osseous maturation without
compromise in predicted height. These results may be
compatable with a t estosterone induced maturation of hypo
thalamic pituitary function .
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