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GROWTH HORMONE (GH) IS NORMAL 1N GIRLS WITH PRECO- UNSUSTAINED CENTRAL SEXUAL PRECOCITY 
GTOUS PUBERTY DURING SUPPRESSIVE TllERAPY WITH LIi-RH IN GIRLS 
ANALOGUE (D-TRP-6-LM-Rll) 

The inhibition of gonadotropin secrction in childrcn with 
central precocious puberty trcatcd with LEI-RH analogues rcsults 
in suppression of the pubertal development, including growth 
velocity. In some paticnts, a marked slowing of growth is obser- 
ved. To test whether this is relatcd to inhibi ion of GH sccre- 5 
tion, we performed a clonidine test (150 mcg/m p.0.) in 9 girls 
with central precocious puberty (age range: 4 4/12 to 11 8/12 
yrs) treated with D-TRP-6-LH-RW, a supcractivc LH-RH analogue, 
6 by daily s.c. injections of an acqueous preparation, and 3 by 
monthly i.m. injections of a depot preparation (Decapeptyl - 
Ferring). The daily dose ranged from 1.5 to 3 mcglkglday and thc 
treatment periods were from 10 to 60 months. In all patients a 
normal GH response was found, by a peak value of 18 ng/ml or 
higher. In all, gonadotropin suppression was confirmed by a 
concomitant i.v. LH-RH test. These data show that GI1 reserve is 
not affcctcd by the LH-RH analogue therapy and cannot be impli- 
cated in the slowing of growth, which is probably due to lack 
of sex hormones. 

It is assumed that idiopathic central precocious pu- 
berty in girls is progressive and leads to sexual matu- 
rity. Its natural course, however, is not well defined. 
Four girls presented with breast enlargement (B3 )  at 
age 4.0-6.0 yrs and have been followed for up to 3.5 
yrs. All had normal CT brain scans. Stimulation of LH 
and FSH by LHRH was excessive for age in all. Estradiol 
(E2) was 62-122 pmol/L. Bone age was advanced by 1.8 
and 2.8 yrs in 2 girls and progressed rapidly in all. 
Ultrasound visualized follicular ovarian cysts in 3/4. 
In 2 girls, E2 fell slowly to levels around 4 0  pmol/L 
and breast enlargement decreased 1.0 to 1.5 yr after 
the initial work-up. The other 2 girls showed a re- 
gression of clinical signs with normalization of E2 
levels after 6 and 10 months, respectively. Another 
6 months later, puberty was progressing clinically and 
biochemically in both. As illustrated, central preco- 
cious puberty can be transient and regressing, or 
fluctuating in its course. This has to be considered 
when new drugs to control precocious puberty are 
evaluated for their effectiveness. 

N.Lahlou: J.C.Cavitte: M. Mialot :  J.P.Mialot: 123 R . V i r d i s  M M a z z e t t i "  L .Ghizzon; '  C.Vol:ay M.C.Cantir* C . C r a v i  20 M.Mondain-Monvalt K.Nahoult  M.Roaer. A.V.Schal1 v* d i * .  S . B e r n a s c o n i  M . V a n e I I i .  

Fondat ion  de ~ e c h e r c h e  en ~ o r m o n o l o ~ i e ,  P a r i s ,  t i o l e  
Na t i ona le  V e t e r i n a i r e ,  Ma i sons -A l f o r t ,  France, V.A. 
Medica l  Center,  New-Orleans, Lou i s i ana ,  USA. 
SPERMATOGENESIS I N  ADOLESCENT DOGS TREATED FOR ONE 
YEAR WITH D-TRP-6-LH-RH I N  MICROCAPSULES (LRH-M). 

