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FOLDER 

Dear -Gene, 

yes t e rday  we had a reason t o  d i s c u s s  our r e s e a r c h  p ro jec t  i n  which we 
wanted t o  s tudy t h e  f a t e  and func t ion  o f  g ranulocytes  i n  p a t i e n t s  wi th  
granulocytopenia  wi th  r e spec t  t o  t h e i r  e f f i c i e n c y  i n  migrat ing t o  s i t e s  
of i n f e c t i o n  md through t h e  e p i t h e l i a l  mucosa. I th ink  both of us a r e  
i n t e r e s t e d  i n  this problem s i n c e  we s t a r t e d  t o  s tudy the  e l imina t ion  
of granulocytes  v i a  the  mucosal-membraqes of t h e  mouse. A t  t h a t  t i n e  we 
felt t h a t  t h e  g rv lu locy te s  exe rc i se  t h e i r  main func t ion  a f t e r  t hey  hqve 
migrated out o f  t h e  blood i n t o  t h e  t i s s u e s  and through t h e  t i s s u e s  onto 
t h e  e p i t h e l i a l  su r f aces .  

I n  t h i s  p r o j e c t  ;.re found out  t h a t  few if any methods ere ava i l ab le  t o  
r e a l l y  quan t i fy  t h e  emigrat ion of g ranulocytes  and t h e i r  appearance on 
e p i t h e l i a l  s u r f a c e s  i n  t h e  human body. It occured t o  us  t h a t  it might 
wel l  be t h a t  t he  l u n g  has  one of  t h e  major s i d e s  o f  granulocyte  emi- 
g r a t i o n  and t h a t  t he  continuous emigrat ion of granulocytes  through t h e  
lung  might be a n  important mechanism of n e i n t a i n i n g  the i n t e g r i t y  of t he  
e p i t h e l i a l  su r f ace  of t h e  lung.  Since you a r e  a t  t he  present  t ime consi-  
d e r i n g  a l a r g e r  l ung  p ro jec t ,  I v;onder whether you have a l s o  considered 
t o  i n i t i a t e  a studjr on t h e  migrat ion of g rzn ldocf les  from t h e  blood s t r emi  
t o  t h e  e p i t h e l i a l  su r f aces  of t h e  lung.  I would consider  t h i s  t o  be a very 
important  p r o j e c t  s ince  one might a s s m e  t h a t  t he  e p i t h e l i a l  su r f ace  i s  main- 
t a i n e d  i n  i t s  i n t e g r i t y  by t h e  ac t ion  of granulocytes .  I t h i n k  it is  too  
simple t o  assume t h a t  t h e  func t ion  o f  granulocytes i s  exhausted i n  t h e i r  
c a p a b i l i t y  of phagocytosis.  I wonder whether t h e  granulocytes  by t h e  v i r t u e  
of t h e i r  p a r t i c u l a r  metabolism con t r ibu te  something t o  the  i n t e g r i t y  of t he  
e p i t h e l i a l  su r f ace  just as much a s  t h e  p l e t e l e t s  guarantee t h e  i n t e g r i t y  
of e r .do the l ia l  l i n i n g .  

My concre te  ques t ion  i s  whether you a re  cons ider ing  t o  i n i t i a t e  any p ro jec t  
i n  t h i s  d i r e c t i o n  beczuse t h e  major problem would be the  q u a n t i t a t i v e  measure- 
ment of g r m u l o c y t e  emigrat ion through the l unz .  Here it nay be t h a t  some 
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nuc lea r  q e d i c h e  methods would be su i - t ab le  o r  should be developed such 
as l a b e l i n g  g r a d o c y t e s  by teckqetium o r  o t h e r  s u i t a b l e  isotope's ar:d 
developing a method o f  quan t i fy ing  t h e  e l imina t ion  of granulocytes  through 
t h e  lung. Or,e m i & T t  pos s ib ly  conceive o f  s t anda rd iz ing  a cons tan t  lung 
volume w-d es t imat ing  t h e  loss of g r a n d o c y t e s  through this volume under 
TJarious condi t ions .  I could f o r  i n s t ance  foresee that i n  certain lung  
condi t ions  induced by e n v i r o m e r t d i  p o l l u t i o n  t h a t  t he  migrat ion i s  e i t h e r  
increased  or decreased and t h a t  perhaps t h e  development of lung f i b r o s i s  
o r  o t h e r  p rob lem might be assoc ia ted  also with  a d i s tu rbed  lung grmu-  
l o c y t e  ernigratibri f b c t i o n .  I n  m.y event  I t h i n k  here  i s  an i n t e r e s t i n g  
problem and I wonder whether you a re  planning t o  do something about it 
and i f  s o  :.rhether t h e  cdoperz t ive  &venture might be o f  i n t e r e s t .  Of course,  
t h e  f i n a n c i a l  means of our  group a re  l i m i t e d  and the re fo re ,  we wonder 
whether, ?If such a co l l abora t ion  could be e s t ab l i shed ,  t h e r e  is any grant  
money which we might apply f o r .  

N i th  b e s t  persor.i! regards ,  I remain, 

S ince re ly  yours, 

Theodor M. Fl iedner ,  M.D. 


