
TREATMENT OF RECURRENT LARYNGEAL PAPILLOMATOSIS WITH AN INTERFERON 830 INDUCER. Brig id  Leventhal*, John Whisnantt, HaskJns Kashlna*, 
Arthur Levlner 6 H i  lton Levy**, Johns Hopkins University*, Univer- 

sity of North Carollnat, National Cancer Institute# 6 Natlonal Institute of 
A l  lergy 6 Infectious Diseases**, National institutes of Health. 

Paplllanatosls is a potentlally Ilfe-threatening prollferatlve leslon of the 
larynx; a viral etiology Is postulated. Repeated recurrence can occur requlrlng 
frequent, surgery for maintenance of a patent alrway. The synthetic Interferon 
inducer poly lnosln lc-polycyt Id l I lc  acid stabillzed w l t h  poly-L-lysine (Poly ICLC) 
was used I.v. I n  6 patlents. Doses ranged frcm 2.5 mg/& to 12 mg/& t.1.w. for 
a three fmnth course. In a l l  patients a marked decrease I n  the requirement for 
surgery was seen. No regression of pulmonary lesions was seen i n  3/3 patients 
w i t h  such lesions. Frequency of Surgery 

Age (Years) Ourlng 9 Months During 3 Months 
Patient a t  Ox a t  Rx Before Rx of Rx 

1 1.5 4 I8 0 
2 1.5 3 23 4 
3 2 3 8 0 
4 2 6 5 1 
5 54 61 4 0 
6 41 47 3 0 

Toxiclty consisted of fever, nausea and headache; mi ld  neutropenla las t ing 1-3 
days and transient transamlnase elevatlons. Varlable serum interferon titers 
ranglng frcm 100-3000 units were seen 8 hours after each dose (peak tlter).  The 

I dramatlc decrease I n  the requlrement for surgery I n  these patlents suggests t h a t  
addltlonal studles of antlvlral agents I n  papillomatous diseases are indicated. 
Supported I n  part by General Cllnlcal Research Center-Pedlatrlcs grant RR-0052 
and General Research grant RR-0046. 

WISKOTT-ALDRICH SYNDROME: IMMUNE STATUS AFTER 
BONE MARROW TRANSPLANTATION. Lawrence G. Lum, 831 Hans D. Ochs, F. Leonard Johnson, Rainer F. storb. "niver- 

sity of Washington, Departments of Pediatrics and Medicine, Seattle. 
An 18 month old boy with Wiskott-Aldrich Syndrome (WAS) received 
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a marrow transplant from an HLA-matched sister after being condi- 
tioned with cyclophosphamide and dimethyl-myleran; post transplant 
methotrexate was given for 6 weeks. Complete hematologic reconstitu- 
tion with donor cells occurred. In vitro immunoglobulin (Ig) synthesis 
was determined with a direct and an indirect hemolytic plaque assay 
using pokeweed mitogen activation and co-culture techniques. Before 
transplantation, Ig secretion of B cells was impaired; T-cells provided 
adequate help and suppressor T-cells were not detected. Following 
transplantation, a transient impairment of IgG secretion by patient's 
B-cells in the presence of autologous or normal allogeneic T-cells was 
observed. During three months of post-transplant study, T-helper 
activity was persistently defective and Ig secretion by normal R and T 
cells was suppressed (>  95%) by the patient's T cells. Recovery from the 
transplant procedure was rapid and 3 months after the transplant the 
patient was infection-free and without signs of graft versus host disease; 
serum immunoglobulin concentrations were normal and isohemagglutinins 
became demonstrable; he responded to bacteriophage QIX 174 with 
adequate antibody titers and in vitro lymphocyte transformation to  
mitogens was 16-51% of normal. Presently, eight months after the 
transplant, he is asymptomatic and thriving. These observations indicate 
that hematologic and immunologic reconstitution can be achieved in 
WAS without total body irradiation prior to  marrow infusion, and that 
the appearance of donor derived suppressor T cells may play a role in the 
homeostasis between the host and graft. 

