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Table I. Effect of ergocornine on ovarian 20a-HSD in pseudo- Table II. Effect of ergoeornine on ovarian 20a-HSD activity in 
pregnant rats pregnant rats 

Group Days of Day of No. of Rats with Group Days of Day of No. of Rats with 
treatment sacrifice aniulals 20c~-HSD treatment  sacrifice animals 20~-HSD 

negative C.L. negative C.L. 

1 P P I  1 2 5 5 i P I  1 2 6 6 
1 PP II  1-2 3 6 5 1 P II  1 - 2  3 5 4 
1 PP III 1-2-3 4 5 0 1 P III  1-2-3 4 6 0 
1 PP IV 1-2-3-4 5 5 0 6 P I I I  6-7-8 9 6 1 
3 PP III 3-4-5 6 6 0 7 P III 7-8-9 10 6 3 
5 PP III 5-6-7 8 7 0 8 P I I I  8-9-10 11 7 6 
Controls - 5 4 4 9 P III 9-10-11 12 6 6 
Controls - 9 5 5 10 P I I I  10-11-12 13 6 6 

admin i s t r a t i ons .  This  effect  c an  be  obse rved  in all  t h e  
an ima l s  t r e a t e d  on ly  w h e n  t h e  t r e a t m e n t  is appl ied  
w i t h i n  t h e  f i f th  day  of p regnancy .  T r e a t m e n t  i n i t i a t ed  
on  s ix th ,  s e v e n t h  or e i g h t h  d a y  resul t s  in co r re spond ing ly  
fewer a n i m a l s  showing  th i s  ac t iv i ty .  Af te r  t he  e igh th  day  
no  effect  on  t he  e n z y m e  a c t i v i t y  can  be  observed .  

Discussion. F r o m  t he  d a t a  p rev ious ly  s h o w n  i t  appea r s  
t h a t  e rgocorn ine  t r e a t m e n t  causes  t he  onse t  of 2 0 ~ - H S D  
a c t i v i t y  b o t h  in p s e u d o p r e g n a n t  a n d  in p r e g n a n t  C.L. 
I n  t he  p r e g n a n t  r a t  t h i s  effect  is a lways  p r e s en t  on ly  
w h e n  e rgocorn ine  is g iven  w i t h i n  the  f i rs t  5 days  of 
p r e g n a n c y  a n d  in fewer cases w h e n  g iven  a f t e r  t he  f i f th  
b u t  before  t he  e i g h t h  day.  I t  is k n o w n  t h a t ,  in  t he  ra t ,  
i m p l a n t a t i o n  t akes  place on ly  f r o m  t he  f i f th  d a y  a f te r  
m a t i n g  a n d  is comple te  b y  t he  e igh th  day.  

I n  th i s  per iod  of ges t a t ion  (first  to  e i g h t h  day),  as in  
p seudop regnancy ,  t he  o v a r y  a n d  pa r t i cu l a r l y  t he  lu tea l  
2 0 a - H S D  a c t i v i t y  is m a i n l y  con t ro l l ed  b y  t he  p i t u i t a r y  
whi le  in  t he  fol lowing s tages  of p r e g n a n c y  t he  chor ionic  
sec re t ion  p lays  i t s  cons iderab le  role  s-l~ 

The  e rgocorn ine  effect  on  t h e  C.L. in  t h e  r a t  is t h u s  
d i sp layed  in those  s i tua t ions  in  wh ich  t he  C.L. i tself  is 
m a i n l y  u n d e r  h y p o p h y s i a l  control .  

W h e n  conf ron t ing  our  h i s t ochemica l  resu l t s  w i t h  the  
f ind ings  of LINDNER and  SHELESNYAK 2, i t  is possible  to  
p o i n t  o u t  t h a t  t h e  p r o d u c t i o n  of 2 0 ~ - H P  depends  on  t he  
onse t  of 2 0 e - H S D  a c t i v i t y  in  t h e  C.L. a n d  to conf i rm 
the  sugges t ion  t h a t  t he  e rgocorn ine  ac ts  on  t h e  hypo-  
phys ia l  r egu la t ion  of t he  C.LA 1. 

