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PRECOCIOUS PUBARCHE : DIFFERENTIAL DIAGNOSIS 

59 patients (49 females and tOmales; aged 7 months - 9 years) 
were studied in the last 13 years .for precocious isolated pubarche. 
We evaluated clinical signs, bone age (B.A.). hormonal findings 
(ACTH-test, LHRH-test). ultrasound examination of adrenal and 
gonads. We devided ipatients in four groups: 
A) 81.3% Idiopathic precocious pubarche (HPP) : with normal 
steroids plasma levels, high DHEAs plasma levels (47.3%), 
advanced BA (29%). advanced statural age (S.A.)(22.9%). normal 
pelvic ultrasonography. 
B) 10.1 % Late Onset CAH (LOCAH): elevated basal and atter ACTH 
stimulus 17 OH Progesteron plasma levels in all patients. advanced 
BA (83%). advanced SA (50%). normal pelvic ultrasonography. 
C) 6.9% Central Precocious Puberty (C PP): elevated LH plasma 
levels, advanced B.A. and advanced SA in 100%. In all patients 
large size of gonads were found with pelvic ultrasonography. 
0) 1 female (1.7%) had adrenal adenomas demonstred by hormonal 
data and adrenal ultrasound and tomography. 
In conclusion : HPP is the most frequent caus e of premature 
pubarche, a differential ethiological diagnosis can be easily 
performed by hormonal and ultrasound investigations. 
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SPONTANEOUS PUBERTAL DEVELOPMENT IN TURNER 
SYNDROME 

We studied 114 girls with Turner syndrome aged from newborn to 
30 years old. We observed sponlaneous pubertal development and 
correlation with karyotype, statural growth and bone mineralization. 
15% of the patients presented spontaneous tela rche , 5% (6 girls) 
had spontaneous menarche at a mean age of 12 years. One of 
these patients had stopped menses alter 7 years, another one 
presented oligomenorrhoea. 76% of these patients were above 50% 
percentile for age following Ranke chart. 23,5% of the patients with 
spontaneous pubertal development had 45 XO karyotype. Bone 
mineralization was lower than normal values in all patients with 
spontaneous pubertal development. There were no correlation 
between pelvic ultrasonography and clinical signs of pubertal 
development. 
We conclude that clinical features are actually the best criteria to 
start substitute therapy. 
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LEUPROLlDE ACETATE FOR CENTRAL PRECOCIOUS PUIlERTY 
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GnRH analogs arc now preferred therapy for central precociolls puberty 
(CPP). AlthOllgh short term trials of the depot prepamli on of IClIprolidc acetate 
(TAP Pharmaceuticals, Inc.) Ilave been reported, result s from large series of 
patients arc unavailable. \Ve repan the results of GnRH stimulation tests in 127 
patients in screening for CPP at 9 'enters over a 20 mOlllh period, fifly·thrcc 
patients (49 f, mean age 7.0 yr) with peak stimulated LH > 10 lUlL (DELFIA) 
and bone age (I3A) advancemel1t > I yr were enrolled in a protocol initiating 300 
ug/kg 1M q4wk (7.5-15 mg) berore age 9 yr in females and 10 yr in males. 
Follow-up GnRH stimulalion tests werc performed at 4, 12, 24, 36. 48, and 
every 24 weeks thereafter; IlA was evaluated q24wk. Comparing baseline and 
24wk serum levels (mean±SE), e"radiol fell from 19.)±4.9 10 <5 pglml, peak 
FSH from 13.3±1.1 10 I.I±O.I IU/L, and peak Lli from 33. 1±4.4 to O.8±0.2 
lUlL. Peak LH did not suppress «!.7SIU/L) in one 13 mO'old female until 36 
weeks of therapy. No females had deleelable estradiol (>5 pglml) during therapy, 
but 3/4 malcs had tranSient delectable IcstostCl'Dnc (> 10 ngldl). 86% of subjects 
showed regression or no change ill Tanner breast (or genical) stage. Hei ght 
velocity diminished fI'Dm 11.51.0.8 to 6.51.0.7 cm/y r, but BA/CA was 
unchanged in the first 6 mo. There were no local injection reactions. We 
conclude that depot leuprolide is immediately effective in suppression of pubel1al 
progression and gonadoll'Dpin and sex Sleroid prOduclion, but bone age 
advancement continues in the initial treutlnent period. Further data will assess the 
effect of long tenn therapy upon predicted and final heights. S89 
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The appropriate age to initiate estrogen replacement therapy in adolescents with 
Turner syndrome (TS) is uncellain due to the potenti al for a deleterious effect on 
skelctal maturation and final height. We repoll results from the initial phase of a 
placebo-controlled, double-blind, muilicelilcr trial of low dosc ami clhinyl 
estrad iol (EE) in TS subjects 12 to 14.99 yC;lrS old, al ready receiving 0.05 
mglkgld of growth hormone. and wilh Tanner breast stage I or 2 (mean 1.2) at 
enrollment. fifty-two paticllts were randomized 100, 25, or 100 nglkgld of EE 
and were cvnluated every G months. Groups were identical for age (13.3 yr), 
bone age (10.8 yr), karyotype, growlh rale (5.7 cm/yr) alld height at onrollmenl. 
The following presents resulls al 12 monlhs oC Iherapy (mean ±SD): 