P e r i o d i c  i n t r amuscu la r  i n j e c t i o n  o f  LRH-M has been shown t o  
suppress p i t u i t a r y - g o n a d a l  a x i s  i n  c h i l d r e n  w i t h  precoc ious  
pube r t y  (Roger e t  a l .  ESPE 1984). I n  o r d e r  t o  assess t h e  e f f e c t s  
o f  LRH-M on spermatogenesis,  50 vg/kg were g i v e n  t o  Fox dogs on 
days 1 and 21, then eve ry  28 days. I n  t h e  a d u l t  dogs t r e a t e d  f o r  
15 weeks spermatogenesis was i n h i b i t e d  d u r i n g  therapy and recove- 
r e d  90 days a f t e r  t h e  l a s t  i n j e c t i o n .  A one-year t rea tment  was 
s t a r t e d  i n  3 ado lescent  dogs j u s t  b e f o r e  comple t ion  o f  puber ty .  
LH l e v e l  (ng/ml , Xksem) decreased f r om 4.6 i 0.6 t o  1.2 i 0.1 on 
day 21 (p<0.05) and became unde tec tab le  beyond t h e  5 t h  i n j e c t i o n .  
Normal o r  h i g h  l e v e l s  were recovered 60 days a f t e r  t h e  l a s t  
i n j e c t i o n .  Mean t e s t o s t e r o n e  l e v e l  (ng/ml)  was 1.6 f0.2 i n i t i a l -  
l y ,  unde tec tab le  beyond t h e  5 t h  i n j e c t i o n  and 1.3f0.3 s i x t y  days 
a f t e r  t h e  l a s t  i n j e c t i o n .  H i s t o l o g y  o f  t h e  r i g h t  t e s t i s  on day 
371 showed spermatogonia i n  a l l  tubes, spermatocytes I i n  5 t o  
57% o f  tubes and absence o f  more mature c e l l s .  I n i t i a l l y ,  no 
spermatozoa were p resen t  i n  e j a c u l a t e s ,  b u t  i n  2 dogs sperm c e l l s  
were p resen t  f r om  days 56 t o  77 and 64 t o  105 r e s p e c t i v e l y ,  d i sap  
peared t h e r e a f t e r  and reappared 92 days a f t e r  t h e  l a s t  i n j e c t i o n .  
No sperm c e l l s  were found i n  t h e  3 r d  dog th roughout  t h e  study. 
T h i s  work shows t h a t  LRH-M induces a r eg ress ion  o f  spermatogene- 
s i s  i n  ado lescent  dogs and t h a t  recovery  occurs  a f t e r  t rea tment .  
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THREATENED ABORTION AND/OR PROGESTINS THERAPY I N  PREGNANCY AS CAUSE 

OF PRECOCIOUS PUBERTY 

To d e t e c t  an e a r l y  h y p o t h a l a m i c  i m p a i r e m e n t  i n  3 3  c h i l d r e n  u i t h  i d i o p a t h i c  

p r e c o c i o u s  p u b e r t y  we r e v i e u e d  t h e i r  f e t a l  and m a t e r n a l  g r a v i d i c  h i s t o r y .  f o r t h y -  

e i g h t  p e r  c e n t  o f  t h e  m o t h e r s  h a d  t h r e a t e n e d  a b o r t i o n  i n  t h e  1 s t  t r i m e s t e r  ( 1 6  

c a s e s )  o r  g e s t o s i s  ( 3  c a s e s ) .  Mos t  o f  t h e  uomen ( 1 3 1 1 9 )  were t r e a t e d  w i t h  p r o g e -  

s t i n s  a l o n e  o r  i n  c o m b i n a t i o n  u i t h  e s t r o g e n s ;  and i n  one a d d i t i o n a l  mo the r  p r o g e -  

s t e r o ~ l e  uas  g i v e n  p r o p h y l a c t i c a l l y  f o r  a  h i s t o r y  o f  h a b i t u a l  a b o r t i o n .  The hormo- 

n a l  t h e r a p y  mas g i v e n  a t  d i f f e r e n t  doses  and  f o r  d i f f e r e n t  p e r i o d s  o f  t i m e .  The 

a s s o c i a t i o n  o f  m a t e r n a l  g r a v i d i c  p a t h o l o g y  - m a i n l y  t h r e a t e n e d  a b o r t i o n  - and 

i d i o p a t h i c  p r e c o c i o u s  p u b e r t y  seems n o t  t o  be f o r t u i t o u s ,  s i n c e  t h e  i n c i d e n c e  

o f  t h r e a t e n e d  a b o r t i o n  i n  o u r  p o p u l a t i o n  i s  4.5% o f  t h e  p r e g n a n c i e s  c a r r i e d  o u t .  

We t h e r e f o r e  i n d i c a t e  t h e  p o s s i b l e  r o l e  o f  ho rmona l  t h e r a p y .  more t h a n  g r a v i d i c  

p a t h o l o g y  i t s e l f .  i n  d e t e r m i n i n g  t h e  e a r l y  a u a k e n i n g  o f  t h e  h y p o t h a l a m i c  c e n t e r s .  

