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of the  glans clitoris in the female and of the penis in the 
male.  In  s ix-month-old ,  tes tosterone- t reated alligators 6,6, 
the  penes hyper t roph ied  so much tha t  the tips of them 
pro t ruded  f rom the  cloaca;  similarly, we have observed 
t h a t  tes tos terone  brings about  a considerable hyper t rophy  
of the  penis of the  pond tortoise Lissemys punctata (un- 
publ ished observat ion) .  

The  juveni le  crocodiles t rea ted with testosterone pro- 
p ionate  also show enlarged kidneys (Figure 1, k). In  the  
al l igator ,  FORBES 6 noted tha t  testosterone had no effect 
on the  mesonephroi ,  b u t  no ment ion is made of the kid- 
neys.  The  p re t e rmina l  segment  of the  renal tubule  of the  
k idney  does no t  deve lop  into a sexual segment  in males 
of crocodiles and chelonians,  and even a relat ively heavy  
dose of the  androgen  has not  brought  about  the develop- 
m e n t  of th is  segment  in the  juvenile crocodile studied 
by  us. 

In  the  female crocodile, testosterone propionate had no 
appreciable  effect on the  ovaries  and oviducts, which were 
well  formed.  There  does not  seem to be any reminiscent 
medul la  in the  gonad, as the exogenous androgen did not  
develop this  into a testis-l ike structure.  The gonads of 
t es tos te rone- t rea ted  female alligators were also not af- 
fected, according to FORBES n,e, but  the oviducts  showed 
considerable  h y p e r t r o p h y  and their  anterior  ends were 
th rown into i r regular  folds. Similarly the oviducts  are 
also s t imula ted  by tes tos terone in the lizard 2,3. 

The  most  p ronounced  effect of testosterone propionate 
in t he  i m m a t u r e  female crocodile examined by us is the 
enormous  h y p e r t r o p h y  of the  clitoris (Figure 1, c). The 
cli toris of the  in jec ted  specimen exceeds even the size of 
the  penis of the  control  male and compares well with the 
penis of t he  in jec ted  male.  In  the  six-month-old alligators, 

testosterone had no effect on the cli torides of the females s, 
bu t  in the seventeen-month-old  female alligators,  the  
clitorides were s t imula ted  and the tips of these organs 
protruded out  of the  cloaca 8. I t  is not  clear why  androgen 
had no effect on the  clitoris of an earl ier  s tage  in the 
al l igator;  probably  it  was not  sensi t ive to androgen.  In  
the immatu re  female terrapin 4, tes tosterone also caused 
the hyper t rophy  of the  glans clitoris. 

To sum up, testosterone propionate  induces spermato-  
genesis in the  testes  of immatu re  crocodiles and causes 
enormous deve lopment  of the  penis and clitoris. The  
Wolffian duct  of the  male  shows sl ight  en largement ,  
while the ovaries and the Mullerian ducts  in the  female  
are not  affected on receiving the  androgen.  The  p re te rmi -  
nal  segment  of the  renal tubule  of the t rea ted  k idney  did 
not  develop into a sexual  segment  in the  male  crocodile,  
though the  kidney itself showed enlargement .  
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E s t r o g e n - I n d u c e d  U t e r i n e  M e t a p l a s i a  in Rats  
G i v e n  O r a l  S u p p l e m e n t s  o f  V i t a m i n  A 1 

Many  invest igators  *-4 have  noted an apparent  an- 
t agon ism between estrogen and v i t amin  A with a certain 
ba lance  be tween  these two substances being required to 
ma in ta in  normal  reproduc t ive  t rac t  morphology in female 
rats.  A fur ther  extension of this  concept  which has gained 
some suppor t  is t ha t  es trogen s t imulat ion of experimental  
animals  m a y  cause a hypov i t amino t i c  A condition. Thus, 
McCuLLOUGH and DALLDORF ~ and CRAMER 6 speculated 
t h a t  es t rogen- induced uter ine  metaplas ia  may  be a result  
of a def iciency in v i t amin  A which develops after  pro- 
longed hormone  s t imulat ion.  The present  invest igat ion 
was designed to  tes t  this hypothesis  by s tudying the 
effect  of two levels of excess v i t amin  A on uterine strati-  
fied squamous  metaplas ia  (keratinizing metaplasia) re- 
sul t ing f rom exogenous estrogen t rea tment .  

