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de  <~polyester, avec  c a t a l y s e u r  et  acc616rateur ,  qui ,  en-  
fe rm6es  d a n s  une  bo i te  c o n t e n a n t  d u  de s s6ehan t ,  s o n t  
m a i n t e n u e s  h 4 ° p e n d a n t  24 h, h 20 ° p e n d a n t  4 h e t  
60 ° p e n d a n t  24 h. 

Ce travail a pu ~tre effectual grfice h une subvention fdd6rale pour 
t'eneouragcment des recherches scientiliques au moyen des er4dits 
ouverts par la Confgd6ration pour procurer du travail. 

E. KELLENBERGER, W.  SCHWAB et 
A. RYTER 

Laborat ) i re  de B iophys ique ,  I n s t i t u t  de Phys ique ,  Uni- 
versitd de Gent.re et Laboratoire  V inox ,  Gengve, le 2 ]ui~ 
1956. 

Z u s a m  m e n f a s s u n g  

Zur  H e r s t e l l u n g  y o n  D i i n n s c h n i t t e n  fi ir  d a s  E lek t ro -  
n e n m i k r o s k o p  wi rd  eine n e u e  E i n b e t t u n g s m e t h o d e  fiir 
b io logisches  M a t e r i a l  b e s c h r i e b e n .  A n  Ste l le  y o n  Metha -  
c r y l a t  w i rd  e in  P o l y e s t e r  v e r w e n d e t ,  w o d u r c h  Unregel -  
m/ i s s igke i t en  in d e r  P o l y m e r i s a t i o n  v e r m i e d e n  werden  
k 6 n n e n .  Sukzess ive  S e r i e n e i n b e t t u n g e n  u n d  Vergle ichs-  
s t u d i e n  k 6 n n e n  m i t  g rgsse re r  S i e h e r h e i t  ausge f i ih r t  
w e rd en .  

Foie de souris fix60sO a 2% pH 7,2, inclus dans Ie <* polyester~. 
Grossissement 50000 ×. 

Le  p o l y m ~ r e  es t  p lus  d u r  e t  p lus  c a s s a n t  q u e  le m6- 
t h a c r y l a t e .  I1 se c o u p e  c e p e n d a n t  tr&s f a c i l e m e n t  ~ 200 
a v e c  des  c o u t e a u x  de  v e r r e  cass6s  sous  u n  a n g l e  d ' e n -  
v i r o n  30 °. Des  ang les  p lus  g r a n d s  a ins i  que  des  c o u t e a u x  
m f t a l l i q u e s  a igu i s f s  se lon  la  m 6 t h o d e  de  SJ6STRAND e 
f o u r n i s s e n t  des coupes  pliss6es e t  gondotSes.  

N o u s  a v o n s  e m p l o y 6  u n  m i c r o t o m e  T r f i b - T ~ u b e r  
mod i f iO .  

L ' e n r o b a g e  au  *polyes te r*  a 6t6 a p p l i q u 6  a v e c  succgs 
p o u r  des  f r a g m e n t s  de  foie (figure),  p o u r  des  b a c t 6 r i e s  5, 
des g a m e t e s  d ' A l l o m y c e s ,  de j e u n e s  r ac ines  et  feui l les  de 
d ive r ses  p l a n t e s  ". Les  b a c t f r i e s  e t  les g a m e t e s  o n t  6t6 
ine lus  d a n s  de l ' a g a r  1 ,5% i m m 6 d i a t e m e n t  ap r~s  la  f ixa-  
t i on  p o u r  f ae i l i t e r  les m a n i p u l a t i o n s  u l t6 r i eu res  7. Le  
m~me  proc6d6,  app l iqu~  a u x  Ieuil les,  p e r m e t  d ' o r i e n t e r  
ces de rn i~res  d a n s  la  p o s i t i o n  v o u l u e  e t  e m p ~ c h e  p r e s q u e  
t o t a l e m e n t  leur  d 6 t a c h e m e n t  du  re s t e  du  m a t 6 r i e l  d ' i n -  
c lus ion .  