EE dose Growlh vel flTanner Br flBA (mg) flPMI (cm) 
(nglk-d) (cm/yr) 
o I I 5.4 ±1.4 0.5 ±0.9 11.4 ±5.7 1.0 ±3.R 
25 14 5.() ±1.5 0.9 ±0.7 13.3 ±6.7 I A ±3.2 
100 16 5.1 ± I.I 1.4 ±O.6 16.7 ±to.6 -0.5 ±4 .& 

The add ition of EE during GH Iherapy in 12-1 5 yo girls IVilh TS resulled in 
dose-dependent breast development and commensurate increases in skelclal 
maturation. which occurred in the absence of change in height velocity. 
Significan t reduction in PAil could not be ascertained. \Ve conclude that e ither 
25 or 100 nglk-d EE, wilh coordiuale therapeulic ri sk and benellt, may be useful 
in inducing feminization in TlirlIcr syndollle. 
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HE1GHT VELOC1TY (HV) DURl t<G PUBERTY lN RELATION TO BONE AGE (BA). 
It is generJ.!!Y assumed th::lt HY and BA well with chronological age (CA) . 83 

girl s aged 9.9:t 0.3 yrs and 58 aged 6.9:::' 0.3 yrs as well as 79 boys aged 10.9:::, 0.2 yrs and 
71 aged 7.9 :: 0.3 yrs were followed longitudinally during 5.1:: 1.4 and 4.6 ± 1.4 ),rs, res· 

Heights, bone ages (dete rmined by two independent observers, by the mcthod of 
Greuli ch & Pyle, using the score S)·slcm) were recorded every G mO{lths. 

In girls. 105 of them presented a peak HVofS.G::t 1.2 emlrr (mcah::t 1 SD) at a mean CA 
of 11.8:!:. 0.8 .. rs. Mean BA was 12.2:!: o.s yrs. Mean peak HV for bone age was 8.2 :!: 1.6 
cm/yr. In advanced puberty, peak HV occuri ng before CA"' IO.6 yrs (-1.5 SO for age), mea n 
peak HV W3S 8.8 ± 1.1 em/yr for CA, mean BA was 11 .9 :!: 0.8 yrs. 1.3 :!: 0.8 yrs in ad\·anee 
for CA. In retarded pubeny. peak HV occming :1fler CAr J3.0 yrs (+1.5 SO), mean peak HV 
was 7.9 :: 1.1 cm/yr far CA, mC<ln B"&'-,,"3s12.2:!:. o.s yrs, 0.8 ± 0.8 yrs delayed. 

In boys, 70 of them presented a pc.,k HYo[ 10.0 ± 1.2 em/yr at a mean CA of 13.9:!: 1.1 
yrs and a BA of 13.4 ± 0.8 yrs. Mean pc3k HY for bone age 10.8 ± 2.4 em/yr. In ad· 
v:meed pubeny, peak HV occuring befo re CA=12.8 yrs (-1.5 SO for age), mean peak HV 
was 11.0:t 1.2 cm!)"r and 1O.8:!:. 2.-' em!yr for a me::m BA of 13.5:t 0.8 yrs .. 1.2 0.5 yrs in 
ad\·ance for CA. ]n relarded pubeny. me:ln peak HV occuring a t 15.7 ± 0.6 yrs (+ 1.5 SD (or 
age), mean peak HV was 9.5:!: 1.9 enVyr, mean BA was 13.6 = 0.9 yrs, 1.5:t 0.7 yrs de­
layed for CA. In both sexes, mean peak HV for BA was similar for all the groups. 

In Iota\' there is a good agreement betwecn CA and BA in normal pUberty. Peak HV de· 
creases with CA. Because of discrepanc ies for HV between CA and BA in ad\·aneed and in 
delayed pubcny, it is suggested th:1I c\·.,luJtion of HV in pubertal children during gro\\1h 
tre(llment be made in rel:Jlian to BA r;"lthcr than CA 
Supponcd by the S\\"iss :t\'ational Research Fundation and Se rono for the statistical analyis. 
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Secretory rhythms in lIf and testosterone (T) before and during 
the onset of puberty were studied. Forty boys (28 prepuberta l and 12 
pubertal) with short statu re aged 4_4 to 19_3 yr participated to 
this study. Blood samples for LH and T measurements were drawn every 
20 min for 24 h after obtaining con se nt.. All the subject.s were 
followed up by measuring height and weight and evaluating pubertal 
development every 3 mo nths for 1 to 7 yr (mean 3.11 yr). There were 
definite diurnal rhyLhm s in both UI and T in all of th e s ubje c ts. 
Serum T showed maximum level at 0400-0800 h which delayed to the III 
peak. decreased graduall y and attained minimum level at 2000- 2400 h. 
The ratio of T leve ls during 0400-0800 h period to the whole 24-h 
were 1.3B :':: 0_16 (mean:,:: SD) at prepuberty and it rose to 1.87 + 
0_08 at midpuberty_ Mean 24 h L11 level s rose with age; they were 
0_15. 0_76 and 0.98 lUll at 1-2 yr before, at 0-1 yr before and at 
the time of onset of puberty, resp ec tively. There we re no 
significant changes in LU pulse frequency with the pubertal 
devel opment. All of th e 40 boys showed positive cross-correlation 
between the III and T concentrations. nean lag time of the diurnal 
rhythms in T to LH was 7_1 :':: 2.8 h at prepuberty_ It decreased with 
developing puberty and came to 1.4 :!:. 0.9 h at midpuberty. 
In conclusion. the diurnal rhythms of T and LIt are already exist 
before the onset of puberty. There is a delay in the diurnal rhythm 
of T to LH and the lag time decreases with developing puberty. 
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