AfateriaIs and methods. For ty -e igh t  V¢istar strain rats 
were  b i la tera l ly  ovar iec tomized  a t  20 days  of age and 
main ta ined  on a v i t a m i n  A-deficient  diet  thereafter .  These 
animals  were  d iv ided  into five exper imenta l  groups as 
follows: (1) unt rea ted ,  (2) estrogen t reated (2.3 mg 
estradiol  cyc lopen ty lprop iona te  per  week), (3) estrogen 
t r ea ted  plus 250 in te rna t iona l  units (IU) of v i t amin  A 
per  week, (4) estrogen t rea ted  plus 100,000 IU v i tamin  A 
per  week, (5) 100,000 I U  v i t amin  A weekly. All animals 
were sacrificed af ter  60 days (80 days of age). The uteri  
were embedded  in paraff in  and sectioned at  8 /~. Eve ry  

fifth section was mounted  and stained with  Harr i s '  
hematoxyl in  and eosin. 

Results. The da ta  (Table) reveal  t ha t  when exogenous 
estrogen is adminis tered to rats  deficient  in v i t amin  A 
(group 2) the uterine lesions are numerous  and extensive.  
The simultaneous adminis t ra t ion  of modera te  amoun t s  
of v i tamin  A suppresses the  incidence of the lesions 
(group 3). In contrast ,  high doses (group 4) appa ren t ly  
introduce o ther  factors, a t  present  unexplained,  and af- 
ford very  lit t le protect ion against  the  adverse  effects  of 
prolonged estrogen injections. 

Discussion. The high degree of mctaplas ia  observed in 
the uteri  of animals  of group 2 was expected  since the  
combinat ion of hypovi taminos is  A and excess es t rogen 
st imulation (in amount s  used in this invest igat ion)  is 
known to precipi ta te  such lesionsL 

t This research was completed while the author was a student in the 
Department of Anatomy, Bowman Gr,~y School of Medicine, 
Winston-Salem, N.C. It was supported by a grant from the 
National Vitamin Foundation. The author is indebted to l)r. W. J. 
Bo for suggesting the problem and for making himself available 
for consultation. 
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R e p o r t s  on  t he  v i t a m i n  A r e q u i r e m e n t s  for  t h e  n o r m a l  
a l b i n o  r a t  v a r y  widely.  Howeve r ,  i t  a p p e a r s  t h a t  250 
I U / w e e k  is a b o u t  twice  t h e  n o r m a l  r e q u i r e m e n t  to  m a i n -  
t a i n  t h e  i n t e g r i t y  of m u c o u s  m e m b r a n e s  s. T h e  r e l a t i ve  
i n h i b i t i o n  of e s t r o g e n - i n d u c e d  e n d o m e t r i a l  m e t a p l a s i a  b y  
t he se  m o d e r a t e  doses  i n d i r e c t l y  s u p p o r t s  t h e  c o n t e n t i o n  
of 3{cCuLLOUGH a n d  DALLDORF 5 a n d  CRAMER 6, i. e. t h a t  
v i t a m i n  A def ic iency is a n  e t io logical  f ac to r  in  p r o d u c i n g  
these  lesions. However ,  i t  is c e r t a i n l y  n o t  p roof  of t h i s  
h y p o t h e s i s  s ince  u t e r i ne  k e r a t i n i z i n g  m e t a p l a s i a  n e v e r  
deve lops  in b i l a t e r a l l y  o v a r i e c t o m i z e d  r a t s  m a i n t a i n e d  on  
v i t a m i n  A-free d ie ts  for  long  per iods  of t ime ,  e.g. g roup  1 
of t h e  p r e s e n t  i nves t i ga t i on .  F u r t h e r m o r e ,  e s t rogen-  
t r e a t e d  r a t s  deve lop  k e r a t i n i z i n g  m e t a p l a s t i c  lesions w i th -  
o u t  o t h e r  gross s igns of v i t a m i n  A def ic iency ( u n k e m p t  
fur,  dyspnea ,  etc.).  T h e  absence  of h e t e r o p l a s t i c  changes  
in  t h e  u t e r i  of t h e  ova r i ec tomized ,  v i t a m i n  A-def ic ien t  
r a t s  s u p p o r t s  t h e  sugges t i on  of B e  ~ t h a t  a def ic iency  of 