Riassunto. T r a t t a n d o  r a t t e  g rav ide  o p seudograv ide  
con e rgocorn ina  si pub  osservare  la c o m p a r s a  de l l ' a t t i -  
v i t~  20~- idross i s te ro ide-de idrogenas ica  nei  corpi  lu te i  
r i s p e t t i v a m e n t e  g rav id ic i  o pseudograv id ic i  iiei qua l i  ta le  
a t t i v i t ~  n o r m a l m e n t e  manca .  Perch6  ques to  e f fe t to  si 
man i f e s t i  sono necessar i  2-3  giorni  di  t r a t t a m e n t o .  Si 
c o n s t a t a  che l ' e rgocorn ina  causa  la c o m p a r s a  d e l l ' a t t i v i t k  
e n z i m a t i c a  sopra  i n d i c a t a  in  quals ias i  pe r iodo  del la  pseudo-  
g rav idanza ,  e nel  per iodo del la  g r a v i d a n z a  p receden te  
l ' i m p i a n t o  de l l 'uovo.  L ' e rgocorn ina  qu ind i  ag i rebbe  t ra -  

m i t e  l ' ipofis i  da l la  cui regolazione d ipende  l ' a t t i v i t ~  20e- 
id ross i s te ro ide-de idrogenas ica  del l 'ovaio.  
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1 4 25 The Durat ion of Action of the Synthetic  Pentacosapept ide  D-Serine  -Norleucine  -Val inamide  - ~ -  
1-25-Gort icotrophin (DW-75)  in Man 

A s y n t h e t i c  ana logue  which  ha s  t h r ee  modi f i ca t ions  of 
t he  a m i n o  acid sequence  of n a t u r a l l y  occur r ing  cort ico-  
t roph in ,  has  been  syn thes i zed  1. The  po lypep t ide ,  D- 
ser inel-nor leucine4-val inamide~-f l - l -25 cor t i co t roph in ,  ha s  
b e e n  n a m e d  DW-75  (Sandoz) .  T h e  modi f i ca t ions  to  t h e  
a m i n o  acid sequence  were i n t r o d u c e d  w i t h  t he  expec ta -  
t i on  t h a t  t h e y  would  de lay  i n a c t i v a t i o n  a n d  d e g r a d a t i o n  
of t he  po lypep t i de  b y  c a r b o x y p e p t i d a s e s  a n d  amino-  
pept idases .  

])OEPFNER ~ found  t h a t  D W - 7 5  has  a n  a c t i v i t y  of 
625 I U J m g  w h e n  assayed  b y  t h e  ad r ena l  ascorbic  acid 
dep le t ion  t e s t  8. The  assay  v a l u e  o b t a i n e d  w i t h  t h i s  
c o m p o u n d  is six t imes  t h a t  o b t a i n e d  w i t h  s y n t h e t i c  

porc ine  1-39 co r t i co t roph in  a a n d  s y n t h e t i c  1-24 cort ico-  
t r o p h i n  (Synac then ,  CIBA)5.  

I n  v iew of t h e  large d i sc repancy  b e t w e e n  t he  we igh t  
of D W - 7 5  a n d  t h e  resul t s  o b t a i n e d  b y  biological  assay,  
t h e  p r e s e n t  i n v e s t i g a t i o n  h a s  been  u n d e r t a k e n  c o m p a r i n g  
t he  d u r a t i o n  of a c t i v i t y  of equa l  weights  of porc ine  cort ico-  
t r o p h i n  and  D W - 7 5  fol lowing i . m .  i n j ec t ion  in n o r m a l  
h e a l t h y  v o l u n t e e r  subjects .  F u r t h e r  s tud ies  were car r ied  
ou t  fol lowing t h e  a d m i n i s t r a t i o n  of equa l  q u a n t i t i e s  of 
porc ine  co r t i co t roph in  a n d  DW-75  based  on  the  biological  
assay. F o r  purpose  of compar i son ,  t he  d u r a t i o n  of a c t i v i t y  
of porc ine  c o r t i c o t r o p h i n  suspended  in ge la t ine  was 
de t e rmined .  F u r t h e r  s tudies  on  t he  d u r a t i o n  of a c t i v i t y  
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of DW-75 following i.v. admin i s t r a t ion  have  been  carried 
out  a t  var ious dosage levels. 