L a  p o l y m ~ r i s a t i o n  du  , p o l y e s t e r *  emp loy6  es t  ex-  
t r ~ m e m e n t  r6guli~re c a r  su r  une  t r e n t a i n e  de  s6ries d ' i n -  
c lus ions  n o u s  n ' a v o n s  j a m a i s  o b s e r v 6  n i  bu l les  n i  gon-  
I l emen t .  Des  inc lus ions  c o m p a r a t i v e s  de bac t6 r i e s  d a n s  
du  m 6 t h a c r y t a t e  e t  d a n s  du  *po lyes t e r~  o n t  m o n t r ~  de 
n o m b r e u s e s  fois que  les b a c t 6 r i e s  a v a i e n t  6clat6  darts  le 
m ~ t h a c r y l a t e  ma i s  6 t a l e n t  res t6es  i n t a c t e s  d a n s  l e ,  po ly-  
e s t e r , .  

4 E, KELLENBERGER, Exper. 12, 28"2 (1956). 
5 E, KELLENBERGER et A. RYTER, Exper. m~me fascicule. 
s Nous remereions vivement le Prof. E. HEITZ et le Dr. G. TURIAN 

qui ont fourni ce materiel v6gftat. 
? I~, KELLENBERGER et A. RYTER, Sehw, Z. Path, Bakt, 18, I122 

(1955). 

T h e  I n c o r p o r a t i o n  of C a r b o n  Labe l l ed  
P r e c u r s o r s  in to  the  N u c l e i c  A c i d s  of  Var ious  

T i s s u e s  in the  Intac t  Rabbi t  

W e  h a v e  p r e v i o u s l y  de sc r ibed  t h e  p a t t e r n  of incorpo-  
r a t i o n  of 3zp i n t o  t h e  nuc le ic  ac ids  of r a b b i t  t i s sues  in  
vivo 1. Since  m o s t  p r e v i o u s  s t u d i e s  on  t h e  i n c o r p o r a t i o n  
of c a r b o n  l abe l l ed  p r e c u r s o r s  i n t o  t h e  nuc le ic  ac ids  of the  
i n t a c t  a n i m a l  h a v e  b e e n  r e s t r i c t e d  t o  o n l y  a few t issues 
(for r ev i ews  see BROWN ~ a n d  SMELLIE3), We h a v e  now 
e x a m i n e d  t h e  p a t t e r n  ol i n c o r p o r a t i o n  of c a r b o n  label led 
f o r m a t e ,  a d e n i n e  a n d  g tyc ine  i n t o  a ser ies  of r a b b i t  
t i ssues .  F o r  r ea sons  of expense ,  t h e  e x p e r i m e n t s  were 
l i m i t ed  to  a sma l l  n u m b e r  of a n i m a l s  a n d  t o  a single 
i n c o r p o r a t i o n  t i m e  (2 h).  

F e m a l e  a l b i n o  r a b b i t s  ( a b o u t  1500 g) r ece ived  1 mc of 
t h e  l abe l led  p r e c u r s o r  ( l aC- formate ,  N a  sal t ,  or  (2-14C)- 
g lyc ine  or  (8-14C)-adenine s u l p h a t e )  b y  i n t r a m u s c u l a r  
i n j e c t i o n  a n d  t h e  t i s sues  were  w o r k e d  u p  to  y ie ld  deoxy- 
r i bonuc l e i c  ac id  (DNA),  c y t o p l a s m i c  r i b o n u c l e i c  acid 
( cRNA)  a n d  n u c l e a r  R N A  ( n R N A )  as d e s c r i b e d  by  
SMELI.I~: el al. 1. T h e  c o n s t i t u e n t  b a s e s  a f t e r  hydro lys i s  
w i t h  12 N HC104 a t  100 ° for  1 h (WYATT ~) were  sepa ra t -  
ed b y  c h r o m a t o g r a p h y ,  u s ing  i sopropanol -HC15 as 
d e s c e n d i n g  s o l v e n t  a n d  b u t a n o l  a m m o n i a  s as  a scend ing  
so lven t .  T h e  bases  were  e l u t e d  a n d  q u a n t i t a t i v e l y  es t im- 
a t e d  as d e s c r i b e d  b y  CROSBIE et a l5  a n d  t h e  r a d i o a c t i v i t y  
d e t e r m i n e d .  

