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Table 2. Inhibitory effect of arthritic serum on Concanavalin A 
stimulated a H-thymidine incorporation in lymph node cells from 
normal rats! influence of different times of serum addition, 1 [/.g/mi 
of Con A and 50 [xl of normal rat serum were added at the beginning 
of the culture, and 50 [zl of normal rat serum or arthritic serum were 
added at the indicated times 

Interval (h) between 
Con A and arthritic serum 

Inhibition of aH_thynlidine 
incorporation (•  SD) as percent of 
control 

0 88.2 • 7.5 
1 78.5 -4- 10.2 

18 6.8 • 1.1 
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Con A (figure, D). T h e  basal ,  n o n - s t i m u l a t e d  a H - t h y m i -  
dine i nco rpo ra t i on  was  u n m o d i f i e d  in all e x p e r i m e n t a l  
cond i t ions  ( resul ts  n o t  shown) .  
Th i s  i nh ib i t o ry  effect  s e e m s  to  be specif ical ly  d i rec ted  
t o w a r d s  t he  Con A induc e d  mi togenes i s  since, as s h o w n  in 
tab le  1, t he  a r th r i t i c  s e r u m  did no t  decrease  t he  P H A  
induc e d  3 H - t h y m i d i n e  i nco rpo ra t i on  in e i ther  n o r m a l  or 
a r th r i t i c  LNC. Moreover ,  t h i s  n o r m a l  p a t t e r n  of s t i m u l a -  
t ion  w i th  P H A  exc ludes  a n y  non-speci f ic  ac t ion  of t he  
a r th r i t i c  s e r u m  on m e m b r a n e  func t ion ,  t h y m i d i n e  u p t a k e  
a nd  in t race l lu la r  t h y m i d i n e  pools. 
I t  is e v i d e n t  f rom t h e  r e su l t s  r e po r t e d  in tab le  2 t h a t  the  
inh ib i t ion  of the  Con A s t i m u l a t e d  mi togenes i s  b y  ar-  
th r i t i c  s e r u m  occurs  in t he  ear ly  p h a s e s  of t he  process.  I n  
fac t  the  3 H - t h y m i d i n e  i nco rpo ra t i on  was  reduced  b y  88% 
w h e n  the  s e r u m  was  a dde d  t o g e t h e r  w i th  Con A, a nd  b y  
78% w h e n  s e r u m  was  a dde d  1 h later.  No inh ib i t ion  
occur red  w h e n  t he  s e r u m  was  a d d e d  18 h a f te r  Con A- 
These  o b s e r v a t i o n s  exc lude  t he  poss ib i l i ty  of in te r fe rence  
of t he  a r th r i t i c  s e r u m  w i th  b i n d i n g  of Con A to  t he  cell 
m e m b r a n e ,  s ince th i s  b ind ing  is c omp le t e d  w i th in  15 m i n  
f rom the  m i t o g e n  addition15. 
I t  shou ld  be no ted ,  in addi t ion ,  t h a t  in these  e x p e r i m e n t s  
on ly  50% of t he  s e r u m  was  a r th r i t i c .  50 txl of n o r m a l  r a t  
s e r u m  were a dde d  f rom the  b e g i n n i n g  of t he  i n c u b a t i o n  
to allow n o r m a l  g r o w t h  un t i l  s u p p l e m e n t a t i o n  a t  t he  
a pp rop r i a t e  t i m e s  w i t h  50 #1 of n o r m a l  or a r th r i t i c  s e r u m  
(see ' ma t e r i a l s  a nd  m e t h o d s ' ) .  
The  a l t e r a t i ons  in c o m p o s i t i o n  a n d  c o n c e n t r a t i o n  of t he  
va r ious  blood p ro t e ins  found  in a d j u v a n t  a r th r i t i c  r a t s  
show a widely  d i f fe ren t  p a t t e r n  in t h e  d i f fe ren t  s t ages  of 
the  d isease  11,12. I t  the re fo re  s e e ms  un l ike ly  t h a t  va r iab le  
c ha nge s  in s e r u m  c o m p o s i t i o n  m a y  be respons ib le  for an  
i nh ib i t o ry  effect  obse rved  q u a n t i t a t i v e l y  u n c h a n g e d  in 
t he  d i f fe ren t  p h a s e s  of t he  disease.  
The  n a t u r e  of th i s  fac tor  is u n k n o w n .  I t  is n o t e w o r t h y ,  
however ,  t h a t  i t  is p r e s e n t  in t he  a r th r i t i c  s e r u m  in t he  
v e r y  ea r ly  s t ages  of t he  disease,  before t he  a p p e a r a n c e  of 
the  de layed  s y s t e m i c  response ,  a n d  t h a t  the re  is a specific 
i nh ib i t i on  of the  L N C  response  to  Con A. B o t h  Con A and  
P H A  are T-cell  m i toge ns .  However ,  it  h a s  r e c e n t l y  been  
repor t ed  t h a t  t h e  r e sponse  to Con A is a cha rac t e r i s t i c  of 
a d i s t i nc t  s u b p o p u l a t i o n  of T-cel ls  i sola ted f rom n o r m a l  
mice  spleen '. 
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Summary .  I n  e x p e r i m e n t s  w i th  ra t s ,  t h e  i m m u n o s u p p r e s s i v e  effect  of m e t h y l  p a l m i t a t e  on  s u r v i v a l  of sk in  semi-  
a l lograf t s  was  p roved .  M e t h y l  p a l m i t a t e  was  appl ied  in a single dose 1 d a y  pr ior  to  t r a n s p l a n t a t i o n .  