Methods.  At  900 h on separa te  days,  a t  weekly  intervals ,  
no rmal  subjects  (aged 26-35 years) were given an i.m. 
in jec t ion  of 40 IU of DW-75 (equivalent  to 65 ~zg) and  
250 IU  of DW-75 (equivalent  to  400 ~zg). 5 subjec ts  were 
given 40 IU  of h ighly  purif ied lyophil ised porcine cortico- 
t r0ph in  (Armour) equ iva len t  to  400 [xg dry  weight  of 
mater ia l .  The assay values ob ta ined  wi th  the  Sayers  tes t  
for DW-75 was 625 I U / m g  and  for porcine cor t ico t rophin  
100 IU/mg.  5 of the  subjec ts  were given i.m. in jec t ions  
of 40 IU  of a gelat in  cor t ico t rophin  p repa ra t ion  (ac thar  
gel). Blood samples  were t aken  before and a t  1, 3, 5, 
7, 9, 12 and 15 h af ter  the  inject ion of t he  t e s t  subs tance  
for es t imat ion  of p la sma  11-hydroxycor t icos te ro ids  
(plasma 11-OHCS; p lasma cortisol). Ur ine  was collected 
in 2 s ix-hour-per iods  following the  in ject ion of the  tes t  

ACTH 

30 

subs tances  for m e a s u r e m e n t  of u r inary  11-hydroxycor-  
t icosteroids  (urinary 11-OHCS; u r inary  cortisol) concen-  
t ra t ion.  

Doubl ing a m o u n t s  of DW-75 f rom 31.25-125 ng were 
given i.v. to 5 subjec ts  w i th  the  p recau t ions  previous ly  
descr ibed 6. Blood samples  were t aken  before and a t  10, 
15, 20, 30 and  60 min  af ter  each inject ion.  Similar  t es t s  
w~re carried out  on 9 fu r the r  subjec ts  who were given 
ident ical  doses of synac then .  7 subjec ts  were given 250 ~zg 
DW-75 i.v. admin i s t e r ed  as a s ing le  dose. Blood was 
t aken  before and 1, 3, 5, 7, 9, 12 and 15 h af ter  the  
injection,  for m e a s u r e m e n t  of the  p lasma  l l - O H C S  con- 
cent ra t ion .  The tes t s  were carr ied out  under  d e x a m e t h a -  
sone suppress ion % 

P la sma  l l - O H C S  were measured  by  the  m e t h o d  of 
MATTINGLYL Ur ina ry  l l - O H C S  were measured  by  the  
m e t h o d  6f MATTINGLY et al. 8. 

Results.  Figure  1 shows the  p lasma  and  u r ina ry  11- 
OHCS levels following the  admin i s t r a t ion  of porcine 
cor t i co t rophin  and  DW-75 in high and  low dosage in one 
subject .  The p l a sma  11-OHCS concen t ra t ions  following 
the  admin i s t r a t ion  of i.m. DW-75 in high and low dosage 
and porcine cor t i co t roph in  are shown in Table I. A l - tes t  
on means  of the  pa i red  differences in p lasma  l l - O H C S  
levels of all subjec ts  at  each t ime  af ter  the  admin i s t r a t i on  
of 40 IU (400 pig) lyophil ised porcine cor t i co t roph in  and  
40 IU  (65 ~g) of DW-75 showed t h a t  the  porcine cortico- 
t roph in  p roduced  a grea te r  rise of p la sma  11-OHCS a t  
1, 3 and 5 h  ( l h  / 3 < 0 . 0 5 ,  3 h  /3<0 .02 ,  5 h  P < 0 . 0 5 ) .  
At  7, 9, 12 and 15 h, the  differences were no t  significant .  
The means  of the  pai red differences af ter  the  admin i s t ra -  
t ion of 40 IU  (400 ~g) porcine cor t i co t rophin  and  250 I U  
(400 ~xg) of DW-75 were no t  s ignif icant ly  d i f fe rent  a t  
all t imes.  

