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AUTRACT Of RESEARCH P U N  I -

Curc I. C : v u ,  X.2. <;.r-ci?al : ~ v e s c t g a t o r ! .  Ass iscant  ? t 3 f  e s s o t  of OncoLogy 6 ?edircr i :  
Lyle i. Sensenorennrr. 3.9. (co-investigator), b a o c i r c e  ? r o f r s s o r  o f  h c o l o g y b  nedi:t;-.t 
i u l s  C. St tau . ,  X.3 . .  Fellow i n  Oncology 

Hauy of t h e  mmc- of s e l f  -cen.vrl 6 d i f f a r m t i r c f o n  of  h-topoircic precursor 
c e l l s ,  Fncluding t h r  rrgu&tioa of c h r s a  p roc r s sas ,  raviD co b r  e luc ida tad .  La w y  
r e r p r c c r ,  f ~ r t h r rdr t rLl8d rrpertrpcotrl . r u l y s t .  of h r u t o p o i r s i a  drpends oa t h e  
i d m c l f i c r e i ~ a .  i s o l a t i o n ,  .od a o l r c u l r r  ch . r ac t8 r i r ac ton  of p l u r l p o t u i t  m d  c m t t e d  
hmucopoxecic precursor ce l l s .  d o l o g i c  i d . n c ~ i c a t t o o  md s tudy  of rubsrcs  of 
c e l l s  h.s l e d  to d r r r ~ r c i c  progress  Fn d r r s t m d i n g  o & r r  d i f f r r m t i ~ t i n gorgrn  s y s t e m  
m d  i n i t i a l  a t u d i r s  ( i n c l u d b g  our  own) raved m r e s a i v e  h r t r r o g m r i t y  of m e l o i d  c e i l  
su r faces  that ahodd  rllov m a i p r r l r t b n  by w o l o g i c  probes. ;i.proper8 f u r t h e r  
drvelopmrcrtr md w e  of -Lne and h w aoaoc ioaa l  m t i b o d i r s .  a p r c i t i c . l l ~  dFrected 
a g e i e r t  nab8ats of m p l o i d  c r U 8 , t o  approach chr i d c o t i f i u r i o n  and i s o l a t i o n  of 
h w hrrP.topotrt ic precursor c d r .  S m r r l  c o l l r c t ~ v e l y  &qur rpproacbrs  to  mt ibody  
d8veioplp.nr m d  e h a z a c t r r ~ a c i o oell b. crployed. R. .u i t tng  r r r t tbod i r s  vlll be usra  
t o  l r o h t e  p r u u r r o r  c e U s ,  sad co s t u d y  h e m t o p o i e s i s  b m d d  s y s t e u .  Thir w r k  
e g h c  h.ve eveatual  broad a p p l i c a t i o n  f a r  ehr uade r s rmdisg ,  di.gmosis m d  trupprnr 
of l r u k r r ~ r aand a p k s t i c  anemia la w. 
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C U T M V Y 8 I M  
t ~ m a a u i  

SUMMARY OF PROPOSED WORK U 3 2 3 1 8 4 2  

I I1 P I  - * r a t .  Prof . .  0 ~ ~ 1 .  J o h r  HoptLa.8 Oncology Ca.M 
1 P r d i r c t .  

La- C. S c r u l r r ,  H . D .  

I 
G . r ~ f f r c u m r r n o ~ o u m i a m m m 1 r r , a ~ w m . ~ r r o u . y ~ o r n r r r ~ l U l r ~ r ~ l P N ~ ~ b . I Y I 1 0 ~ 1 . . .  
t m arm. W NOT I X C S l O  T M l  WACS P(IOVIOI0. 

