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PREVALENCE AND AETIOI.OLY OF ENDOCRINE DISOI<UEIIS FOLLOWING 

83 TREAPIENT OF BRAIN ~IJklOURS. 

116 chi ldren  (51F,65EI) t r e a t e d  for  bra in  tumours renlute from the  
hypothalamus or p i t u i t a r y  and c l in ic . , l ly  d isease  frre a t  t h e  time of study vrre  

assessed.  Al l  had received crani.11 i r r a d i a t i o n ,  76 spin.11 i r r a d i a t i o n  and 34 

ndjuvanL ct,emothempy. Elean aye a t  Lrcatmcnt was 6.7 years  (1-15) and follow 

"1' 8.5 years  (1-23).  

112 chi ldren  had abnormalities of growth and/or 611 secretion. 
Primary thyroid dysfllnction was i d e n t i f i e d  i n  36% of n i l  ch i ldren  t r e a t e d  

wi th  craniospinnl  i r radi i l l ion ,  witl, o r  without chemothemlty. Of 30 chi ldren  
CreaLerl with craniospinal  i r l a d i a t i o n  and chemotherapy, 66% had primary 

hyputhyroidisni. The contr ibut ion  of cheaotherapy t o  primary thyroid  
dysfunction was h ighly  s i g n i f i c a n t  (p<0.001). Secondary thyroid dysfunction 

occurred in 6  of 116 chi ldren .  

Primary gonadal dysfunction was present  in  64% of  girls t r e a t e d  with 
craniospinnl  i r r a d i a t i o n ,  with o r  without chemothrrnpy. Chemntl,,.rapy did otlt 
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86 H o p i t a l  S a i n t - V i n c e n t  d e  P a u l ,  P a r i s ,  F r a n c e  

L O N G - T E R M  STATUS O F  HYPOPITUITARY DWARFS 

T h e  p s y c h o s o c i a l  c o n s e q u e n c e s  o f  GH deficiency a n d  o f  i t s  

t r e a t m e n t  w i t h  g r o w t h  h o r m o n e  (hGt1) h a v e  b e e n  e v a l u a t e d  f r o n i  44 
answers t o  a q u e s t i o n n a i r e  m a i l e d  t o  50 p a t i e n t s  a g e d  18 t o  36 
years  (m 2 1 . 7  + 3 . 4  y r s ) ,  t r e a t e d  w i t h  hGH f o r  a t  l e a s t  3 y e a r s  
(nl 5 . 6  i 2.8 y r s ) ,  2 2  i d i o p a t h i c  a n d  2 2  w i t h  d e t e c t a b l e  c a u s e ,  

15 w i t h  i s o l a t e d  GH d e f i c i e n c y  a n d  29 w i t h  m u l t i p l e  

d e f i c i e n c l e s .  F i n a l  h e i g h t  was - 2 . 9  f 0 . 9  SO b e l o w  t h e  
a v e r a q e .  T h e  r e s u l t s  ( % )  were t h e  f o l l o w i n q  : . . 
S e l f - e v a l u a t i o n  o f  h e i g h t .  F a i r  57 Me- 3 4  Poor 9 
A p p r e c i a t i o n  o f  t h e  treat.ment 68 2 5 7  

S e l f - e v a l u a t i o n  o f  s c h o l a r s h i p  4 1  3 9 2 LJ 
P r o f e s s i o n a l  o r  e d u c a t i o n a l  l e v e l  2 7  4 8 2 5  

Sexual r e l a t ions  14  25  6 1 
R e l a t i o n s  w i t h  f a m i l y  a n d  f r i e n d s  8 2  3 1 5  

a f i u c t  the  incidence. No g i r l s  t r e a t e d  with c r v n i ~ l  i r r a d i a t i o n  alone wcr~, S e l f - e v a l u a t i o n  o f  h a n d i c a p  i n  t h e  p a s t  yes 88 1 2  
a f i e c t e d .  4 of the  boys wl~o had reccived chemotherapy (36"") had primary S e l f - e v a l u a t i o n  o f  h a n d i c a p  a t  p r e s e n t  2 0  80 
t e s t i c u l n r  dys iunct ion .  llypoganadotropl~ic hypogonadia~o was found in  69 oc E m ~ l o v m e n t  o r  a c a d e ~ i ~ i c  s t u d ~ e s  68 3 2 . - 

c h i l d r e n .  