The p lasma l l - O H C S  levels following Ac tha r  gel are 
shown in Table  I. The levels ob ta ined  were s ignif icant ly  
higher  a t  5, 7, 9, 12 and 15 h when  compared  wi th  the  
e levat ion p roduced  by DW-75 at  bo th  dosage levels and  
lyophil ised porcine cor t icot rophin .  

0 
0 6 IZll 

Fig. 1. The plasma and urinary ll-OHCS levels in a normal sub- 
ject, at various times following DW-75 and lyophilised porcine 
eorticotrophin, m--m, porcine (40 IU); A A, DW-75 (40 IU); 
C3--~, DW-75 (225 IU). 
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Table I. The plasma ll-OHCS; mean =c S.E. (~g/100 ml) following i.m. injection of DW-75 and porcine corticotrophin 

Preparation Amount Weight h after injection 
(IU) (~g) 

0 I 3 5 7 9 12 15 

DW-75 40 65 3.5 4- 0.8 25.0 4- 2.0 10.2 4- 1.6 
DW-75 250 400 2.9 j: 0.2 29.7 ~ 1.0 23.2 i 3.6 
Porcine 40 400 3.1 4- 0.4 29.2 4- 1.9 22.0 4- 3.8 
corticotrophin 
lyophilised 
Aethar gel 40 400 2,8 Jz 0.4 23.0 4- 2.4 35.2 4- 3.1 

5.4 i 1.0 3.5 ~-- 0.5 3.2 4- 0.5 2.6 i 0.4 2.5 4- 0.5 
10.8 ~_ 2.0 5.7 4- 0.7 4.0 :t- 0.2 3.1 4- 0.3 2.9 4- 0.4 
13.6 ~- 2.8 7.6 4- 1.4 4.6 ~: 0.5 3.0 4- 0.3 2.8 4- 0.2 

38.4 4- 6.7 30.7 4- 6.3 25.2 4- 5.5 15.1 • 4.2 8.3 4- 1.8 
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The Table  1I shows the  resul ts  of the  u r ina ry  11-OHCS 
levels. The excre t ion  of u r ina ry  l l - O H C S  were signifi- 
can t ly  less dur ing  the  f irs t  6 h following 40 IU  DW-75 
when  compared  wi th  250 I U  DW-75,  lyophyl ized  porcine 
cor t i co t roph in  and  ac tha r  gel. Dur ing  the  second 6 h, 
the  u r inary  11-OHCS following ac thar  gel were  signifi- 
can t ly  e levated  when  compared  wi th  the  levels ob ta ined  
following DW-75 and  lyophi l ised cor t icot rophin .  

The p lasma  l l - O H C S  concen t ra t ion  following 31.25, 
62.5, 125 and  250,000 ng of DW-75 and  S y n a c t h e n  are 
shown in Table  I I I .  Figure  2 shows the  ind iv idua l  values  
ob ta ined  in th is  group of subjects .  The differences be tween  
the  rise in p lasma  l l - O H C S  induced b y  DW-75 and  
synac then  were no t  s ignif icant  a t  all dosage levels. 