Our gcmmrll g o d  L ro u e  s p e c i f i c  m t i - p r o s m i t o r  c r l l  - o c l o d  .ntibodiu t o  
dissect h w h a r t o p o i e t i c  d i f f 8 r m t k t i o a .  In T u x  2 of this g r m t .  n u U L c o o t i a u e  
t o  d a t i v e  LnerwlagLf  r p e c i f i c  m x f n a  - t i -hmaa  p r o g r d t o r  c a U  m o o c l d  -1-
bodiar ,  U c 8  -8d at&(1) -.loid 18- CUUUO f  (2) PIO#.DltOr 
c a l l - a r l c b d  f racrlona of aormal h- a;.trw c8il.. Ue tut t h u r  wuocloorl 
an t ibod ies  f o r  birrding t o  aa a r r a y  of (in v i t r o )  colony-foming ca l l a .  U8hg 
dher r r rca  t a c h a i q u u  with tha  m t i b o d i a a  erhibicLn( t h r  b i g h u t  d y r u  o f r p u i f i c t t y  
f o r  e a r l y  weloLd c a l l  ru r faca  d i f f e t a r t i r c l o r r  astitma8 (ruch u 8 8 t l - W - L O *  rrr roti-
body ve h v a  r l r u d t  davrlopad),  w e  ell i r o l a t r  r a l .  p r o g r d c o r - r i c h  h-o matrow 
c e l l  populrcioor.  Y e  -1 study cha morgholo8y. e y t o e n a i r e r l ,  r a t i g a n i c  p&aotypa, 
uad c a l l  cycle p h u e  of t h u e  ~ 8 1 1 ~ .F i n r l l y ,  me d l  m a tho iD t h u e  
c8Llr .fear r c l m d a t i o o  by u p a r u r e  co r o l u b l e  f a c t o r s  a& oc&8r (po88lbla rmgulacory) 
c r l l  t y p u .  



5 .  r r t r d .  L.S u g a t o .  I.. n i u c o ,  K. S a g a n .  L.U d n .  C.I.. Url7. A.. 
P r a i r l e r .  0.. Henderroa. t . .  a d  Mnorrda ,  J. Ert8rogrnei t7  of AM. &ad 
0& t l a r t a  r r  hte-ned bf U t i p l e  ) t o n o c l o d  Antibodies. Proc. k. 
SOL Clln. Oacol. 1: 137, 1982. 

6 .  Clvin. C . I . .  S t r r w a .  L.C.. t r o r l i l .  C. aad S h w r .  J.E. 
C h a r r c t a r t ~ r t i o nof Four n o n o a d o a d  ~ a t i b e d i r r  &ac t ive  
Subsera. Blood W S I :  95.. 1982. 

7.  9rugh.n. Y.P.. St raura ,  L.C.. Burke. P.J., S h b i t t .  K.Y.. 
Karp. J.Z.. and Civin. C.1. Surface I(.rtmr F b a o t m  (-1 
Rerponre t o  I?larapy i n  rcuce ~on-L1.phoc7tic L a s k a i a  (-1. 
Clin. Oocol.. In prer r .  1983. 

8. Straurs .  L.C.. Vrryh.n .  Y.P.. S e h m r t x .  J.1.. m.P.J.. 

a t h  H w n  Urrw 

S c h m r t t .  1.1.. 
Wadice8 

&or. Soc. 

krp,  J.Z.. a d  
Cirin.  C.X. Surface M r k r  P h n o t m o  (-1 a d  I b t  Morgbolo~i n  h t e  
Hoa-Lpphocnic k u k m a  (-1. Aur. Id. Uin. t... In p r u r .  -190. 

9 .  S t r a w s .  L.C.. S t u a r t .  LK.. 4C i r i a .  C.X. &tig.nic d m i r  of 
Heucopoi r r i a .  m r .  h r o c .  -car k m .  23: 266. 1962. 

LO. Clvin. C.I. .  IruvaAl. C.. S t raure .  L.C.. S-s, J.T., and Sh.por, J.1. 
Cal l  Surface Aatifenr Ddinod by Four Cb- l a t ibod lo8  t i s o d  A g U t  
ffi-la Calls. H y b r i d a u  2: 123.. 1963. 

Unchnged from o t i g i r u l  -ant propomd. 

