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639 CHEMOTHERAPY OF ACUTE LYMPHATIC LEUKEMIA (ALL). 1 Sy lv i a  Norton and James A. Stockman 111. Depts. of 
)phthal .  and Peds., SUNY, Upsta te  Med. C t r . ,  Syracuse, N.Y.  

Ocular compl ica t ions  a r e  no t  uncommon wi th  t he  use  of  v i n c r i s  
t i n e  (VCR) but  u sua l ly  c o n s i s t  of ophthalmoplegias.  A s i n g l e c a s l  
of o p t i c  neuropathy, presumably caused by VCR, has  been previ -  
ous ly  repor ted  i n  a p a t i e n t  w i th  Hodgkin's d i s e a s e  (Am. J .  
Ophthal.  81:146, 1976).  We have observed t h i s  compl ica t ion i n  twc 
s u b j e c t s  wi th  ALL. In each ca se ,  s eve re  u n i l a t e r a l  r e t r o b u l b a r  
pain  occurred 5-7 days fo l lowing the  admin i s t r a t i on  of VCR (2.0 
mg/m2) dur ing maintenance therapy. In  t h e  f i r s t  s u b j e c t ,  an 8 y r  
o l d ,  eye exam s e v e r a l  months a f t e r  t he  onse t  of ocu l a r  symptoms 
r evea l ed  a v i s u a l  a c u i t y  of 20180 i n  t he  a f f e c t e d  eye which 
f a i l e d  t o  improve w i th  r e f r a c t i o n .  A p o s i t i v e  Marcus Gunn pup i l ,  
d e f e c t i v e  co lo r  v i s i o n  and a c e n t r a l  scotoma were noted. Fundos- 
copy was normal. Eye exam p r i o r  t o  the  onse t  o f  symptoms had tee1 
unremarkable.  In  the  second c a s e ,  a 6 y r .  o l d ,  a c u i t y  was 20140 
i n  the  a f f e c t e d  eye unimproved by r e f r a c t i o n .  P u p i l l a r y  con- 
s t r i c t i o n  i n  respon'se t o  l i g h t  was followed by r ap id  d i l a t a t i o n .  
Color v i s i o n  was normal but  a p a r a c e n t r a l  scotoma was p re sen t .  A 
v i t r i t i s  l o c a l i z e d  over  t he  o p t i c  d i s c  caused t he  d i s c  t o  appear  
p a l e  and i n d i s t i n c t .  I n  each s u b j e c t  the  c o n t r a l a t e r a l  eye exam 
was normal. I n  both  ca se s  repeated  s p i n a l  f l u i d  cy to log i e s  have 
been nega t ive .  Opt ic  nerve  d i s e a s e  i n  t h e s e  ca se s  is  presumably 
r e l a t e d  t o  t h e  use  of VCR. Retrobulbar  o r  eye pain  fo l lowing the  
admin i s t r a t i on  of VCR c a l l s  f o r  c a r e f u l  ophthalmologic examina- 1 t i o n .  
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VIRAL INDUCED HISTIOCYTIC MEDULLARY RETICULOSIS. 
Maura C. O'Leary, Norma K.C. Ramsay, William K r i v i t ,  
John H. Kersey, and Mark E. Nesbi t .  Un ive r s i t y  of  

Minnesota,  Department of P e d i a t r i c s ,  Minneapolis,  55455. 
H i s t i o c y t i c  Medullary R e t i c u l o s i s  (HMR) i s  cha rac t e r i zed  by 