R e l a t i v e l y  l i t t le  is k n o w n  a b o u t  t he  i n h i b i t o r y  effect  of 
m e t h y l  p a l m i t a t e  (MP) on R E S .  M P  was  f o u n d  to cause  
lowering of p h a g o c y t i c  a c t i v i t y  1-~ as well as i nh ib i t i on  
of p r i m a r y  a n d  s e c o n d a r y  a n t i b o d y  re sponse  4-~, while  
t he  m e c h a n i s m  of M P  ac t ion  ha s  n o t  y e t  been  fu l ly  eluci- 
da ted .  I t  is n o t  d i s t r i b u t e d  in t he  o r g a n i s m  as o the r  
colloids wh ich  are p h a g o c y t e d ,  and  i t  is q u i c k l y  h y d r o -  
lyzed 1. Th e  effect  of M P  is m a n i f e s t e d  m o s t l y  in t he  
decreased  h ep a t i c  a n d  splenic a c t i v i t y  of R E S ,  t h o u g h  no 
s u b s t a n t i a l  d a m a g e  to  these  o rgans  could  be p r o v e d  3, ~, e. 
Accord ing  to  some  au tho r s ,  t he  p r o t r a c t e d  i n h i b i t o r y  
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effect  of M P  on R E S  can  be  a s s um ed  w i t h o u t  s u b s e q u e n t  
h y p e r a c t i v e  phase  3,4. On t he  g round  of these  da ta ,  we 
a t t e m p t e d  i nves t i ga t i on  of a possible  i m m u n o s u p p r e s s i v e  
effect  of M P  on t r a n s p l a n t a t i o n  of a skin graf t .  
Material and methods. T he  e x p e r i m e n t  was  p e r f o r m e d  on 
2 groups  of rats .  The  f i rs t  g roup  was appl ied  MP,  t h e  
o the r  one was used as control .  As skin  g ra f t  rec ip ients ,  
male  r a t s  of Lewis s t ra in ,  of m e a n  we igh t  250 g =E 30 g 
and  F 1 (Lewis • AVN) r a t s  as g r a f t  donors  were used. 
The  skin  g ra f t  t r a n s p l a n t a t i o n  was done accord ing  to 
Bi l l ingham*.  I n  t h i o p e n t a l  anaes thes ia ,  t h e  donor s  were 
excised a g r a f t  of 2 • 1,5 cm on t he  v e n t r a l  s ide;  t he  
g ra f t  was  i m p l a n t e d  on t he  dorsa l  p a r t  of t he  r ec ip ien t  in  
wh ich  dorsa l  sk in  in t he  co r re spond ing  e x t e n t  h a d  been  
removed .  T h e n  t he  g ra f t  was  glued in m a r g i n a l  po in t s  

