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The ~ c t i o n s  between a spin-labeled an~ogue of PAF-acether ~ i g n a ~ d  as ( 0 ,~ PA~  and ~ f f e ~ m  
human ~ood components (platelet~ e~t~ocyte~  and ~mm) h ~ e  been s~die~ The rate ~ spin probe 
~du~ion by cytos~ ~o~ded information about the ~ m ~ a f i o n  p r o c e s s  when the hydroids ~ te  was 
~ ~a i lab~  Mthough e ~ t ~ o c y ~  ~ a c t i ~  ~ lower ~an ~ ~ ~ e~t~ocytes,  becau~ ~ ~ r  
~eater numbers, ~ m ~ e d  (0,~PAF from wh~e ~ood ~ster ~an ~ e l s .  [astl~ e r y t ~ y t e s  m ~  be 
mo~ ~ f ~ e n t  ~aps ~ r  (0,~PAF ~an ~ m m  ~ e ~ l h y d r o i ~  Cd~da ~ r  ex~n~ng ~ e  ~ s ~  ~ ~ n ~ n e  
PA~acether are ~so ~scu~ed. 

An e~er-finked phosphofipid, 1-O-~kyl-~ac~ 
tyl-sn-~ycero-3-phosphocholine or PAF-ac~heL 
has been shown to produce many pronounded 
p h y ~ o ~ c ~  ~ s  [1]. P l ~ d ~  aggregation [~, 
hypo~nsion ~ inflammatio~ anaphylaxis [4] and 
~ r ~ c  responses [5] have been eli~ted by very 
~w concen~ations of PAF-acether. Its mecha~sm 
of action is not know~ but probab~ ~ v ~ v ~  
C~ + ~anspo~ and/or  phosphatidylino~tol h~  
dr~ysis [6]. 

The m~abolism of P A F - a c e ~ ,  howeve~ is 

* To whom ~ p o n d e n ~  shodd be addressed. 
Abbre~ations: P A ~ L  1 - ~ a ~ y l - ~ a ~ t y l q m # ~ 3 -  
ph~ph~holi~;  (0,~PA~ 1 - O ~ - 2 - ~ ( ~ d o x ~ p ~ -  
m n ~ s n - ~ h ~ p h ~ h ~ e ;  ( 0 , ~  ~ d ~ m ~ o i c  
add; P~ phosphafidy~hofine; CM~ cfificfl mic~ar ~n-  
~n~ation; [ S ~  el~tron ~ ~ n ~ ;  NM~ nucle~ m~- 
nefic ~ n a n ~ ;  PMS~ p h e n ~ m ~ h ~ s ~ n ~  fluoride; TLC, 
t ~ r  ~ m m ~ o ~ h ~  

now well known [7]. Its ~osynthefis ~ v ~ v ~  
acetylation of 2dyso-PAF-acether by a c ~ - C o A ,  
cat~yzed by an acetyl ~ans~rase [8]. The lyso 
derivative com~ ~om 1-flk~-~ac~-PC and PAF- 
acether ~a phosphohpase A 2 and acetyl hydr~ 
lase, ~spectNdy [7,~. These reactions occur at 
~ f ~ n t  fi~s, ~ther infide the cells or on the 
plasma membran~ Henc~ ~e  ~a~ of in~rnaliza- 
fion of PAF-ac~her ~ ~ f ~ n t  call ~ p ~  is r d ~  
vant to the mechanism of action and to the 
m~abolism of this produ~. As no~d d ~ w h e ~  
[1~, Mthough the plasma membranes of ~atel~s 
appear to contain h i g h - a f f i ~  bin&ng fi~s [11,12] 
it is very diffic~t to ~sting~sh between ~e  ~ap- 
ping of PAF-acether ~fide cells and spedfic bind- 
ing to a receptor on inta~ cells, u~ess there is 
good efidence agMn~ a fast pen~ration of the 
product Mto the cell. The ~ s d ~  #ven ~ this 
paper ~dicme the fa~ of a paramagnetic anMogue 
cf PAF~ceth~ (which we call O,~PAF) M the 
presence of dif~rent cell ~pes. T~s profides a 
means of easily measuring the rate of i n ~ r n M ~  
fion and hydr~yfis in the presence of ~ a t e l ~  
erythroc~es, and wh~e b~od. 
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M~edMs and M e ~ s  