W i d e  v a r i a t i o n s  were  f o u n d  in  d i f f e r e n t  a n i m a l s  bu t  
T a b l e  I shows  some  t y p i c a l  r e s u l t s  for  t h e  p u r i n e s  and  
t h y m i n e .  I n c o r p o r a t i o n  i n t o  o t h e r  p y r i m i d i n e s  was 
negl igible .  T h e  p a t t e r n  for  D N A  fol lows t h a t  f o u n d  wi th  
3~p, specif ic  a c t i v i t i e s  b e i n g  h i g h  in  s u c h  t i s sues  as ap- 
p e n d i x  a n d  b o n e  m a r r o w  in w h i c h  ce l lu la r  p ro l i f e ra t ion  

1 R. M. S. SMELLIE, G. F. HUMPHREY, E. R. M. KAY, and J. N. 
DAVIDSON, Biochem. J. 60, 177 (1955). 

G, B. BRows and P, M. ROLL, Chapter ~5, in The Nucleic Acids 
(edited by E. CHARGAFF and J. N. DAvIDsoN, New York Academic 
Press). 

3 R. M. S. S.~IELLIE, Chapter ~6, ia The Nucleic Acids (edited by 
E. CHARGAFF and J, N. DAVIDSON, New York Academic Press). 

4 G. R. WYATT, J. gen. Physiol. 36, 201 {1952). 
5 G. R. WYATT, Biochem. J. 48, 584 (1951). 

W. S. MAcNUTT, Biochcm. J. 50, 381 (195~). 
7 G. W. CRos~m, R. M. S. S~ELLIE, and J. N. DAVIDSON, Bio- 

chem. J. 54, 287 (1953), 
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Table L --  Specific activities of nucleic acid bases (in counts/min/,um) in DNA, nRNA and cRNA in various rabbit tissues 2 h 
after administration of carbon labelled precursors 
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Tissue 

Appendix . . . .  

Bone Marrow . . 

Intest inal  mucosa 

Kidney . . . . .  

Liver . . . . . .  

Spleen . . . . .  

T h y m u s  . . . . .  

Base 

Adenine 
Guanine 1 
Thymine  I 
Adenine 
Guanine 
Thymine 
Adenine 
Guanine 
Thymine 
Adenine t 
Guanine 
Thymine 
Adenine 
Guanine 
Thymine 
Adenine 
Guanine 
Thymine  [ 
Adenine ] 
Guanine I 
Thymine 

DNA 

3849 
510 

1104 
3810 
1560 
3815 

317 
316 
270 

31 
0 

33 
31 

163 
45 

167 
154 
156 
353 
478 

1 

14C-formate 

nRNA 

2650 
913 

2204 
1286 

1356 
3460 

163 
584 

86 
168 

728 
412 

656 
544 

cRNA 

.326 
822 

,986 
.136 

(27) 
• 1 9 7  

202 
136 

23 
43 

231 
122 

1 

1 

DNA 

10385 
462 

14781 
2371 

4737 
1566 

1 
161 

1009 
2O8 

5800 
2480 

4720 
252 

(8-14C)-adenine 

I AiZT- 

1 9 6 0 0  113160 
1258 1 618 

21700 10348 
2600 422 

17700 12400 
347O 410 

14932 4760 
1411 (0: 

16506 1177 
642 22 

18700 1 
2750 1020 

9831 5080 
787 125 

1 Specimens not available. - Figures in parenthesis are derived from counts too low to be significant. 

(2-1aC)-glycine 

DNA nRNA e t,~ N - ~ -  

180 
(o) 
2 

207 
(o) 
26 
(o) 
(o) 
20 
(o) 
(o) 
17 
16 
(o) 

24 
31 

63 
(o) 
(o) 

520 122 
179 (0) 

267 (900) 
606 (0) 

12 (o) 
t42 (0) 

~,9 (0) 
(o) (0) 

87 (0) 
(o) (o) 