ACTll def ic iency was iound in  4  u i  85 chi ldren  dssrssed .  

Data from t h i s  l a r g e  s e r i e s  i n d i c a t e  the  e x t r n t  of e n d o c r ~ n e  damage ant1 

t h e  c o n t r i b u t i o n s  of radiotherapy ;~rro chemotherapy ~n i t s  i ~ e t i o l o g y .  
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G R O W T H  AN0 PITUITARY FUNCTION IN CIIILOREN IREAIED FOR A C U I E  L Y R -  

PllATIC LEUKEMIA (ALL). 

52 chi ldren  in continuous completc remission from A L L  and o f f  a l l  drugs for  2 

years M e r e  s tudied .  39 had rcccived crania l  irradiation with 2h00 cGy (group I )  

and 13 with 1800 ctiy (group 1 1 ) .  lieiglil wds measured a t  d iagnosis ,  a t  end 0 1  

treatment and then a f t e r  6.12.21, months. l i y p o t l ~ a l a m ~ c - p i t u i t a r y  function was 

inves t iga ted  u i t h  an argin ine .  L-Oopa, L H R I I  and IRll t e s t .  Basal 13, Ti+, fT3, fT4, 

ACTll and c o r t i s o l  uere a lso  assayed. Results uere compared u i th  those o f  shor t  

normal subjec ts  of the same age. A s i g n i f i c a n t  reduction of licigllt SDS compsrerl 

to tha t  a t  diagnosis was s l i l l  prescnt tuo yuars a f t c r  therapy uitlldraual only in 

group I (p ( 0 . 0 5 ) .  In group 1 71.4% shoued a normal tit1 response ()8ng/ml) in nt 

l e a s t  one t e s t  (us  100% in cont ro ls ,  p (  0.01) and 27.0% J negative respanbc to 

both GI1  t e s t s  ( v s  0% in c o n t r o l s ,  p (  0 .01) .  In group I1 these f i g u r e s  w e r e  

rcspcct ivc ly  91.6% and 0%. A normal response to arg in ine  was evident in 60.6% a f  

group I  v s  54.5% o f  group I1 and to L-Dopa in 54.2% or group I vs 100% of groujl 

11 (p < 0.005; p  < 0.05 v s  c o n t r o l s ) .  No d i f f e r e n c e s  u c r e  evident between the two 

group, as regards gonadotropins and p i tu i lavy- thyroidal  or p i tu i tary-adrenal  

a x i s .  Group I  however showed r i g n l f i c a n t  higher PRL v a l u e s .  These data suggest 

t h a t  perturbation o f  grovl l~  and of p i t u i t a r y  function i s  marc Irequent aFtcr  1400 

cGy crania l  radia t ion  and support Llle lhypothesii tha t  LI,? mechanism uhich 

c o n t r o l s  the GH rcsponsc to L-[lopa i s  m o r c  vulnerable La ~ r d n i d l  radid t ion  tl~,il! 

t h a t  uhich c o n t r o l s  the G l l  rcsponse to arg in ine .  
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85 
f INAL STATURE AFTER GROWTll HORMONE (GII) TIICRAPY IN 