Table  IV shows a compar i son  be tween  the  levels of 
p l a sma  11-OHCS ob ta ined  following DW-75 given i.m. 
and i.v. The levels ob ta ined  following i.v. admin i s t r a t i on  
were s ignif icant ly  grea te r  a t  3, 5, 7, 9 and  12 h (P  < 0.01 
a t  all these  t imes).  At  0, 1 and  15 h the  differences were 
no t  s ignif icant  ( P  < 0.5). 

Discussion. DW-75 is a p repa ra t ion  which  s t imula tes  
the  adrena l  cor tex  in m a n  when  given by  i.m. inject ion.  

Table II. The urinary 11-OHCS; mean + S.E. concentration express- 
ed as ~glh, following i.m. injection of DW-75 and porcine cortico- 
trophin 

Preparation Amount Weight h after injection 
(iu) (~zg) 

0-6 7-12 

DW-75 40 65 5.6 4. 1.0 3.0 4. 0.4 
DW-75 250 400 17.0 4. 5.4 4.7 4. 0.6 
Porcine 40 400 17.0 4- 5.4 4.8 4. 1.0 
eorticotrophin 
lyophilised 
Aethar 40 400 22.2 4. 6.1 26.0 4. 5.9 
gel 

Table III. The maximal plasma ll-OHCS mean 4. S.E. (Ezg]100 ml) 
response to increasing doses of DW-75 and synacthen administered 
i.v. to normal subjects 

Dose DW-75 ~ Synacthen b 
([zg) 

0 2.7 4. 0.3 (2.2-3.0) 3.0 4. 0.4 (2,4-4.0) 
31.25 3.4 4. 0.4 (2.24.0) 5.6 + 0.7 (3.2-10.0) 
62.5 5.2 4. 0.6 (4.0~5.8) 10.2 4. 1.7 (3.4-22.0) 

125 9.2 4. 0.5 (8.6-11.2) 15.3 :t: 2.i (5.6-28.0) 
250,000 o 22.3 4- 0.5 (20.8-23.6) 26.8 4. 1.9 (20.6-36.0) 

Porc ine  cor t i co t roph in  produces  a grea te r  rise in p lasma 
11-OHCS t h a n  DW-75 when  admin i s t e red  in equiva len t  
doses based on the  biological assay. The m a x i m u m  level 
of p l a sma  11-OHCS achieved and  the  du ra t ion  of ac t iv i ty  
of equal  quan t i t i e s  by  weight  of porc ine  cor t ico t rophin  
and  DW-75 are ap p ro x i ma t e l y  equal.  W h e n  one takes  
into account  t h a t  the  molecular  weigh t  of the  pen tacosa-  
pep t ide  is jus t  a l i t t le  more  t h a n  half  t h a t  of the  porcine 
cor t icot rophin ,  th i s  d i sc repancy  in ac t iv i ty  becomes  even  
more  marked .  I t  is ev iden t  t h a t  the  assay  values based 
on r a t  adrena l  ascorbic acid deple t ion  bear  l i t t le  rela- 
t ionsh ip  to  the  behav iour  of syn the t i c  po lypep t ides  wi th  
cor t ico t rophin- l ike  ac t iv i ty  when  given b y  i.m. in jec t ion  
to h u m a n  subjects .  

JENNY et a12, have  measured  the  p l a sma  17-hydroxy-  
cor t icos teroids  following the  admin i s t r a t i on  of DW-75 in 
h u m a n  subjects .  They  found a longer dura t ion  of ac t iv i ty  
when  DW-75 was  given i.v. when  compared  wi th  i.m. 
and s.c. admin i s t ra t ion .  The presen t  s t u d y  would sup- 
por t  th is  conclusion.  Bo th  the  dura t ion  of ac t iv i ty  and 
m a x i m a l  level achieved are greater  w h e n  admin is te red  
i.v. t h a n  when  given i.m. DW-75 is p r o b a b l y  res i s tan t  to 
enzymat i c  b r eakdown  in the  blood s t r eam b u t  is des t royed  
by  t issue enzymes  at  the  site of inject ion.  