100 - -  

224 - -  

262 1~ 
254 15 

is a c t i v e  a n d  low in  k i d n e y  a n d  l iver  in w h i c h  m i t o t i c  
a c t i v i t y  is low, T h e  speci f ic  a c t i v i t i e s  of t h e  p u r i n e s  in 
n R N A  are  h i g h  a n d  in m o s t  t i s s u e s  e x c e e d  t h e  cor res -  
p o n d i n g  v a l u e s  for  D N A  a n d  c R N A  p u r i n e s  e x c e p t  in  
a p p e n d i x  a n d  b o n e  m a r r o w  in  w h i c h  t h e  D N A  p u r i n e s  
g ive  p a r t i c u l a r l y  h i g h  v a l u e s .  I n c o r p o r a t i o n  of (8-14C) - 
a d e n i n e  o c c u r s  r e a d i l y  i n t o  nuc le ic  ac id  a d e n i n e  (and  to  
a m u c h  lesser  e x t e n t  i n t o  t h e  g u a n i n e )  e spec ia l ly  in 
l y m p h a t i c  t i s s u e s  a n d  b o n e  m a r r o w ;  t h e  speci f ic  ac t i -  
v i t i e s  of  t h e  n R N A s  are  h i g h  a n d  t h e  d i f f e rence  b e t w e e n  
n R N A  a n d  c R N A  is p a r t i c u l a r l y  p r o n o u n c e d  in l ive r  
a n d  k i d n e y .  I n c o r p o r a t i o n  of (2-~4C)-glycine is m u c h  
less e x t e n s i v e  b u t  t h e  d i f fe rences  b e t w e e n  t i s s u e s  a re  
s i m i l a r  to  t h o s e  f o u n d  w i t h  t h e  o t h e r  p r e c u r s o r s ,  

P r e v i o u s  r e s u l t s  w i t h  3.~p were  p r e s e n t e d  g r a p h i c a l l y  1 
for  v a r i o u s  t i m e s  a n d  t h e  f igures  f o u n d  for a 2 h incor-  
p o r a t i o n  p e r i o d  a re  s u m m a r i z e d  in  T a M e  I I  w h i c h  s h o w s  
t h e  s a m e  g e n e r a l  p a t t e r n  w i t h  a~p as  w i t h  14C-labelled 
p r e c u r s o r s .  I n  g e n e r a l  t h e  d i f fe rence  b e t w e e n  n R N A  
a n d  c R N A  is m o r e  p r o n o u n c e d  w i t h  32p t h a n  w i t h  car -  
b o n  labe l led  p r e c u r s o r s  a n d  is e spec ia l ly  p r o n o u n c e d  in 
l iver  a n d  k i d n e y .  

T a b l e / / . - - R e l a t i v e  specific activities of DNA, nRNA, and cRNA 
2 h after administration of radioactive inorganic phosphate to rabbits 

(data derived from the curves of SMELLIE et al.1). 

Appendix . . . . . . .  
Bone marrow . . . . . .  
Intest inal  mucosa . . . .  
Kidney . . . . . . . .  
Liver . . . . . . . . .  
Spleen . . . . . . . .  
T h y m u s  . . . . . . . .  