IIADIATION-INDUCED GI1 DEFICIENCY 

3 1 el11 l d r e l i ,  r i : ~ ~ t l e r c d  GI1 d t : f l c ~ c ~ i l  by  c r ; l r l l a l  (C,11= 1 2 )  o r  
c r a r t ~ u : , l ~ ~ ~ ~ : ~ l  ([:S,II= 1 9 )  I r r : l d l : ~ I  1011, ~ C C ~ J  b e d  Gli, i~licl t h e 1  r g t . ~ w t  1 1  
s r s p u r ~ s t :  was c o m p a r c d  l o  Iti:11 o f  14 GI1  l r c a t u d  t d ~ o p u l h ~ c  GI1 
d c f  i c i c t ~ l  p a l  I C I I I  s ( 1 ) .  7 C ,  8 C S ,  i111d i l l  I 1  piil I P I I ~  ti II:IVC r u n l p l ~ ~ l  c d  

g r o w l  h .  Al l r jroup?; i 1 1 . c ~  pt1(11,1y 1 1 c f o r e  t h ~ ? r : t p y ,  11trl i l l  1  : ; ~ I I I W C ~  

s 1 q 1 1 1  f ~ c i 1 1 1 1  I I I C ~ C ~ I I : I I ~ : ,  I I I  V C I O C J  I y  011 G l l ,  I I I ~ I I I I I  ~ I I I I I : ~  ~ v c r  3  ~ I , : I I . : ~  

( o v e r  ( ~ r s l  y c i ~ r ,  4 . 2  C , 3 . I  C S , 5 . 2 r n 1 / ~ r  I ) .  I r ~ ~ : ~ d ~ : i l c d  c 1 1 ~ l d l . 1 ' 1 1  

~ ! I I I I : ~ I : C I  I I L I ~ I : I , ~  y  iil ; J ~ I  r c ; ~ r I y  I I I I I I I :  :]qi: ([>A 10.4  t I . 6y1 ,s ) ,  1  ~ , r e ~ p t : r l  I \ L >  

:;ex <>I '  1 L l ~ l ~ l l l ~  d l a t J l l ~ l ~ l t i .  I  p;ll le l l t  5  ell( U I ' C ~  ill i l  " 1 1 0 ~ . l l l ~ l ~ "  []A 
( 1 2 . 4  t 1 . 4 y r s ) .  b1r:11i ~ u t ~ e r l  i l l  d u r a l  i o n  f o r  c l i r o ~ ~ o l u g ~ c a l  a g r  w:is 

s l m i  l a r  ( I  2 . 0 y r s ,  a l  l ~ r r i l d ~ : ~ t . e d  2 . 7 y r s ) ,  b u l  Illi: nicall c h a l l g c  $ 1 1  

BA was 3 . 7 y r s  f o r  1 illld 4 . f l y r . s  F o r  I h e  i r r ; l d l a l f d  ( p < 0 . 0 1 ) .  The  

c h a n g e  111 " h c l q h t  ;ltj~:" f t ~ r  BA (&IiA/hUA) w:ls I .[I3 ( r a l l g c  0 . 4 0 - 2 . 4 6 )  

f u r  I  o l ld  0.69 (rarlgl:  0 . 3 7 - 1 . 2 3 )  f o r  C :lnd C S , ( p < 0 . 0 5 ) .  T l l c I : ~ l l c r  
c o r n p l o l i :  r j r t l w l t ~  e a r l y  : I I I ~ ~  sl~ow a p o o r  ~ : I I I I  I I I  h ~ i q l ~ l  f o r  t:i~ch 

y e : ~ r l y  r r i c r c l ~ ~ c ~ ~ t  r1f O A .  
T h e  f ~ r i a l  h c ~ q h l  SD s c o r e s  wcrc - 2  ( C )  a n d  - 2 . 6  ( C S ) ,  w r l  h I I O  

chalri]c i n  SD score,  a l l d  - 2 . 6  ( I ) ,  w i t h  c a t c h - u p  c l rowth o f  + 2 .  1 .  Or? 