~ n ~  ~ e  p ~ a m a ~ c  ~ o ~ e  of P A ~  
ac~heL ~ ,~PAF is i d e n t ~  to PAFqc~he~ ex- 
cept that there is an ester bound to a &dox~- 
pen~n~c add ~ 0 , ~  ~fidue ~ pofifion 2 (Fo~ 
m~a 1) 

~3-~2)15-O-iH2 ? O~/~O 
CH-O-C-CH 2 -CH2-C-CH 3 

~ 
c ~ - ~  ~ N ~  ~ ,  ~ 

O- 

Formula 1. (0,2)PAF. 

Spin-labded carboxylic add ff~2)A) was syn- 
thefized and purified as p ~ o u ~ y  described [13]. 
(0,2)PAF was synthefized according to a pre~ous 
m~hod [1~ ~om ~dox~pentano~ anhydride and 
1- O-hexadec~n-~ycero-3-phosphochohne (2- 
~so-PAF~c~h~,  a ~ft  from J.J. G o d f f ~ s  
labor~ory, which ~ gr~eful~ acknowledged). It 
was purified by p~par~Ne TLC ufing CHC13/ 
MeOH/H~O ~5 :35 :6 ,  v /O  as the s~vent sy~ 
ram. The R E of the spin-labeled an~og of PAF- 
acether is identic~ to that of the gen~ne sample 
of PAF-aceth~ (a ~fl  ~om JJ. G o d ~ s  labor~ 
tory). The (0,~PAF zone was imme&~dy iso- 
lated and extracted with CHC13/MeOH (50:50, 
v / ~  through a fintered ~ass filter. The produ~ 
was stored at -20  °C without s~vent. The pufiff 
of the O,~PAF sample was checked by TLC 
before each experiment. It cont~ned one ni~o~de 
radic~, ~s measured by ESR (~e bdow) for ¢v~y 
phosphorus atom (according to the m~hod of 
Barfle~ [15]). ~H- and ~P-NMR spec~oscopy of 
our sample showed that (0.~PAF was not con- 
tamina~d by the pofition~ ~ome~ 1-O-hexade- 
c~-3- O(4-dox~pentano~)~n-~yc~o-~phospho- 
chofin~ (0,~PAF was added to cells in an ~han~  
s~ufion ~ n g  a fin~ ~han~  concen~ation of 1% 
(v/O which did not provoke any cell activation. 

ESR spectroscopy. ESR spectra were recorded 
on a Brucker ER 200D appar~us interfaced with 
an App~ II + (48K) microcomputer. Fxee radic~ 
concen~ations were d~ermined by comparison 
with a standard after sub~a~ing the base-fine and 
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~ ~ g  the f i ~ .  ~ experiments were 
done at 37°C. M o ~ m ~  of O,~PAF h~  
dr~yfis w~e p ~ r m e d  & ~ y  by ESR sp~- 
~oscopy. It is w ~  known th~ fince ~e  ~ y f i s  
~ o d u ~  ~ 2 ~ ,  is entirdy ~ss~ved ~ w ~  ph~e, 
it e ~ U  m ~ h  t ~ n n ~  fi~s ~an  ~ P A F  R ~ L  
both ~ membrane and ~ serum ~ n .  It is 
• us p~ f i~e  to quanti~ the amoum of hydr~yfis 
by dec~o~c sub,action and ~ ~ g ~  
the ESR fign~s. 