DNA 

1373 
1289 

258 
81 
61 

154 
434 

nRNA 

3765 
3837 

959 
769 
599 

2236 
2229 

cRNA 

852 
861 
243 
138 

50 
292 
310 

BENDICH, RUSSELL, a n d  BROWN s f o u n d  the  g r e a t e s t  
u p t a k e  of ~*C-formate  in t h e  D N A  of r a t  i n t e s t i n e  a n d  
sp leen  a m t  t h e  l eas t  in b ra in ,  k i d n e y ,  l iver  a n d  tes t i s ,  
whi le  TOTTER a n d  iris co l l eagues  ~ h a v e  o b t a i n e d  r e s u l t s  
w i t h  f o r m a t e  i n c o r p o r a t i o n  i n t o  r a b b i t  b o n e  m a r r o w  
w i t h  w h i c h  o u r s  a re  e s s e n t i a l l y  in a g r e e m e n t .  T h e  in-  
c o r p o r a t i o n  of f o r m a t e  i n t o  D N A  t h y m i n e  w h i c h  is of t h e  
s a m e  o r d e r  as i t s  i n c o r p o r a t i o n  i n t o  t h e  D N A  p u r i n e s  in 
n e a r l y  al l  t i s sues ,  is d u e  p r e s u m a b l y  to  t h e  a c t i v i t y  of  
t h e  m e t h y l  g roup ,  w h i c h  a r i ses  f r o m  Cz i n t e r m e d i a t e s  m. 
I n  v i t r o ,  i n c o r p o r a t i o n  of f o r m a t e  is m u c h  m o r e  pro-  
n o u n c e d  i n t o  t h y m i n e  t h a n  i n t o  p u r i n e s  in bone  m a r r o w  
a n d  E h r l i c h  a sc i t e s  ce l l s tL  

C o m p a r i s o n  of t h e  r e l a t i ve  v a l u e s  for  t h e  D N A  
a d e n i n e s  in d i f f e r e n t  t i s s u e s  wi th  r e s p e c t  to  t h e  u t i l i za -  
t i o n  of d i f f e r e n t  p r e c u r s o r s  s h o w s  tt fa i r  d e g r e e  of ag ree -  
m e n t  in t h e  r e l a t i ve  u t i l i z a t i o n s  of t h e  d i f f e r e n t  p r e c u r -  
sors  for D N A  f o r m a t i o n  in  a c c o r d a n c e  w i t h  t h e  f i n d i n g s  
of PAYNE el aI.  ~2 for  t h e  r e l a t i v e  u p t a k e s  of c a r b o n  
label led  f o r m a t e ,  g lyc ine ,  a d e n i n e  a n d  a2p b y  m o u s e  
nuc le ic  ~{cids. S imi l a r  c o m p a r i s o n s  wi th  R N A ,  h o w e v e r ,  
s h o w  t h a t  t h e  r e l a t i v e  u t i l i z a t i o n  of t h e  d i f f e r e n t  pre-  
c u r s o r s  in  R N A  f o r m a t i o n  is v e r y  d i f f e r e n t  a n d  t h a t  in  
s e v e r a l  t i s s u e s  a d e n i n e  s e e m s  to  be  m o r e  r e a d i l y  incor-  
p o r a t e d  i n t o  n R N A  a n d  c R N A  t h a n  are  f o r m a t e  or 
g lyc ine .  

s A. BEsmcH, P. J. RVSSELL, and G. B. BROWN, J. biol. Chem. 
203, 305 (1953). 

9 J. R. TOTTER, E. VOLKIN, and C. E. CARTER, J. Amer. chem. 
Soc. 73,  1521 (1951). - J. R. TOTTER, J. Amer. chenu Soc. 76, 2196 
0955). 

10 D. ELWYN and D, B. SPmNSON, J. Amer. chem. Soc. 7~, 3317 
0950). 

11 j ,  R. TOTTER, J. Amer. chem. Soc. 76, 2196 (1955). - R. Y. 
T~o~isoN, R. M. S. SMELLtE, R. GOUTIER, and J. N. DAVIDSON, 
Biochem. J. 64, 7 P (1956}. 

12 A. H. PAYNE, L. S. KELLY, and H, B. JoNEs, Cancer Rcs. 12, 
666 (195~), 
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I t  h a s  b e e n  sugges t ed  ~a t h a t  t h e  b i o c h e m i c a l  s t a b i l i t y  
of D N A  in  n o n - d i v i d i n g  cells is m a n i f e s t  o n l y  w h e n  a~p 
a n d  14C-adenine a re  used  as  p r e c u r s o r s  b u t  in  o u r  ex-  
pe r i ence  t h e  r enewa l  p a t t e r n s  of D N A s  f r o m  d i f f e r e n t  
t i s sues  a re  q u i t e  s imi la r  r ega rd le s s  of t h e  p r e c u r s o r  used.  
T h e  r e c e n t  r e su l t s  of SIBATANI r4 w h o  w i t h  t h e  a id  of a n  
i m p r o v e d  t e c h n i q u e ,  f inds  neg l ig ib le  i n c o r p o r a t i o n  of 
14C-formate i n t o  t h e  D N A  of r e s t i n g  r a t  l i ve r  in  rive a n d  
in vitro are  in  a g r e e m e n t  w i t h  o u r  view.  