G H ,  lht: ~ r r : l d ~ a t c d  c l i ~ l d r c n  h a d  n i a l n t a ~ n c d  I h e l r  c r l i t l l c  pil:;ll lo l l  
b u l  h:l(l 1101 c : x l i ~ b ~  l e d  cal r l l - u p  q r o w t  h  dul: l o  1 I11:l 1' l ' a p l d  plllCJ- 

rest; I 1111 l  l i r o u g l i  pu111:1,1 y . 11111s GI1 l  I ~ c r ; ~ p y  br>t~t:f I I s I r r ; ~ d ~  ;I! tc(1 GI1  
d c f  I C  ~ I ? I I I  i:11 I Ici~.i:ti, l)ul r:~tiI~::~vut~r:;  I u  I I I V I I  l  pu111~1.l ~ p ~ ~ i ~ g r i : $ ~ : ; l r l r l  

t l ~ : ~ L  l ~ ~ ~ l ~ ~ ~ L I :  I I I C I  1. ~ I C I I ~ I I I  I I ~ U ~ I I ~ : ; I : ;  ru t . [  ~ I I ~ I . .  

From t h e s e  r e s u l t s  t h e  f i n > J - - s ~  anlong 4 3  p a t i e n t s  may b e  

c o n s i d e r e d  a s  e x c e l l e n t  i n  9 ,  g o o d  i n  10, m e d i u n ~  i n  15 ,  
i n s u f f i c i e n t  i n  8, v e r y  b a d  i n  6 ,  i n  s p i t e  o f  a p p r o p r i a t e  m e d l c a l  

a n d  p s y c h o s o c i a l  s u p p o r t .  E a r l i e r  c a re  a n d  p e r h a p s  solne i n c r e a s e  
of d o s e s  o f  hGH c o u l d  i m p r o v e  t h e s e  r esu l t s  i n  t h e  f u t u r e .  
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87 PSYCIIOLOGICAI. ASPEClS IN CllILORCN ARD ADUL CSCENi; WITII 

tlYPOPITUTTARISI1. 

R e p o r t s  o n  p s y c l i o l o t ~ ~ c ~ l  a s p e c t s  i r ~  r l r ~ ~ a r f c d  c t i i l d r c r ~  1i:rvc 
d c  nr orisLr;rtccl i n r o n s i s L c n L  r e s u l t s .  1  l11:i war; [ J ~ I  t l y  d u e  Lii 

bet-erogencity o f  s a m p l e s  o r  u s e  llf n o n  s t a n d a r d i 7 c d  Lest. p r o c e d u r e s .  W r :  
h a v e  t l i e l . c f o r e  e v a l u a t e d  p a t i e n i s  w ~ i L 1 1  p r o v e n  I ~ y l ~ o l ~ ~ L u i L a r l s m  t r s ~ n q  o  :;c- 
l e c t i o n  o f  a g e  r e l a t e d  tests. T h e  p a t i e n t s  were s u b m l t t c ~ l  LI I  a well d e -  
f i n e d  a n d  r;t;lnrJnrdizcd p r o t o c o l  LesLlr-~q lrl p a r t i c u l a r  ~ i i L c l l ~ q c n c c ,  :;CII-I:I~ 

b e h a v i o r ,  e m o t i o n a l  s t n t ~ l l i t y ,  n n x l c t y  a n d  b e h a w o r  i n  o o c l z l  strem ::~LLI- 
n t ~ o n s .  40 p a t i e n t s ,  3 3 m ,  IGf ,  acjc11 6 1.0 2 6  yrs w l l l ~  i:;olnlr![l g r o w t l l  Iltrr- 

m o n c  d e f i c i e n c y  (n.22) a n d  m u l t ~ p l c  p l t t r i t a r y  d e f l e ~ r r ~ c ~ c s  ( n - 2 6 )  wJt7rr 

evn11.1atecl. U p  t o  t h e  L j m e  o f  t e s t i n g  d u r a t l o n  o f  t l l e r a p y  was 0.3 Lil 16 
y r s ,  h e i g h t  was - 2 . 7 ~ 1 . 7  S O S  ( n r c a r 1 ~ 5 D ) .  Tor a d e q a a t e  e v a l u a t i o n  t h e  

s a m p l e  w a s  d iv ider1  ~ n t o  t w o  a q c  q r o u p s  (6.0-15.6 y r s ,  n - 2 3 ;  15.9-26.1 yr:;, 