B ~ c a l  p r ~ a m ~  C ~ s  were prepared at 
morn ~ m p ~ u ~  from ff~h human ~ood a n ~  
c o a g ~ e d  with a 0.15 v~ume of ACD (85 mM 
tfiso~um d ~ e / l l l  mM d e ~ m ~ / 7 1  mM dtric 
a d ~ .  ~ood  donors had not rec~ved any medi- 
cation ~ the 3 weeks p~ce~ng donation. Blood 
was ~ntr i~ged at 100 × g for 15 ~ n .  The ~ e -  
le~rich phsma (PR~ w~  c ~ e ~  ~moved ~ 
~ d  any ~ m a ~ n  from ~e  ~ o ~  and 
~ d  N ~ d  c~s,  ~ d  ~ ~ n ~ d  ~ r  ~ rain ~ 
900 × g. The ~ d ~  p~e t  was suspended ~ a 
m o ~ f i ~  ~ m d ~ H ~  buff~ (137 mM Na~ ,  2.7 
mM K ~ ,  12 mM NaHCO3, 0.4 mM Mg~2, 0.55 
mM dextros~ 5 mM Hepes and a 0.15 v~ume of 
ACD ~ pH 6.~ ~ d  ~ N n  ~ n ~ d  ~ ~ 0  × g 
for 20 rain. ~ e  O ~ d ~ s  were washed twice in the 
same buffer and, the concentration was a~us~d 
to 2- 109 ~ d ~ / ~ .  

T ~  ~d  ~ d  c~s  w~e w ~ d  t ~  fim~ by 
~ m f i N g ~  at 1000 × g  for 10 rain with an 
~ o ~ c  s d u f i ~  (150 mM NaO ~ pH 7) ~ d  ~e  
concentration was a~u~ed to 109 e ~ c ~ /  
~ .  

The aggregation tests were p ~ r m e d  by Dr. 
B e n v e ~ d s  h b o ~ ,  w~ch we ~ e ~ l ~  a~ 
k n o ~ .  

R e s ~  

1. Sp~ prob~ were reduced by the ~ r n d  content 
of ~e  ~lls 

Ni~o~de ra~c~s react with the ~ r n ~  con- 
rants cf cells m produce a non-paramagn~ ~- 
s~ue, ~ N e  on ~e  ESR spec~& with w~ch ~e  
internafization rate of any ~ o ~ d ~ b e a r i n g  m~e- 
c~e can be determined [16]. The spin probe ~ te~  
actions with the cytos~ are thus expressed by a 
decrease ~ ESR ~gn~s. Before all experiments 
were cell~ it w~  important m know ff (0,~A and 
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(02)PAF would react fimilarly with a water~Cu- 
ble reactant such as sodium ascorba~. In other 
word~ we had to check if (0,2)PAF would react 
with ascorbate in the membrane or in the water 
medium, as is the case with (0,2)A, which is a 
wate~solub~ produc~ Fig. 1A shows that 
(0,2)PAF was quickly reduced by ascotba~ in a 
modal membrane. It was not posfib~ to use 
(0,2)PAF in water solution because the concentra- 
tions needed for ESR spectroscopy were higher 
than the CMC of this compound [1~. The redu~ 
tion reaction of the spin probe did not occur with 
(0,2)PAF in the wa~r phase fince the reaction rate 
did not depend on the ~pid concen~ation (Fig. 
1A.). 

No reduong power was found in the ex~rn~ 
medium of washed platel~s or erythrocytes. By 
contrasL the in~rn~ content of di~up~d calls 
reac~d with ni~o~de radices (Fig. 1B). In ad- 
dition, there was a good correspondence between 
the in~rnahzafion rate of (0,2)A in platd~s and 
the reduction rate of ESR ~gnals (Fi~ 1B). The 
interna~zation of the probe was thus the determin- 
ing s~p in the overall proces~ As expe~e& the 
reduction was faster with intact cells than with 
disrup~d ones, ~nce the dilution favor was about 
[20]. 