The adrena l  g land is ex t r eme ly  sensi t ive  to cortico- 
t r o p h i n  s t imula t ion .  I n t r a v e n o u s  in jec t ion  of 31.25 ng of 
s y n a c t h e n  p roduces  a rise in p lasma l l - O H C S  e. This is 
less t h a n  10-~ of t he  q u a n t i t y  used in t he  usual t es t s  of 
adrenocor t ica l  func t ion  which employ  pharmacologica l  

9 M. JENNY, A. F. Mf3LLER and R. S. MACH, Experientia 22, 528 
(1966). 
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5 subjects, b 9 subjects. ~ The values given were obtained 30 min 
after the administration of this dose. The figures in parenthesis 
represent the range of each series of observations. 

Fig. 2. The maximal level of plasma ll-OHCS following i.v, admin- 
istration of increasing amounts of DW-75 (triangles) and synaethen 
(squares). 

Table IV. The plasma ll-OHCS; mean 4. S.E. ([zg/100 ml) following i.v. and i.m. injection of DW-75 

Route Dose h after injection 
(y-g) 

o 1 3 5 7 9 12 15 

Intramuscular 400 2.9 4.4- 0.2 29.7 4. 1.0 23.2 4.4- 3.6 10.8 4- 2.0 5.7 4. 0.7 4.0 4. 0.2 3.1 4. 0:3 2.9 4. 0.4 
Intravenous 250 2.6 4. 0.4 29.3 4. 1.4 40.2 4. 2.9 31.4 4. 2.1 18.7 4. 2.0 11.2 4. 1.0 6.8 4. 0.7 2.8 4. 0.5 
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quan t i t i e s  of cor t icot rophin .  The admin i s t r a t ion  of doses 
of cor t i co t rophin  wh ich  approach  the  min imal  quant i t i es  
requi red  for s t imula t ion  of t he  adrenal  cor tex  are valuable  
in de te rmin ing  the  sens i t iv i ty  of the  gland. The procedure  
also has value in the  biological a s s a y  of cor t ico t rophin  
and  its syn the t i c  analogues,  using m a n  as the  t e s t  animal.  
There  appears  to be no difference be tween  t h e  degree of 
adrena l  s t imula t ion  p roduced  by  DW-75 and  synac then  
when  given i.v. in nanog ram amoun t s  ~~ 

Rdsumd. L'ac t iv i t6  de la cor t i co t rophine  porcine a u n e  
dur6e plus longue que celle du DW-75, q u a n d  on l ' admi-  
nis t re  en quant i t6s  6gales, bas6es sur un tes t  biologique. 
Le DW-75 a u n e  du%e d 'ac t iv i t6  plus longue par  inject ion 

in t raveneuse  que par  inject ion in t ramuscula i re .  Une  quan-  
t i t6 n a n a g r a m m e  du DW-75 a la mSnle act ion s t imu lan te  
adr6nocort icale  que le synacth~ne.  

M. FRIEDMAN 

Paediatr ic  Department ,  Universi ty  College Hosp i ta l  and 
Clinical  Research Centre, London (England), 
5 December 1968. 

~0 I am nlost grateful to Dr. E. R. EVANS of Sandoz for supplies of 
DW-75 used in this study. 

The Relationship Between Human Chorionic Somato-Mammotropine Hormone and Thyrostimuline 
in Biological and Radioimmunological Assays 

A new pro te in  ho rmone  was isolated and purif ied in 
recen t  years  f rom the  p lacen ta  1,2. I t  was found in the  
blood of p r egnan t  women  and in cases of chorionic 
t u m o u r  a,4. This hormone,  h u m a n  chorionic s o m a t o - m a m -  
mot rop ine  (HCSM), has previously  been called h u m a n  
p lacen ta l  lactogen (HPL),  chorionic g rowth  hormone,  
pro lac t ine  (CGP) and  p lacenta l  purif ied p ro te in  ho rmone  
( P P P H )  5. 