Incidence and extent of metaplastie lesions observed in the uteri of 
the animals within the five experimental groups 

Group Treatmcnt No. of No. of rats Extent of 
rats with lesions a,b 

uterine 
metaplasia 

1 Ovariectomized 7 0 - -  
Vitamin A-deficient diet 

2 Ovariectomized 11 10 
Vitanfiu A-deficient diet 
Estrogen 

3 Ovarieetomized 9 2 + (2) 
Vitamin A-deficient diet 
Estrogeu 
250 IU vitamin A 

4 Ovarieetomized 15 12 
Vitamin A-deficient diet 
Estrogen 
100,000 IU vitamin A 

5 0variectomized 6 0 - -  
Vitamin A-deficient diet 
100,000 IU vitamin A 

+++ (4) ; 
++ (5); + (U 

+++ (4); 
++ (7);+ (1) 

+ indicates one to several metaplastic foci o f  the glandular or 
luminal epithelium; ++ indicates more numerous small metaplastic 
lesions; +++ indicates very extensive metaplastic lesions involving 
the entire or nearly the entire endometrium. 
b Numbers in parentheses indicate number of animals with a lesion 
of this extent. 

t h i s  v i t a m i n  is n o t  a n  i m p o r t a n t  f ac to r  in  p r o d u c i n g  s t r a -  
t i f ied  s q u a m o u s  m e t a p l a s i a  in  t h e  u t e r u s  of  t h e  r a t .  

A l t h o u g h  t h e  i m p o r t a n c e  of a n  a d e q u a t e  s u p p l y  of  
v i t a m i n  A for  m a i n t a i n i n g  m o s t  ep i the l i a l  m e m b r a n e s  is 
wel l  e s tab l i shed ,  ev idence  is a c c u m u l a t i n g  wh ich  i n d i c a t e s  
t h a t  h i g h  doses  of  v i t a m i n  A a re  j u s t  as  de le t e r ious  as  a n  
absence  of t h i s  v i t a m i n .  SHERMAN X0 f o u n d  t h a t  b y  a d d i n g  
large doses of v i t a m i n  A to  c u l t u r e  med ia ,  a s ign i f i can t  
decrease  in t h e  mi to t i c  i n d e x  of c u l t u r e d  skin,  cornea ,  a n d  
t r a c h e a  was obse rved .  LAWRENCE, BERN, a n d  STEAD- 
MAN n r e p o r t e d  ep i the l i a l  a t r o p h y  of h a m s t e r  c h e e k  
p o u c h  e p i t h e l i u m  a f t e r  app l i c a t i ons  of h i g h  c o n c e n t r a t i o n s  
of v i t a m i n  A. T h e  in ju r ious  effects  of excess v i t a m i n  A 
were  r eco rded  also b y  FELL e t  al. 1-°. T h e y  c o n j e c t u r e d  
t h a t  t he  severe  effects on  t i s sue  e x p l a n t s  were  r e l a t e d  t o  
t h e  in f luence  of excess v i t a m i n  A on  t he  p e r m e a b i l i t y  of 
c e r t a i n  subce l lu l a r  m e m b r a n e s .  Since excess  e s t r o g e n  
s t i m u l a t i o n  also causes  d e g e n e r a t i o n  of t h e  n o r m a l  u t e r i n e  
c o l u m n a r  e p i t h e l i u m  fol lowed b y  r e p a r a t i v e  s t r a t i f i e d  
s q u a m o u s  m e t a p l a s i a  ~3, i t  is n o t  su rp r i s ing  t h a t  w h e n  t h e  
t w o  were  a d m i n i s t e r e d  s i m u l t a n e o u s l y  t h e  p e r c e n t a g e  of 
a n i m a l s  w i t h  u t e r i n e  changes  was  h i g h  (group 3). I n  t h e s e  
e x p e r i m e n t s ,  howeve r ,  a t r o p h i c  o r  m c t a p l a s t i c  c h a n g e s  
were  n o t  p r o d u c e d  in t h e  u t e r u s  w h e n  large doses  of  v i t a -  
m i n  A were g iven  a lone  (group 5). The  resu l t s  show t h a t  
c e r t a i n  levels of v i t a m i n  A a n d  e s t rogen  are  r equ i r ed  to  
m a i n t a i n  n o r m a l  e n d o m e t r i a l  m o r p h o l o g y  a n d  t h a t  a 
sys t emic  i m b a l a n c e  of t he se  s u b s t a n c e s  can  cause  p a t h o -  
logical  a l t e r a t i ons  in  t h e  r e p r o d u c t i v e  t r a c t  of t he  f ema le  
ra t .  