We were unable to clarify the mechanism of 
spin reduction by the in~rn~ conten~ of c~ls. It 
has g e n e r ~  been supposed that the thiol groups 
of reduced ~utathione are the m~or redudng 
entity in cells [16]. The in~rn~ concen~ation of 
~utathione in calls should be on the order of 
magnitude of sever~ mM. However, Fig. 1C shows 
that tither with or without added Fe 2÷ ions, this 
concentration did not suffice to reduce the dox~ 
radic~ quickl~ Another approach consists of in- 
hibiting the redudng power of ~utathione by 
treating the cells with a reagent of the thi~ groups 
such as N-eth~m~dmide and stud~ng the~ reac- 
tion in the presence of free r a d ~ s .  Fig. 1C shows 
that a pr~ncubation cf p~tel~s (2.10 9 ce l l s fml)  
with N-ethylm~omide (0.2 mM) for 15 rain failed 
to suppress the reduction. 

On the ba~s of these experiment~ we can con- 
Oude that the thiol groups are not s~dy  respon~- 
ble for the reduction of flee r a d ~ s  in the cells. 
Neve~h~es~ it should be emphas~ed lhat N~th- 
~m~omide  a~ivates the p l a t e l ~  as se~n by 

changes in thor shape and by the redudng power 
observed in the ex~acellular medium. The same 
phenomena were observed when the platele~ (2. 
109cells/ml) were ~ea~d with thrombin (1 U/ml )  
a wdPknown agoni~ of these cells, which pro- 
vokes the activation, change in shape and secre- 
tion of granular constituents, under the experi- 
ment~ conditions used (absence of Ca~+; data not 
shown). Because of this, we were unab~ to de- 
termine whether the reduction of free r a d ~ s  
observed when the platde~ were treated with 
N - ~ h y l m ~ m i d e  was rda~d  to cell activation or 
reflec~ the efis~nce of redudng agen~ other than 
the thiol group~ The only point that can be daft- 
fled is that the redudng power was in the solub~ 
in~rn~ contents of the cells, fince membranes 
obt~ned by centrifugation did not reduce the 
amphtude of the ESR fignals of tither (0,2)A or 
(0,2)PAF. Thu~ the decrease in the ESR fign~ 
was dcsdy  co~da~d  with the i n ~ i n ~ a t i o n  of 
the spin probe and its in~ractions with the cytosol 
of lhe cells. 