Survival of skin semi-allografts following application of methyl 
palmitate 

Group Number of Number of days in survival Standard 
animals of grafts deviation 

In individual rats Mean 

Experimental 
with MP 20 

Control 
(Tween 20) 16 

25, 22, 20, 20, 20, 20.3 2.32 
21, 21, 26, 18, 18, 
18, 18, 20, 20, 20, 
24, 17, 20, 19, 19 

15, 14, 13, 14, 11, 13.0 1.17 
11, 13, 13, 13, 13 
11, 15, 13, 13, 13, 
13 

w i t h  colloid, covered  w i t h  gauze a n d  f i rmly  dressed.  The  
M P  emuls ion  in c o n c e n t r a t i o n  of 0.5 g M P / m l  was p r e p a r e d  
as follows: The  m i x t u r e  of M P  ( E a s t m a n  R o c h e s t e r  N.Y.) 
a n d  1% of Tween  20 in a 5%-g lucose-so lu t ion  was f i rs t  
homogen ized  for 10 m i n  in a glass homogen i ze r  a n d  
t h e r e a f t e r  exposed to  son ica t ion  for 5 min.  The  M P  
par t ic le  size osci l la ted a b o u t  1 ~ m  9. The  p a t t e r n  of t he  
e x p e r i m e n t :  1 d a y  p r io r  to  t r a n s p l a n t a t i o n  t he  exper i -  
m e n t a l  g roup  of 23 r a t s  received a single dose of 1V[P 
emuls ion  in to  t he  ta i l  ve in  in a n  a m o u n t  c o n t a i n i n g  
0.25 g M P  per  100 g of b o d y  weight .  The  con t ro l  g roup  of 
16 an ima l s  was  in jec ted  a co r re spond ing  a m o u n t  of 
Tween  20 in glucose w i t h o u t  MP.  Fol lowing  t r ans -  
p l a n t a t i o n ,  t he  dress ings  of the  con t ro l s  a n d  e x p e r i m e n t a l  
g roup  were r e m o v e d  on  d a y  9 a n d  12, respect ive ly .  The  
s t a t i s t i ca l  e v a l u a t i o n  was  done  b y  t he  t - tes t .  
Results and discussion. I n  t he  e x p e r i m e n t a l  g roup  3 ani-  
mals  d ied  w i t h i n  4 h. I n  t h e  r e m a i n i n g  20 an ima l s  a n d  the  
con t ro l  g roup  t he  m e a n  su rv iva l  t i m e  of the  g ra f t  was  
20.3 a n d  13 days  respect ively .  The  dif ference of t he  m e a n  
s u r v i v a l  t i m e  of skin  g ra f t s  is s ign i f ican t  a t  t he  0.01 
s ignif icance level  (see table) .  The  s t u d y  showed t h a t  M P  
appl ied  in a single dose of 0.25 g pe r  100 g of b o d y  we igh t  1 
d a y  before  t r a n s p l a n t a t i o n  of t he  skin  g ra f t  cons ide rab ly  
p ro longed  i ts  surv iva l .  The  ob jec t  of our  f u r t h e r  work  is 
to  e s t ab l i sh  such  a dose, or r epea t ed  doses, w h i c h  would  
min imize  the  an ima l s  m o r t a l i t y  and  he lp  to  p ro long  
su rv iva l  of t he  skin  graf t .  
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Summary. T h e  s t u d y  of t he  g a m m a  globul ins  i n t h e  vag ina l  f luids reveals  t h a t  t h e  lowest  va lues  were found  in mice 
a t  es t rus  a n d  in c a s t r a t e d  mice 8 days  a f t e r  t he  es t rogen  t r e a t m e n t .  W e  sugges t  t h a t  t he  v a r i a t i o n  of g a m m a  globul ins  
in the  vag ina l  f luids is in f luenced  b o t h  u n d e r  physio logica l  and  e x p e r i m e n t a l  cond i t ions  b y  es t rogens.  

