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Pregnant primates have been shown to  have a  l a rge  diurnal  (24 

h r )  rhythm i n  c i rcu la t ing  melatonin (MEL). W e  examined whether 
a l t e r a t i o n s  i n  c i rcu la t ing  maternal MEL could be t ransferred to  
the  f e t u s  by giving i .v .  in jec t ions  or infusions of MEL to  preg- 
nant monkeys. Three rhesus monkeys with timed ges ta t ions  (+ 1 d 
underwent hysterotomy a t  151 d gestat ion.  l eve l s  were 
determined by chloroform-extraction and authent icated by TLC i n  
the  in jec t ion  s tud ies ;  MEL plasma leve l s  were measured by R I A  i n  
the infusion s tud ies .  

Three min a f t e r  a  maternal in jec t ion  of a  t r ace  amount of 
[ 3 ~ ] ~ ~ ~  ( lug,  150pCi) f e t a l  plasma [ 3 ~ ] ~ ~ ~  leve l s  were 84 + 9% 
(SE) of maternal [ 3 ~ ] ~ ~ ~  leve l s  (168 5 14 pgfml). P a r a l l e l  r a t e  
of disappearance occurred i n  both c i rcu la t ions  over 30 min. Pea 
amniotic f l u i d  [ 3 ~ ] ~ ~ ~  leve l s  of 17 + 2% maternal plasma leve l s  
occurred a t  30 min. Postmortem examination of CSF from 2 fe tuse  
showed [ 3 ~ ] ~ ~ ~  l e v e l s  equal to  f e t a l  plasma l e v e l s .  

To mimic endogenous changes i n  maternal MEL, 0.4 ugfmin au- 
t h e n t i c  MEL was infused to  the mothers f o r  20 min. Prompt 6- to 
12-fold MEL increments occurred i n  both c i rcu la t ions ;  p a r a l l e l  
decrements occurred following the infusion.  

These f indings ind ica te  the MEL, the pu ta t ive  pineal  hormone, 
i s  r ap id ly  t ransferred to  the fe tus  i n  l a t e  primate pregnancy. 
The p lacen ta l  t r ans fe r  of MEL may introduce the f e t u s  t o  24 hr 
p e r i o d i c i t y  and provide information about ambient l igh t ing .  
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I P e d i a t r i c s ,  sI. Christopher's Hospi tal  f o r  Children, Ph i la .  , pa. ( 
In previous s tudies ,-we have sjlown t h a t  administrat ian of  

h a  increases the h a l f  l i f e  o f  serum tr iodothyronine ( T 3 )  We 
have now examined the e f f e c t  of hGH on a loading dose of  Tq i n  7 
hypopitui tary ch i ld ren  (7  t o  18 years  o f  age). Before and af tex 
one month o f  h a  therapy (2 U t .  i.w.) a  s i n g l e  dose o f  T4 (1.2 
mg/W) was administered o r a l l y ,  serum l e v e l s  of  T3 and T4 were 
measured a t  0,2,4,6,12,18,24 h r s .  and da i ly  t h e r e a f t e r  f o r  6  
days. Sennn leve l s  of  T4 peaked between 4 t o  6 h r s .  pos t  i n -  
gest ion and declined slowly t o  basel ine values by the  6 th  day. 
The values f o r  s e m  l e v e l s  of  T4 were not  a f fec ted  by h M  
therapy. There was a  r i s e  i n  serum l e v e l s  of  T3 a s  e a r l y  a s  2 
h r s .  pos t  ingest ion but  no uniform peak was discernable.  The 
basel ine values f o r  s e m  T3 were reached by t h e  6 th  day a f t e r  
severa l  e r r a t i c  f luc tua t ions .  Serum leve l s  of  T3 were s i g n i -  
f i c a n t l y  higher  a f t e r  h a l  therapy. This increase was more 
pronounced when the values were expressed a s  the  r a t i o  of  T3/T4. 
These d a t a  ind ica te  t h a t  h a l  causes an increase i n  serum leve l s  

o f  Tg. Although t h i s ,  in p a r t ,  may be due t o  increase i n  h a l f  
l i f e  of  serun T3, the  long l a s t i n g  e leva t ion  of serum T3, as  
obtained i n  t h i s  s tudy,  can only be explained by an increase in 
ex t ra thyro ida l  conversion of  T4 t o  T3. 
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A 7 month o ld  ch i ld  r a i s e d a s a  femalehad ambi,quous g e n i t a l i a  
withcl i toromegaly,  pos te r io r  l ab ia l  fus ionanda  urogenital  s inus.  
Her peripheral  karyotype was 46 X Y .  SherespondedtohCG st imula-  
t i o n  with an increase in  serum tes tos te rone  from 59 t o  211 ng/dl 
desp i te  elevated basal gonadotropins ( L H  4 ng/ml, FSH 736ng/ml 
which had suggested gonadal f a i l u r e .  A t  age 15 months, her LH 
(46 ng/ml) and FSH (670 ng/ml) remained high and she underwent 
laparotomy which revealed a  sep ta te  vagina, a  hicornuate u te rus  
and fa l lop ian  tubes (Miillerian s t ruc tu res )  a s  well a s  b i l a t e r a l  
vasa deferent ia  (Wolffian s t r u c t u r e s ) .  A r igh t  s t reak gonad 
contained mult iple  rGl le r i an  ducts ,  whorls of collagen and 
hyperplast ic  s t e ro id -sec re t ing  c e l l s  hut no ova o r  f o l l i c l e s .  
A l e f t  intra-abdominal t e s t i s  appeared normal by hoth l i g h t  and 
electron microscopy with abundant perm c e l l s  and appropriate  
Leydig and S e r t o l i  c e l l  u l t r a s t r u c t u r e  f o r  age. No evidence f o ~  
malignant change was seen. 