A cross react ion be tween  th is  ho rmone  and the  somato-  
t rop in  STH was observed",7;  moreover  the  HCSM has 
a biological act ion similar  to  STH and  also to prolac t in  
ac t ion  ~, 2, ~-s. 

This  p lacenta l  ho rmone  has a molecular  weight  be- 
tween  36,000 and 38,0009,1~ and  possesses some similar  
amino  acid composi t ion  and a sequence wi th  one pa r t  of 
the  STH chain ~0-12. These last  observa t ions  might  explain  
the  cross react ion exist ing be tween  STH and HCSM and 
the  high level of STH found bo th  wi th  rad io immuno-  
assay and wi th  biological assay dur ing  the  pregnancy .  
This increase, however,  is no t  due to STH bu t  to HCSM. 
Indeed  YEN et a l )  3 have  shown t h a t  STH is not  increased 
dur ing  p regnancy ;  moreover ,  the  growth  hormone  canno t  
in terfere  wi th  the  HCSM values, as these  are abou t  a 
t housand  t imes  more  e levated  t h a n  the  STH values. A 
r ad io immunoassay  had  been developed for the  deter-  
mina t ion  of HCSM in blood and biological fluids a, 4,14,15,~1. 
Since in the  s ta te  of p regnancy  an increased level of 
p la sma  T S H  1~ was observed,  it  appears  necessary  to check 
also the  possibi l i ty  of an interference of the  HCSM or of 
a cross react ion be tween  HCSM and  T S H  in radio- 
immunologica l  and biological assays. T S H  could have  
some similar  amino acid sequence wi th  HCSM which 
would react  wi th  the  an t i se rum in the  r ad io immuno-  
assay, or could have  some TSH-l ike  biological ac t iv i ty .  
These problems are the  purpose  of th is  paper .  

Methods. The r ad io immunoassay  of HCSM was de- 
scr ibed recent ly  4. The r ad io immunoassay  for the  T S H  
was establ ished,  as previous ly  explained,  using b o t h  
bovine  or h u m a n  T S H  ant i sera  17,18 and  the  biological 
assay of T S H  according to MACKENZIE'S me thod  ~". 

Results.  The Figure shows the  decreasing rad ioac t iv i ty  
of t he  an t igen -an t ibody  complex,  as increasing quant i -  
t ies of unlabelled HCSM (kindly suppl ied  by  Dr. P. Neff, 
I su t  Sclavo, Siena, I taly)  are added  to  the  incubat ion  
medium.  W h e n  TSH,  e i ther  bovine or human ,  is added,  
no change in the  b ind ing  capac i ty  occurs. No cross 
react ion is observed be tween  HCSM and  T S H  in the  
r ad io immunoassay  of the  HCSM. In a second expe r imen t  

we have  s tud ied  the  possible inf luence of increasing 
quant i t i es  of H C S M  on the  T S H  rad io immunoassay .  No 
p ropor t iona l i ty  was observed and under  a d i lu t ion of 
HCSM of 10 ~g/ml of HCSM, no T S H  was de tec ted ;  bu t  
wi th  a concen t ra t ion  of 100 ~g/ml or more,  a mean  value 
of 0.27 mU of T S H  per  mil l igram of HCSM was de tec ted ,  
in the  case of the  r ad io immunoassay  using the  Un i t ed  
Sta tes  P h a r m a c o p a e  (USP) bovine  T S H  reference s tand-  
ard and bovine  ant ibodies .  W i t h  the  h u m a n  T S H  
s t an d a rd  A of Nat iona l  I n s t i t u t e  of Medical Research  
(London) (NIMR),  and h u m a n  T S H  ant ibodies  a mean  
of 0.19 m U  of T S H  per  mil l igram HCSM was found.  If  
we suppose a mean  value of 10 ~g/ml of HCSM dur ing  
pregnancy,  it  would indicate  a co n t ami n a t i o n  in T S H  of 
0.0027 or 0.0019 m U / m l  of p lasma for the  bovine  or 
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