2. Coaeire Deoeriotfon of Tur 1 I.8uler 



The mt l -neueroph i l  H u b .  -1-3. 7 and I .  wet8 rcudied i n  
r i a l l r r  f a rh ion  ( S t r a u r r  ec. r l . .  1983) .  -1-3 recognize the  
M y 1  epi tope.  but on glycoproerlns a s  -11 a r  g lyco l ip id r  
(Skubier a t .  d.. 19831. Ru A%11-7 I@, McAb rrcogn1z.r dl 
g r . n d a r  l a u b c y t r s  (neu t roph i l r .  ba roph i l r .  eo r inoph i l r .  and 
moooettrr)  .od bindr t o  a b u t  7 5 X  of Q C - Q I  ( r e r e a i l 4  p re r lour iy  
u s d e r c r t b d  h e t e r o g r o l t 7  o i  C I C U ) .  The -6 IgC n a b  i r  
u a q u a  i n  i t r  r p e c i f i c i t 7  f o r  aau t roph t l r  kpad c h i  
w c w a l o e f r r  reage of u t u r a r i o n .  

We t u r e  r J 8 e d  ocher McAb agr in rc  w e l o i d  c e l l  l i a r s .  .od 
c h r a c t r r i z a c 1 o o  of the re  18 progrrr r iag.  bati-!¶yl0-i3. h 
mtl-f f i - la  W b r e l e e t a d  f o r  binding co th. KC-lr (usdif faren-
e la ted  la-a) c a l l  lfae. but DOC eo u t u r e  f r a n d o q t 0 8 .  
appaar p a r r i e u l a r l y  i n t r r r r t i n g  ( C i ~ i n  er. 4.. 19131 a r  
candidate m t i - p r o s e a i t o r  c a l l  M U .  O f  t h r e  h w a o c l o a J  
ao t lbod ie r ,  . n c l - n p l O  hu t h r  more arrw e r l l u l a r  r p e e i f i c l t y .  
It binds co =-la md KC-i c r l l s .  b a t  nor t o  ocher l p p h o l d  o r  
w e l o i d  cmAl l i a r s  o r  t o  w r v l  h- b l o d  e d l 8 .  bal7 

( l b )  h r i f e  r a i r e d  t o  p t o r e o l t o ~ o r l c h e d  vrrw c e l l  povulationr: 



Thlr u x k  h r  b a n  poocpond m c i l  trehaiqtvr for productioa 
o f  hmaa U u r  parfaccad. 

(21  KcAb blading to coloarforsiag e8Uai 



7 .  Clrln.  C.I . .  Broral l .  C., Straumm. L . C . ,  Sehvrrtt .  J.T.. and Shaprr. 
ofJ.H.  Aarigenic ~ n r l ~ r i r  Rmrtopoiemir 11. Call Surface U t i g r n r  

Dafinrd by Four Monocion~l rlncibodirr h i r e d  Agrinrc KC-ir Calla. 
Sub.ittrd. 1913. 

3 .  Speci f ic  Objretlvrr f o r  the Coming Tear (Tear 2 )  

( l b )  Hurlno KtAb rrired t o  ~ r o r e n l t o r r a r i c h e d  u r r w  em11 worrlatloor: 



( L C )  D.reloummnt of h a u n  anti-orawenitor n a b :  

( 2 )  HeAb binding to coloarforripl cslla: 



Wo will placa the p r o g r P l t o ~ r i c h  c r l l r  Lac0 l i q u i d  d u r r .  a d  
evaluate t h a  over t L u  thr aboro paruocrrr,  With mviLhouC tb. 
addition of  vrriotu factor8 or c a l l  t ~ a .  e . t .  

c o l o a ~ c i m r l a c l ~factor 
e ~ h n a p o i r t l n  
butrt-prorpti4 factor 
b l p a r  T-eellr 
~ o t o r l e / r u p p t a r r o r  T-ealla 
granuloqcrr 
lrccoimrrin 
endotodn 
dnqr  dUch d f a c t  8d-1 e7dara  a c t i r l t t  
W b rad p t m f i d  8a taaor  
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