P r e l i m i n a r y  m e a s u r e m e n t s  o n  t h e  l abe l l i ng  of t h e  ac id  
so luble  a d e n i n e  c o m p o u n d s  a t  2 h show t h a t  w i t h  ~4C- 
f o r m a t e  a n d  ~*C-glycine t h e  h i g h e s t  a c t i v i t i e s  a re  o b s e r v e d  
in those  t i s sues  in  w h i c h  D N A  p u r i n e s  a re  m o s t  ac t ive ,  
l ive r  a n d  k i d n e y  g iv ing  m u c h  lower  va lues .  T h i s  e f fec t  
m a y  be  p a r t l y  due  to  d i f fe rences  in  p u r i n e  s y n t h e s i s  a n d  
p a r t l y  to  v a r i a t i o n s  in  pool  sizes in  d i f f e r e n t  t i ssues .  T h e  
low va lues  f o u n d  for  t h e  a c t i v i t i e s  of nuc le ic  ac id  p u r i n e s  
a f t e r  l~C-glycine a d m i n i s t r a t i o n  a re  a l m o s t  c e r t a i n l y  due  
to  a v e r y  c o n s i d e r a b l e  d i l u t i o n  of t h e  a d m i n i s t e r e d  
g lyc ine  s ince  t h e  ac id  so luble  n u e l e o t i d e s  in  t h e s e  ex-  
p e r i m e n t s  a lso s h o w e d  v e r y  low ac t iv i t i e s .  T h e  o b s e r v e d  
d i f fe rences  b e t w e e n  t h e  ac id - so lub l e  a d e n i n e  n u c l e o t i d e s  
in d i f f e r en t  t i s sues  a f t e r  ~4C-adenine a d m i n i s t r a t i o n  a re  
c o n s i d e r a b l y  s m a l l e r  t h a n  w i t h  f o r m a t e  or  g lyc ine .  
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Rdsumd 

Les rGsul ta t s  e x p G r i m e n t a u x  m o n t r e n t  le degr6  d ' i n -  
c o r p o r a t i o n  d u  formate-14C,  de  l 'adGnine-8-14C e t  de  la  
glycine-2-14C d a n s  I ' A D N  e t  d a n s  les A R N  nuclGaire  e t  
c y t o p t a s m i q u e  d e  l ' a p p e n d i c e ,  d e  la  mcelle osseuse,  de  la  
m u q u e u s e  i n t e s t i n a l e ,  d u  re in ,  d u  foie, de  la  r a t e  e t  d u  
t h y m u s  d u  l a p i n  in  vivo. 
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p l a t e l e t s  a n d  t h a t  t h i s  is a s s o c i a t e d  w i t h  a n  i m p a i r e d  
a b i l i t y  of t h e  p l a t e l e t s  to  a b s o r b  5 -HT.  

The effect of 1 mg reserpine (i.m.) in man on the 5-HT content of the 
platelets and on their ability to absorb 5-HT 

Before reserpine. . . 
1 day after reserpine 
3 days af ter  reserpine 
9 days after reserpine 