f e v e r ,  hepatosplenomegaly, pancytopenia and bone marrow h i s t i o -  
c y t i c  i n f i l t r a t i o n  w i th  erythrophagocytos is .  The e t i o l o g y  i s  
unce r t a in  and the  outcome is  u s u a l l y  f a t a l  d e s p i t e  t r ea tmen t  
w i th  chemotherapy. We have s tud i ed  two p a t i e n t s  w i th  apparent  
v i r a l  induced HMR wi th  ex t ens ive  bone marrow involvement,  e ry-  
throphagocytos is ,  g r anu locy t i c  a r r e s t  and pancytopenia.  An 18  
month o ld  boy wi th  HMR had an adenovirus  t i t e r  of 1:1024 and a 
17 yea r  o ld  male had e l e v a t e d  Epstein-Barr v i r u s  t i t e r s  (IgG= 
1:320; IgM=1:2560). These p a t i e n t s  had s eve re  coagulopathies  
w i th  thrombocytopenia (<50,000 c m ) ,  prolonged hypofibrinogemia 
(<0.10 gm/DL) and e l eva t ed  f i b r i n  s p l i t  products .  Both p a t i e n t s  
had l i v e r  abno rma l i t i e s  w i th  hype rb i l i r ub inemia  and e l e v a t i o n s  
i n  h e p a t o c e l l u l a r  [SGOT=1764 and 125 IUIL (N<27)] and hepato- 
c a n a l i c u l a r  [y GT=333 and 203 IU/L (N<25)] enzymes. Lymphocyte 
response  a s  t e s t e d  by phytohemagglutinin and poke weed mitogen 
was depressed.  T and B c e l l s  and serum immunoglobulins were 
normal except  f o r  an IgE l e v e l  of 4790 IU/ml (Nc444) i n  t h e  
f i r s t  p a t i e n t .  Both p a t i e n t s  had r epea t ed  ep i sodes  of l e s s e n i n g  
s e v e r i t y  over  s e v e r a l  months. Improvement i n  c l i n i c a l  s t a t u s  was 
accompanied by a r e t u r n  t o  normal of a l l  l abo ra to ry  s t u d i e s .  
These p a t i e n t s  emphasize t h a t  s eve re  v i r a l  i n f e c t i o n  can cause  
HMR and t h a t  a v i r a l  e t i o l o g y  must be excluded i n  p a t i e n t s  w i th  
HMR p r i o r  t o  cons ide ra t i on  of c y t o t o x i c  chemotherapy. 

NEVPROPHIL CHEMUTAXIS, PHAGOCYTOSIS, AND BACTERICIDA 
A ~ I V I T Y  I N  NORMAL VOLUNTEERS RECEIVING PREDNISONE. 
Ur l  2. Nordan, James R. Humbert, Gary A. Rich, and 

'Byung H. Park, S t a t e  Un ive r s i t y  of New York a t  Buffa lo ,  The Chil 
d r e n ' s  Hosp i t a l  of Buffa lo ,  Department of P e d i a t r i c s ,  Buffa lo .  

To eva lua t e  t h e  i n  v ivo  e f f e c t  of  prednisone on n e u t r o p h i l  
(PMN) func t ions ,  prednisone (40 mg./day) was g iven o r a l l y  f o r  3 
days t o  8 normal vo lun t ee r s .  PMN chemotaxis toward a c t i v a t e d  
serum and PMN random mig ra t i on  were measured i n  modif ied  Boyden 
chambers. NBT r educ t ion  a f t e r  s t i m u l a t i o n  by phorbol  m y r i s t a t e  
a c e t a t e  was measured by u se  of flow-cytophotometry. Phagocytosis 
and b a c t e r i c i d a l  a c t i v i t y  of Staphylococcus aureus  were de t e r -  
mined by t h e  method of  Tan e t  a l .  Twenty-four hours  and 72 hours 
a f t e r  t h e  f i r s t  prednisone dose t h e  average a b s o l u t e  number of 
PMNs increased by 64% and 41% r e s p e c t i v e l y  from t h e  i n i t i a l  
3.31 * 1.0 X 109/1 (mean 2 1 SD).  Chemotaxis was s i g n i f i c a n t l y  
decreased a f t e r  24 hours  (P  < 0.005) whi le  t h e  72-hour chemotaxi: 
r e tu rned  t o  normal va lues  in 2 s u b j e c t s  and remained low i n  t h e  
remaining 4 .  The increased random mig ra t i on  of  ms which was 
found i n  2 vo lun t ee r s  was a l s o  suppressed dur ing t h e  s t u d y p e r i o t  
Although phagocytos is  of Staphylococcus au reus  remained u n a f f e e  
e d ,  b a c t e r i c i d a l  a c t i v i t y  72 hours  a f t e r  t h e  f i r s t  prednisone 
dose  was s i g n i f i c a n t l y  diminished a s  compared t o  i n i t i a l  va lues  
o r  t o  t h e  va lues  of  un t r ea t ed  p a i r e d  c o n t r o l s  (P  < 0.02).  This  
dec rea se  i n  b a c t e r i c i d a l  a c t i v i t y  was observed fo l lowing 30 
minutes  bu t  n o t  120 minutes of PMN-bacteria i n t e r a c t i o n .  NEW 
reduc t ion  by PMNs was no t  impaired. Short-term t r ea tmen t  w i th  
prednisone i n t e r f e r e s  wi th  PMN chemotaxis and b a c t e r i c i d a l  ac- 
t i v i t y  and may t h e r e f o r e  canpromise host -defense  mechanisms. 
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HUMORAL FACTOR. Michael Osband and Robertson Parkman 
G. Nathan). Chi ldren 's  Hospi ta l  Medical Center, 

AIRWAY OBSTRUCTION AND SUPERIOR VENA CAVA SYNDROME 
SECONDARY TO NON-HODGKINS AND HOOGKINS LYMPHOMA. 