Z In.rat ion of(O,~PAFwith human bloodcomp~ 
nen~ 

24 P ~ & ~  ~nce ~ d ~ s  are ~e  m~n t~get 
cells for PAF-acethe~ ~ey  were ~u~ed first. As 
~ready described [11,12] P A F ~ c e ~  ~nds at 
two ~st in~ ~pes of ~ s  on blood ~atel~s. The 
first is a saturable spe~fic ~ n ~ n g  ~te. In ad- 
~tion, ~ere is a dose co~dation b~ween the 
ab~ t i~  of P A F - a c e ~  an~ogu~ to Mnd at ~e  
spe~fic ~te and thor a ~ t i ~  to cause the platel~ 
aggregation. The o~er  ca~gory of ~ s  c o n ~ s  of 
• e so~alled nonspe~fic ~ n ~ n g  ~ s .  They are 
rda~d  to ~e  hydrophobic nature of PAF-ac~he~ 
ma~ng it a component that easily p e n ~ s  bio- 
~ c ~  membrane. The spe~fic ~ n ~ n g  ~te w~ 
found o~y  ~ PAF-ace~e~spon~ve  cells, unhke 
the nonspe~fic ~ [11]. At ~w ~ m p ~ a t u ~  and a 
P A F - a c e ~  concetration of 1 nM, at ~ast 30-40% 
of the ~ n ~ n g  appeared to be spe~fi~ Above 1 
nM P A F - a c e ~ ,  ~ t ~  ~ n ~ n g  ~ e a s e d  progr~- 
~vdy, w~ch w~ ent~dy due ~ nonspe~fic b~d- 
~ sugg~ting the uptake of PAF-ac~her in ~e  
~ d e ~ .  At 37°C, PAF-acether uptake w~ sever~ 
times gre~er than receptor ~ n ~ n ~  making recep- 
~ r  ~ u ~  at t~s t e m p ~ u ~  q ~  ~f f icd t  [12]. 
~ , ~ P A F  ~ d  not provoke any ~ a t d ~  ag~egation 
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Fi~ 1. (A) Rate of (0,~PAF (10 ~M) reduction by so&um 
ascorba~ (1 mM) ~ 4°C. Experiments we~ performed ~ the 
presence of I mM (×), 5 mM (OX or 10 mM (a) s o , c a r d  egg 
~Ot~n (pH 7.4). Reduction of 10 ~M (0,~A by the same 
ascorb~e concen~ation ~ shown for comparison (~). 
(B) Comparison of the i n ~ r n ~ a t i o n  and reduction of O,~A 
by platelm~ 1.4-109 pl~dets /ml  were incuba~d with 36 ~M 
(0,~A. The amplitudes of ESR spectra are shown for the whole 
med~m (~), the supernamnt after centrifugation ~ 10000 × g 
for 5 rain (O) and s o n ~ e d  me&um (×)  0~s than 5% ~fing 
cells r e m ~ n g  as determined by counting). 
(C) Rate of (0,~A (10 ~M) reduction by different mesa. 
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Fig. Z (A) Interaction of (0,~PAF ~0 #M) wi~ ~ d ~ s  
(2-109 cells/ml) (O) and e r y t h r o c ~  (109 cells/ml) (©). Bars 
represent the ma~mum 0n~fin&fidu~) deflation ~ ~ree 
experiment~ Hydrdyfis of the ester bond at pofition 2 ~ He 
presence qf ~ a t e l ~  as measured by the (0,~A concentration 
(v) ~ water phase (see M~erifls and M~hods). Inset: ~ g ~  
fithm~ converfion of the reduction r~e by ~ m d ~ s  showing 
fi~border ~nefic~ 
(B) Effect of preincubating (15 min at 37°C) ~ d ~ s  ~.109 
cel~/ml) wi~ PMSF 0 mM) on He reduction and hydrdyfis 
rates of (0,~PA~ R e d u ~ n :  (~) wi~out PMSF ~ o n ~ ) ;  (a) 
with PMSF. Hydrolysis: (~) wi~out PMSF; (©) with PMSF. 

Curves a and b: 1 mM ~mm~one without Fe 2+ ([]) or m He 
presence of 500 ~M Fe 2÷ (m) at 37°C. Cu~es c and d: 
~atel~s ~.109 cells/rnl) pre~ea~d (©) or not (O) with 0.2 
mM N - ~ h ~ m ~ m i d e .  Curve e: the extracellular me,urn 
obt~ned by centfifugation of 2.109 ~ d e t s / m l ,  ~eated 15 
min by ~2 mM N-~hylm~omide (,). 
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at concentrations Mss than 1 #M. It is thus a 
useful tool for ~udying nonspe6fic infractions 
between PAF-acether and blood component~ Fig. 
2A shows the reduction of the (0,2)PAF ESR 
fignM by p l a t e l ~  depending on the interaction of 
the probe with the cytosol, which exhibited a 
hMGreacfion time of about 15-25 min. At the 
same fim~ the ESR ~gnM of the (0,2)A moiety, 
obtMned by (0,2)PAF hydrolyfi~ was very weak. 
HoweveL the fast reduction of (0,2)A by the in~r- 
nM content of the cells must be con~dered. In 
order to reduce the hydrolysis rate, some experi- 
ments were performed after proncubation of the 
platelets with 1 mM PMSF, which inhibits acetyl 
hydrolase [17]. Fig. 2B shows that both reduction 
and hydrolysis were confiderably reduced by this 
~eatmenL so that we were unable to dissodate 
hydrolysis from reduction. 