ng 5- 
HT]10 s 
platelets 

36 
14 

< 1 
7 

ng 5-HT/10 s platelets 
after incubation with 5-HT 

at 37°C for 2 h 

173 
39 
36 
40 

T h e  m e t h o d s  used  were  t h o s e  d e s c r i b e d  b y  HARDISTY 
a n d  STACEY 4 a n d  a t y p i c a l  r e s u l t  is r e c o r d e d  in t h e  table .  
I t  wil l  b e  seen  t h a t  24 h a f t e r  t h e  i n t r a m u s c u l a r  i n j ec t ion  
of 1 m g  r e s e r p i n e  t h e  a m o u n t  of 5 - H T  in  t h e  p l a t e l e t s  had  
f a l l en  to  4 0 %  of i t s  i n i t i a l  l eve l  a n d  t h a t  a f t e r  3 days  
n o n e  cou ld  be  de t ec t ed .  I n c u b a t i o n  of 5 - H T  w i t h  p la t e l e t -  
r i ch  p l a s m a  o b t a i n e d  be fo re  a d m i n i s t r a t i o n  of t h e  d rug  
led to  a l a rge  u p t a k e  b y  t h e  p l a t e l e t s  4 b u t  24 h a f te r  
r e s e r p i n e  t h i s  a b i l i t y  to  a b s o r b  5 - H T  was  m a r k e d l y  
r e d u c e d  a n d  i m p a i r e d  a b s o r p t i o n  p e r s i s t e d  d u r i n g  the  
fo l lowing  days .  B y  t h e  9 t h  d a y  t h e  5 - H T  c o n t e n t  of the  
p l a t e l e t s  s h o w e d  e v i d e n c e  of r e c o v e r y ;  in  o t h e r  sub jec t s  
r e c o v e r y  s t a r t e d  a t  a b o u t  t h e  s a m e  t i m e  a n d  was  still  
i n c o m p l e t e  3 weeks  a f t e r  t h e  in j ec t ion .  

T h e  p r o l o n g e d  r e d u c t i o n  of 5 - H T  fo l lowing  rese rp ine  
h a s  b e e n  a d v a n c e d  b y  SHORE et  aL  e as e v i d e n c e  t h a t  
' s e r o t o n i n  is f o r m e d  in  p l a t e l e t s  a t  t h e  t i m e  of t he i r  
f o r m a t i o n ' .  B o n e  m a r r o w  h a s  l i t t l e  c a p a c i t y  for  5 -HT 
s y n t h e s i s  a n d  i t  wou ld  s eem m o r e  l ikely,  as p o s t u l a t e d  
b y  TOll s, t h a t  c i r c u l a t i n g  p l a t e l e t s  a b s o r b  5 - H T  f rom 
o r g a n s  w h e r e  i t  is f o r m e d  a n d  t h a t  r e s e r p i n e  b o t h  l ibera-  
tes  5 - H T  f r o m  p l a t e l e t s  a n d  p r e v e n t s  f u r t h e r  a b s o r p t i o n .  

P l a t e l e t  life ha s  b e e n  v a r i o u s l y  e s t i m a t e d  f r o m  5 to  9 
daysL  T h e  p r e s e n t  f i n d i n g  t h a t  a t  l eas t  3 weeks  is re- 
q u i r e d  for  r e c o v e r y  a f t e r  a s ingle  dose  of r e s e r p i n e  sug- 
gests ,  s ince  r e s e r p i n e  is r a p i d l y  e l i m i n a t e d  s, e i t h e r  t h a t  
p l a t e l e t  l ife is l onge r  t h a n  w o u l d  a p p e a r  f r o m  these  
e s t i m a t e s  or  t h a t  r e s e r p i n e  a f fec t s  n o t  o n l y  p l a t e l e t s  in 
c i r c u l a t i o n  b u t  a lso t h e  p l a t e l e t  b e a r i n g  t i ssue,  t hus  
l e a d i n g  t o  t h e  s u b s e q u e n t  d i s c h a r g e  of p l a t e l e t s  w i t h  an  
i m p a i r e d  a b i l i t y  t o  a b s o r b  5 -HT.  
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Reserp ine  
and H u m a n  Plate let  5 - H y d r o x y t r y p t a m i n e  

A dec l ine  in 5 - h y d r o x y t r y p t a m i n e  (5-HT) a f t e r  t h e  
i n j e c t i o n  of r e se rp ine  i n t o  r a t s  1 a n d  r a b b i t s  ~ ai~d a f t e r  
r e p e a t e d  a d m i n i s t r a t i o n  in  m a n  3 h a s  b e e n  r e p o r t e d .  T h e  
o b s e r v a t i o n s  desc r ibed  be low s h o w  t h a t  in  m a n  a s ingle  
dose will  r e m o v e  v i r t u a l l y  t h e  who le  of t h e  5 - H T  in  t h e  
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