~ e m a t o l o g y ~ ~ n c o l o g y  and Imnunology and Sidney 
I n s t i t u t e ,  Department o f  Ped ia t r i c  Oncology, Bostor 

Jorge A. Ortega. Hossein Mahour. Har t  Isaacs. Gussie 
R. Higgins (Sponsored by Harry T. Wright),  Un ive rs i t y  o f  
Southern Ca l i f o rn ia ,  Chi ldrens Hospi ta l  o f  Los Angeles. Depart- 
ment o f  Pediat r ics .  

Medi as t ina l  compression causing airway obst ruct ion (AWO) and 
super ior  vena cava (SVC) syndrome may be a presenting manifesta- 
t i o n  o f  chi ldhood lymphoma. From 1967 through December 1977. 75 
ch i l d ren  w i t h  Non-Hodgkins Lymphoma (NHL) and 49 w i t h  Hodgkins 
Lymphoma (HL) were seen a t  our i n s t i t u t i o n .  Eighteen pa t ien ts  
w i t h  NHL had primary mediast ina l  involvement, and o f  these 8 
presented w i t h  moderate t o  severe AWO and/or signs o f  SVC syn- 
drome. I n  6 o f  these pa t ien ts  diagnosis was establ ished i n  3 by 
thoracotmy,  2 by ce rv i ca l  lymph node biopsy and 1 by thoracen- 
tes is .  Two pa t ien ts  presented w i t h  severe AWO r e q u i r i n g  c o r t i c o -  
s te ro ids  f o r  2 days p r i o r  t o  the d iagnost ic  su rg ica l  procedure. 
I n  7 pa t ien ts  signs of AWO and/or SVC syndrome improved r a p i d l y  
fo l l ow ing  i n i t i a t i o n  o f  c o r t i c o s t e r o i d  and cyclophosphamide. Of 
the 49 pa t ien ts  w i t h  HL. 13 presented w i t h  mediast ina l  disease 
and o f  these only  4 had evidence o f  mediast ina l  compression, 
none severe. These 4 had d iagnost ic  biopsy and staging laparo- 
tomy p r i o r  t o  treatment. I n  sumnary, severe AWO and/or SVC syn- 
drome was more l i k e l y  t o  occur i n  pa t ien ts  w i t h  NHL w i t h  media- 
s t i n a l  primary. General anesthesia may be hazardous i n  some 
pat ients ,  requ i r i ng  a shor t  course o f  c o r t i c o s t e r o i d  therapy t o  
a l l e v i a t e  the mediast ina l  compression p r i o r  t o  the d iagnost ic  
operat ive procedure. 

To t e s t  the hypothesis t h a t  h i s t i ocy tos is -X  may be a primary 
utoimnun, l i s o r d e r  and n o t  a t r u e  cytopro l  i f e r a t i v e  ma1 ignancy. 
e assayed LI,. c e a c t i v i t y  t o  autologous antigens o f  F ico l l -Hy-  
aque separated per iphera l  b lood mononuclear c e l l s  (PBM) from c u  
r o l s  and pa t ien ts  w i t h  h i s t i ocy tos is -X .  The PBM o f  4/4 pa t ien t !  
emonstrated r e a c t i v i t y  t o  autologous antigens i n  one o r  more 
ssays. None o f  10 con t ro l s  demonstrated any autor  c t i v i t y  i n  f 9 he assays. The assays used were: c y t o t o x i c i t y  o f  C l a b e l l e d  
u l  tu red  autologous f i b r o b l a s t s ,  c y t o t o x i c i t y  o f  51~r  labe l  l e d  
utologous lymphocytes, and s t imu la t ion  o f  PBM p r o t e i n  synthesis 
y act inomyfi  n-0 t rea ted  autologous lymphocytes. Pre-incubation 
f pa t ien ts  PBM w i t h  thymic humoral f a c t o r  (THF) e l iminated the 
bnormal a u t o r e a c t i v i t y  i n  a l l  three assays. Because THF abol- 
shed i n  v i t r o  r e a c t i v i t y ,  one pa t ien t ,  a chemotherapy f a i l u r e ,  
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