F i n a l l y  i t  i s  i n t e r e s t i n g  t o  n o t e  t h e  d i f f e r e n t  mean age o f  t h e  o n s e t  o f  p u b e r t y  

i n  g i r l s  u i t h  and w i t h o u t  g r a v i d i c  p a t h o l o g y  o r  t r e a t m e n t :  6.9G.4 y r s  v s .  5 . 3 + 2 . 4  

y r s  ( p c  0 . 0 2 ) .  T h i s  d i f f e r e n c e  c o u l d  depend  o n  a r e a l  h y p o t h a l a m i c  d y s f u n c t i o n  

i n  t h e  l a t t e r  and  on an e a r l y  ho rmona l  s t i m u l a t i o n  i n  t h e  f o r m e r .  
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URINARY EXCRETION OF BUSERELIN (B )  DURING THERAPY OF 
CENTRAL PRECOCIOUS PUBERTY (PP). A MULTICENTER STUDY. PRECXXICXIS WBERE AM) PFIUI?TIRY TUMUR IN PRIMARY 

HWOllMOIDISl. EFFEX7P CF THYROXINE AND IMPLICATIONS 
128 12 hrs urine collections were made in patients FOR THE PATIIM;ENESIS 

presenting with central PP receiving the GnRH agonist B, either !Ex? asmiation between precocious puberty (PP) a d  primary 
subcutaneously (SC) (13 girls and 5 boys) or intranasall~ (IN) (7 h~thyroidisn (pH) is m, but although an enlarged sella m y  
girls and 4 boys). Centers from Belgium, France, Germany, Holland seen, a pituitary tunxlr has been in this 
and Switzerland participated in this study. Urinary excretion of me. A 5 y- old girl presented with bleeding, mlti- 
immunoreactive B and B metabolites measurcd after SC administra- cystic wxies m e  detected by sonography. p~ was fd with 
tion of 20pg/kg once a day in 14 girls with good control was 88.5t mkally elevated TSH (1500 IUD), decreased T (22 mrol/l) ard 
7.5ug (mean f SEM) during the first 12hrs and 6.0t1.2ug during the T (0.85 -ID), in spite of few clinical si& of hpthyroidisn. 
following l2hrs. Mean E2 levels under therapy was 8.9t0.9pglml. d.mm FSH (5.5 ED), LH(0.4 IE/l), a d  prolactin (PRL) (150 ~ / l )  
6 girls receiving 20pg/kg t .i.d. has an excretion of 91.5f8.7 and WXe ~cmpatible with ~&al PP. The response to LHRH (50 figug/m 
89.5?9.2ug/lZhrs, respectively. Two girls with poor control showed i.v.1 shckved m significant increases. A cerebral CT scan rweal- 
excretion levels similar to those with good control. In the 5 boys ed a large intra- a d  SLlprasellar t~anow without signs of raised 
treated SC, similar levels to those measurcd in girls were found. intracranial KeSSWe. lbm Imnths of thyroxine therapy was fol- 
One of them remained resistant (T>3.8ng/ml). In the 5 girls and 4 lowed mmlization Of thyroid hornnest TSH, PRL, FSH a d  the 
boys receiving IN 28.71t1.5ug/day of B, urinary excretion was 4.3f OvZEian sex steroids, a d  the pituitary twIDur was markedly r e  
0.9ug/12hrs during daytime and 2.9f0.8ug during nighttime. Clini- qessed. A repted test shd mw a significant increase 
cal control was poor in 2 girls: both had excretion values of in FSII ard LH. 

0.004 and 0.093pg, and 0.001 and 0.081pg/12hrs, suggesting a poor 
IrCreased erdog-us TRH Or the hyperprolactillgnia my 

compliance or a non-absorption by the nasal mucosa. In a third one 
have caused PP in this patient whereas LHRH does m t  sean to be 
in~olved. The tmnx may be an FdenCIM consisting of TSH, PRL ard 

with Albrightqs syndrome, resistance to therapy was observed with FSH secreting cells. A rem31kable was the stage B excretion of 1.4 and l.lug/l2hrs. Measurement of B excretion is of estrcgedzation at debut without overt clinic.l hpthyroidisno 
of value for the evaluation of control of the therapy, compliance 
or resistance, particularly when B is administered IN. 

1198 


	120SPERMATOGENESIS I N ADOLESCENT DOGS TREATED FOR ONE YEAR WITH D-TRP-6-LH-RH IN MICROCAPSULES (LRH-M).