Zusammen/assung. A n  der  R a t t e  w u r d e  de r  E in f lu s s  
y o n  oral  v e r a b r e i c h t e m  V i t a m i n  A auf  die 0 s t r o g e n -  
i n d u z i e r t e  Metap las i e  de r  U t e r u s s c h l e i m h a u t  u n t e r s u c h t .  
Klc ine  D o s e n  y o n  V i t a m i n  A (250 I E  p ro  Woche )  s i nd  
z u r  V e r m e i d u n g  dieser  Me tap l a s i e  w i r k s a m e r  als grosse  
D o s e n  v o n  V i t a m i n  A (100000 I E  p ro  Woche ) .  
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E f f e c t  o f  A g a r  o n  B r a d y k i n i n o g e n  L e v e l s  and 
Esterolytic Activity in Rat Plasma 

P r e v i o u s  resu l t s  1 h a v e  s h o w n  t h a t  t h e  inc reased  capi l -  
l a ry  p e r m e a b i l i t y  o b s e r v e d  d u r i n g  pass ive  c u t a n e o u s  a n a -  
p h y l a x i s  (PCA)3, i n d u c e d  b y  he t e ro logous  a n t i b o d y  a n d  
a n t i g e n  in  t h e  r a t ,  cou ld  b e  s u p p r e s s e d  in  a n i m a l s  w h i c h  
h a d  rece ived  a n  i n t r a v e n o u s  i n j e c t i o n  of  s t a r c h  or  agar .  
Th i s  i n h i b i t o r y  e f fec t  was  ' o b t a i n e d  in  sp i te  of u n d i m i n -  

i shed  sk in  h i s t a m i n e  levels  a n d  of a n  u n i m p a i r e d  sens i t iv -  
i t y  of a g a r - t r e a t e d  a n i m a l s  to  h i s t a m i n e  re lease  b y  com-  
p o u n d  48/80, d e x t r a n  or ovomueo id .  These  f ind ings  led 
to  t h e  conc lus ion  t h a t  t he  re lease  of e n d o g e n o u s  h i s t a m i n e  
p r o b a b l y  p l a y s  no  m a j o r  role  in  t h i s  t y p e  of pas s ive  a n a -  
p h y l a c t i c  r eac t ion .  A s imi l a r  conclus ion ,  e x t e n s i v e  t o  
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