The  p ro t e in  c o n t e n t  of secre t ions  b a t h i n g  t he  r e p r o d u c t o r  
female  t r a c t  ha s  been  s tud ied  b y  severa l  a u t h o r s  4-s. 
Special  a t t e n t i o n  has  been  g iven  to t he  s t u d y  of t he  gam-  
m a  globul ins  f rac t ions  in  severa l  secre t ions  in  w o m e n  and  
in o t h e r  a n i m a l  species ~-11. Previous ly ,  cycl ical  a n d  ex- 
p e r i m e n t a l  v a r i a t i o n s  of i m m u n o g l o b u l i n s  of h u m a n  
vag ina l  f luids h a v e  been  found,  these  v a r i a t i o n s  seem to  
be r egu la t ed  b y  es t rogen  ac t ion  lz, 13. In  t he  p r e s e n t  work  
we are s t u d y i n g  v ag i na l  secre t ion  in mice a n d  the i r  
g a m m a  globul ins  in  d i f fe ren t  physiological  a n d  exper i -  
m e n t a l  condi t ions .  
320 female  a lb ino  Swiss v i rg in  mice, 3 or 4 m o n t h s  old, 
were used. The  an im a l s  were m a i n t a i n e d  u n d e r  t he  same  
e n v i r o n m e n t a l  and  n u t r i t i o n a l  cond i t ions  a n d  were di .  
v ided  in to  2 g roups :  I. n o r m a l  a n d  I I .  e x p e r i m e n t a l  mice. 
The  an ima l s  in  g roup  I were s tud ied  in d i f fe ren t  cycle 
cond i t ions :  1. d ies t rus ,  2. p roes t rus ,  3. es t rus ,  4. m e t a -  
es trus .  B y  m e a n s  of t he  cytological  s t u d y  of t he  vag ina l  
con ten t ,  t h e  cycl ical  cond i t ion  was d e t e r m i n e d ;  t h u s  t he  

a n i m a l  h o r m o n a l  s t a t u s  was ind i r ec t ly  apprec ia ted .  The  
an ima l s  in  g roup  I I  were c a s t r a t e d  b y  m e a n s  of a l u m b a r  
incis ion and  t h e y  were s tud ied  30 days  a f t e r  cas t r a t ion .  
The  vag ina l  f luids of t h e  same an ima l s  were ana lyzed  
3, 8 and  32 days  a f t e r  be ing  t r e a t e d  b y  a single s.c. in- 
j ec t ion  of 2 ~g of 17 t3 es t rad io l  in  oil. The  vag ina l  se- 
c re t ions  were o b t a i n e d  wash ing  t he  vag ina l  c a v i t y  w i th  
100 ixl of phys io logica l  solut ion a n d  t he  cells were re- 
m o v e d  b y  cen t r i f uga t i on  for  3 m i n  a t  12,000 rpm.  As the  
p ro te ins  o b t a i n e d  f rom one a n i m a l  is too  small ,  pools  of 
8 or 10 an ima l s  were made .  The  m a t e r i a l  was  lyophi l ized  
a n d  t h e n  redissolved in 50 ~xl of physiological  solut ion.  
P a r t  of t he  c o n c e n t r a t e d  vag ina l  secre t ion  was des t ined  
to  d e t e r m i n e  t o t a l  p ro t e in s  b y  L o w r y  et  al. 14 me thod .  The  
o t h e r  p a r t  was  s tud ied  b y  aga r  rad ia l  i nmunod i f fu s ion  
m e t h o d  is to  k n o w  the  g a m m a  globul in  c o n t e n t  w i t h  re- 
l a t ion  to a p a t t e r n  s e r u m  (Kal les tad  lo t  012 E 021). Goa t  
a n t i m o u s e  g a m m a  g lobul ins  (Ka l l e s t ad  lo t  270 F 011) 
were used in th i s  d e t e r m i n a t i o n .  The  g a m m a  globul ins  