n:25). R e s u l t s :  G e n e r a l  1nl.el1igcrlcc w a s  I n  t h e  ovcr : lqc  r:~nr]c. Ocr,plLe 
t h e s e  f i n d l n g s  a h i g h  p e r c e n t a g e  0 1  cllrlcJren h a d  d c l a y u d  s c l i o o h n r ]  o r  Ilarl 

t o  r e p e a t  a class. When p a t i e n t s  w l t h  a d d l t l o n a l  t h y r o t r i ~ p ~ c  d i s o r d e r s  
were c o r l s l d c r e d  s c p a r a L e l y  (n:l4) t h e  LesL r e s u l t  w;~:; 111 Ll~c l o w e r  n o r m a l  

r a n g e .  I n  c o n t r a s t  to  p r e v i o u s  r e p o r t s  v i s u a l  m o t o r  o l ) l l i t l e s  were b e t t e r  

t h a n  a v e r a g e .  I l n e x p e c t e d l y ,  p a t L e n t s  were n o r m a l  r r r ]arc l lnq  em o t ~ o n a l  
s t a b i h t y ,  f r u s t r a t j o n  t o l e r a n c e  a n d  d r d  n o t  s h o w  arty t e n d e n c y  t o w a r d s  
d e p r e s s i o n  or p s y c l i o s o r n a t i c  d v j o r d e r s .  S o c i a l  b e h a v i o r  rua:; characterized 
b y  a n  l n f a n t l l e  a t t i t u d e  t o w a r d s  p e r s o n a l  e n v l r o n m c n t .  In  case o f  f r u -  
s t r a t i n g  r ~ t u a t l o n s  c h i l d r e n  d e m o n s t r a t e d  a t e n d e n r y  t o  n v o ~ d  aqqrec,:;l- 
v e n e s s  wl l ich  m i q h t  b e  d u e  Lo g o o d  r e p r e s s i n g  rnectinn~srn::.  
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TliE WNC1'F:IIM EFFECTS OF GROWTII IlOl(E1OhE TIIERAI'Y 

Tllc growth of 73 patLents Lr ta tcd  continuously with growth horrnone (CbI 

fo r  up t o  5 years  has been analysed. Catch-up growth ~n Lhc sense of an 

improvement in  he ight  v e l o c i t y  SDS w . 3 ~  induccd i n  a l l  p.it ients r r g a r d l e s s  of 

age and puber ta l  s t a t u s  at s t a r t  of treatment. There was improvenient in 
he ight  SDS f o r  n.4 over the  f i r s t  year of therapy but o v e r a l l ,  t h e r e  was no 
change in  he ight  SDS f o r  CA or UA conpared t o  the  s t a r t  of treatment 
i n d i c a t i n g  Llh~t the d u I i c i t  inducctl by poor  grdwth v e l o c i t ?  .IL any age is 

i r recoverable .  

Data froni 58 pat ier i t s  who commgmccd t ru , l la rn t  b e f o r t  ~luLerLy (maan CA 

7.9, range 2.2-13.5, mean BA 6.3, 0.8-9.93 v.!b contras ted  with those from 15  
p a t i e n t s  comncnced an treaLnlenL durin:: pubcrty (rncan CA 111.2, range 11.8-lh.1, 

mean UA 11.9, range, 7.8-15.3). There was no s i g n i f i c z r i .  < l i f f e r e r c e s  i n  

response. The not ion ,  widely promulgated, t h a t  CII i:, i n e f f e c l i v e  in  o lder  

p a t i e n t s  i s  p l a i n l y  i n c o r r e c t .  

Thcsc d a t a  accord with the  de~. luns tmt iun t h a t  mid childliood and pobcr ta l  

growth i s  611 pulse  alnplit~ide medintcd .ind t l iat clli ldren of nrsy s t a t u r e  w l l l  
respond Lo CH given in adequate dosc. Standard c r i t e r ~ a  used t o  def ine  

s u i f i c i e n c y  o r  i n s u i i i c i e n c y  did not add t o  pretreatment hclgI,r ve loci ty  in  

p r e d i c t i n g  the  mngllitidudr of t h e  response t o  Gtl tliri-spy. 