The elevated FSH and pers i s t en t  Miillerian s t ruc tu res  in  t h i s  
ch i ld  had suggested def ic ien t  inhihin and antimiillerian hormone, 
r espec t ive ly .  The S e r t o l i  c e l l  i s  the presumed source of these 
substances, however, no anatomic abnormality of the S e r t o l i  cel l  
could be demonstrated. 

SUNY-Upstate Medical Center and VA Hospital,  Syracuse, N.Y. 
Some chi ldren with c e n t r a l  diabetes  insipidus (DI) may I d e a s  

ADH under c e r t a i n  condit ions.  We have studied 10 pa t i en t s  with 
c e n t r a l  D I  ranging i n  age from 3 to  18 years. Their evaluat ion 
included a  dehydration t e s t  and a  t r i a l  of c l o f i b r a t e  therapy. 

During the dehydration t e s t ,  hourly plasma and urine osmolali 
t i e s  (Posm h Uosm) were measured. When there was a  plateau i n  
Uosm, the pa t i en t s  received aq. P i t r e s s i n .  Greater than a  9% ris 
i n  Uosm one hour l a t e r  confirmed the diagnosis  of D I .  Four pa- 
t i e n t s  had a  Uosm higher than t h e i r  Posm revealing re leasab le  
ADH. This occurred with marked t h i r s t  associated with an e leva te  
Posm. When the Posm exceeded 290 mOsm/l, the  re la t ionsh ip  of Uos 
to  Posm was always subnormal i n  our pa t i en t s  when compared to  
values obtained i n  127 normal subjects .  By comparing simultaneou 
Uosm and Posm values, the  diagnosis  of D I  can be s t rongly sus- 
pected; and, the diagnosis  w i l l  not be missed even i n  p a t i e n t s  
with D I  who can re lease  ADH when moderately dehydrated. 

The 10 p a t i e n t s  received c l o f i b r a t e  (500 mg q6h) f o r  3 to  7 
days. Eight p a t i e n t s  concentrated t h e i r  u r ine  50 to  400% higher 
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pa ren te ra l  yluid therapy a  g rea t  chalienge t b  the r l i n i -  
c ian .  E r r a t i c  absorption of  p i t r e s s i n  i n  o i l  and the  shor t  
ac t ion  of aqueous p i t r e s s i n  make these preparat ions unsui table  
f o r  t h e  purpose. We have used continuous infusion of  aqueous 
p i t r e s s i n  i n  2 p a t i e n t s  (2  and 12 years  of  age) who developed 
DI imnediately following resec t ion  of craniopharpgioma. Both 
p a t i e n t s  required prolonged paren te ra l  therapy. An I .V.  priming 
dose (0.05 U) of  aqueous p i t r e s s i n  was followed by continuous 
infusion of p i t r e s s i n  a t  the  i n i t i a l  dose of  3 uU/kg/min. 
Both p a t i e n t s  were kept  on maintenance I.V. f l u i d s  and the r a t e  
of infused p i t r e s s i n  was adjusted u n t i l  the optimum dose of 
p i t r e s s i n  was achieved. This was determined by monitoring 
serum and urinary sodium, ur ine v o l m  and s p e c i f i c  g rav i ty  and 
d a i l y  weights. The o p t i r m  dose of p i t r e s s i n  appeared t o  be 
50 uU/kg/hr. No untoward s i d e  e f f e c t s  were observed. The 
shor t  ha l f  l i f e  of I .V .  aqueous p i t r e s s i n  renders the minute t o  
minute ad jus tmnt  of the  dose a  p r a c t i c a l  f e a s i b i l i t y .  
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Complement s tud ies  were oerformeh on 21 pa t i en t s ,  2  months t c  
16 years  of age, with various types of thyroid disease.  Circu- 
l a t i n g  ant i thyroglobulin o r  antimicrosomal antibodies were 
present in 12/21 ( t i t e r s  > 1:40) .  All sera  were quant i ta ted for 
C4 (c lass ica l  pathway); f ac to r  6, properdin and properdin con- 
vertase ( a l t e r n a t i v e  pathway); C3 and C3-C9 a c t i v i t y  (both path- 
ways). In add i t ion ,  functional assays were done by determining 
the  extent  of complement ac t iva t ion  by an immune complex 
(c lass ica l  pathway) o r  by zymosan, cobra venom f a c t o r ,  or  rabbit 
erythrocytes  (a1 t e rna t ive  pathway). Abnormalities were found ir 
16 pa t i en t s ,  11/12 with ant i thyroid ant ibodies  and 519 without 
de tec t ib le  ant ibodies .  All but one of the abnormali t iesoccurre  
in the a l t e r n a t i v e  pathway. These consis ted primarily of low 
serum leve l s  (>  3 SD below the  mean f o r  age) of fac to r  B and 
properdin o r  ine f fec t ive  function with CoF. Such abnormalities 
suggest in  vivo u t i l i z a t i o n  of t h i s  pathway. No assoc ia t ion ,  
however, e x i s t s  between the  t i t e r s  of antibody and any abnor- 
mality. Since C3 i s  deposited on the thyroid gland in many of 
these d i sorders ,  i t  would appear t h a t  i t  i s  the a l t e r n a t i v e  
pathway which i s  responsible f o r  t h a t  deposi t ion.  Further ,  
s ince  antibody i s  not usual ly associated with a l t e r n a t i v e  path- 
way a c t i v i t y ,  i t s  ro le  in t h a t  process i s  open t o  quest ion.  
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The management of DI i n  a  ~ a t i e n t  who reau i res  ~ r o l o n e e d  
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