2& Other components. It is well known [18] that 
PAF-acether is rapidly hvdrolvzed by a parfiMly 
identified serum component. The reaction is not 
spedfic for an acetyl ester bond fince more than 
80% of the (0,2)A can be rdeased into the serum 
in 2 h. This result ~ ~gnificant fince Blank et M. 
[19] and particularly Fair et M. [20] have shown 
that at pofition 2, fatty esters no more than 4 
carbon atoms long can be cleaved by an aodqa- 
bile factor contMned in serum. On the other hand, 
(02)PAF can Mso pene~a~ red blood calls, as 
seen in Fig. 2A, but more ~owly than it peneVams 
platelet~ After a 40 min reaction tim~ the pla~- 
Mts inmrnalized 70% of (0,2)PAF whereas at the 
same time only 40% of the paramagnet~ com- 

TABLE I 

BALANCE (%) IN R E D U C T I O N  A N D  H Y D R O L Y ~ S  OF 
(0,2)PAF BY D I F F E R E N T  MEDIA AF T E R  30 rain OF 
I N C U B A ~ O N  AT 37°C 

W a ~ s ~ u ~ e  and m e m b m n ~ s ~ u ~ e  ESR ~ a  w~e  com- 
p u ~ d  by d ~ o ~ c  subWacfiom T h o r  rdafive concenWations 
w ~ e  m e ~ u ~ d  M~r  d o u N ~ m g ~ g  ~ e  ~ W a  o ~ n e d  
and comparing them w i ~  known concenwafions of s ~ n  h b d ~  
The p e ~ e n t a g ~  are expressed relative to the inifi~ concentra- 
tion ~ (0 ,~PAF ~ ~ e  d i f f e~m m e ~  

Hate l~s  E ~ h g o ~ s  Serum ~ o c d  
~. ~O~m0 ~0~ml) 

Reduction 80 35 0 29 
Hydrolysis < 2 < 2 100 39 

pound was reduced by the intern~ content of the 
erythrocytes (Fig. 2A). Finally, in whole blood, 
the membrane component of the (0,2)PAF ESR 
sign~ disappeared, as in the presence of red blood 
cells. Moreove~ the (0,2)A component was very 
noticeab~ in this case because of the hydrolase 
acti¼ty of the serum noted above. Table I shows 
the resul~ obt~ned a~er a 30 min incubation of 
(~2)PAF with whole blood or different blood 
components. They indicate that (0,2)PAF entered 
into platelets more effidenfly than into erythro- 
c y t e s .  

D i ~ u ~ n  

The following m~n condufions can be drawn 
from our result. 

The in~rnalization ra~ of (0,2)PAF in cells can 
be followed, because of the reduction reaction 
between the ni~oxide probe and cytosol (Fig. 1B). 
This reaction, Frobably rdated |o the m~abolic 
state of cell~ ~ not soldy due to ~utathion~ fince 
the latter is on~ slightly reactive, and fince N~th- 
~m~omide  Ueatment fated to suppress the re- 
duction c o m p ~ l y  (Fig. 1C). On the conVary, the 
~eatment stimulated the cells: the ex~rn~ 
medium of the platel~s became a redudng agent 
by itsd~ showing that at least a pa~ of the 
niuoxid~rea~ive compounds were endcsed in 
secretion granules. On the other hand, the reaction 
even occurred when the (0,2)PAF reached the 
inner leaflet of the plasma membran~ fince a 
wa~so lub le  reagen~ ~ke ascorbate, can react 
with the probe ~nked to a membrane. 

(0,2)PAF e n ~  platele~ and erythrocytes, with 
a rdative speofidty for the former (Fig. 2A). 
Drug in~rnalization is fasL fince about 5-10 6 

(0,2)PAF molecules entered one platelet in the 
fi~t two minu~s of incubation (Fig. 2A), whereas 
only about h~f  this amount en~red erythrocytes 
in the same time. This difference appeared ~so in 
the long-~rm v~ue (30 min) obt~ned with these 
calls: 5.107 (0,2)PAF molecules entered one 
pla td~ call but only about (1-2).  107 molecu~s 
entered one erythrocyte cell (Table ~. Thus, 
platdet membrane ~eems to have a greater ~ans- 
verse d~fufion rate for phospholipids such as 
(0,2)PAF. 

(0,2)PAF ~ readily hydrolyzed by plasma (see 



Table ~. This may be related to the presence of an 
acetylhydrolase in the medium, which is not very 
spe~fic for the acetyl ester bond. Moreove~ 
platdet acetylhydrolase seems to be much more 
spe~fic for acetyl bonds since (0,2)PAF was poorly 
cleaved in the presence of platdets and erythro- 
cytes (Table I). This is in agreement with Blank et 
~. [1~ who showed that many tissues cont~n 
acetylhydrolase acti~ty spedfic for acetyl ester 
bonds at pofifion 2. 

It ~ impo~ant to confider whether the in~r- 
nal~ation rate of (0,2)PAF in different cells has 
any phyfiolo~c~ meanin~ Fi~t, it should be 
noted that many phys~ochemic~ properties re- 
lated to the hydrophob~ b~ance of (0,2)PAF and 
PAF-acether are nearly idenfic~, e.g. binding to 
serum ~bumin [21] or CMC (0.8 and 1.5 #M for 
the two molecules (0,2)PAF and PAF-acethe~ re- 
spectivdy) [1~2~. Second, the in~rnalization rate 
of (0,2)PAF co~esponds to firsborder kinetics 
(Fig. 2A). This means that the halbreacfion time is 
independent of the actu~ labd concentration, as 
seen with other spin-labded phospholipids (Sun~ 
A. et ~., unpubhshed resultS. Thus, it seems 
reasonable to assume that the ~ansverse diffufion 
rate for the two molecules, (02)PAF and PAF- 
acethe~ were nearly identic~, independently of 
thdr actu~ concentration. Third, ~though the 
local concentration of PAF-acether around a 
stimulated cell, such as polymorphonudeocytes, is 
not yet accurately known, ~ could be much higher 
than the mean concen~ation in whole blood. For 
example, it has been reposed that 10 6 stimulated 
polymorphonudeocytes and macrophages can re- 
~ase an amount in PAF-acether corresponding to 
an ex~rn~ concen~ation of 10-100 nM [23-25]. 
It is interesting to nole that platel~s and erythro- 
cytes can incoroporate fimilar quantities of 
(0,2)PAF in two minutes. 

Thus, it appears that (0,2)PAF mimes the non- 
spedfic interactions of PAF-acether with blood 
component~ Consequently, we can conclude that 
apart from bong ~apped by serum ~bumin and 
catabolised by cytoplasmic or serum acetylhydro- 
las~ PAF-acether can be removed by blood cells. 
Con~defing thor high concen~ation, red blood 
cells may rdease PAF acether as effidenfly as 
platdets or serum. Blood cells may thus play an 
impo~ant role in the clearing rale of PAF-acetheL 
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posfib~ by the num~ous ~acfions in w~ch ~so- 
PAF-ac~her ~ subsequently inv~ved. This co~d 
be rd~ed to the rapid clearance of [3H]PAF- 
acether after in~avenous injection [19,25]. In 
accordance, a ~gh portion of the ra&oa~ififf 
taken up by tissues ~ still found as intact PAF 
acethe~ despi~ the presence of acetyl hydr~ase in 
plasm~ PAF~c~her bring probably pro~c~d ~ 
erythrocyte~ 

~ o ~ m ~  
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are grateful to Mrs. Martine Fize for editorial 
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