ABNORMAL CT BRAIN SCANS I N  CHILDREN WITH ACUTE 
LYMF'HOBLASTIC LEUKFMIA (ALL). Donald H.  Mahone Jr., 832 Daniel G. Glaze, L. Paul Gerson, Kenneth A. Stai;ing, 

and James D. Easley. Baylor College of Medicine, Departments of 
Ped ia t r i c s ,  Radiology, and Radiotherapy, Houston. 

The r e s u l t s  of CT brain scans i n  2 groups of chi ldren with ALL 
a r e  reviewed. In Group I ,  25 asymptomatic chi ldren 3-5 y rs  from 
i n i t i a l  diagnosis were s tudied upon discont inuat ion of therapy. 
Mild ven t r i cu la r  d i l a t i o n  (5125) and ce rebra l  c a l c i f i c a t i o n s  
(1125) were noted. Of the 6 p a t i e n t s  with abnormal CT scans, 
radiotherapy + i n t r a t h e c a l  methotrexate were used i n  416 p a t i e n t s  
and i n t r a t h e c a l  therapy alone i n  216 pa t ien t s .  Subsequent 
neurological complications were uncommon (1125). In  Group 11, 
14 chi ldren who developed neurologic syndromes were studied while 
s t i l l  receiving therapy. Leukoencephalopathic syndromes were 
d5agnosed i n  10114 chi ldren;  c e n t r a l  nervous system (CNS) 
leukemia occurred i n  6/10 chi ldren.  CT scan abnormalities 
occurred i n  9/10 pa t i en t s .  CT scans indicated ven t r i cu la r  
d i l a t i o n  alone i n  1 p a t i e n t ,  and both ven t r i cu la r  and subarach- 
noid space d i l a t i o n  i n  8 pa t i en t s ;  i n  addi t ion,  2 pa t i en t s  had 
a reas  of in t race rebra l  c a l c i f i c a t i o n  i n  a reas  of decreased 
a t t enua t ion  coef f i c ien t .  CNS in fec t ions  were subsequently 
i d e n t i f i e d  i n  2/10 p a t i e n t s  (toxoplasmosis and S t .  Louis 
encepha l i t i s ) .  S ign i f i can t  CT scan abnormalities a r e  more 
l i k e l y  t o  be seen i n  p a t i e n t s  with antecedent c l i n i c a l  problems 
or  i n  p a t i e n t s  receiving more in tens ive  CNS therapy. 

MONOCYTE FUNCTIONS I N  CHILDREN WITH SICKLE CELL AND 833 RELATED HEMOGLOBINOPATHIES . Donald H.  Mahoney, J r  . 
and Kenneth A. S ta r l ing .  Baylor College of Medicine, 

Department of Ped ia t r i c s ,  Houston. 
Monocyte funct ions were studied i n  18 chi ldren with 

hemoglobinopathies. Mononuclear f rac t ions  were i so la ted  from 
peripheral  blood according t o  standard Ficoll-Hypaque methods 
and adjusted t o  lo6  monocytes/ml i n  media plus f e t a l  ca l f  serum. 
Compared t o  normal controls ,  the re  was no s i g n i f i c a n t  difference 
i n  percent monocyte g lass  adhesion (76.4 f 14.5 v s  83.3 f 11.4), 
or  c e l l  spreading (u = microns) a t  2 h r s  (12.7 f 1.711 vs 3.4 f 
1.711) o r  24 h r s  (16.9 f 2.711 vs 17.5 f2.511). Phagocytosis and 
k i l l i n g  of 2 species  of Candida--C. pseudotropical is  (CP) and C. 
albicans (CA)--were s tudied.  Except f o r  CA k i l l i n g  (pa t i en t  = 
25 + 5.4% v s  control  = 28.6 f 4.7%, p = .046) r e s u l t s  of 
pa t i en t  s tud ies  were s imi la r  t o  controls .  Pa t i en t  phagocytosis 
and k i l l i n g  of Staphylococcus aureus (502A) a f t e r  1-hr incuba- 
t i o n  was a l s o  comparable t o  con t ro l s  (55.7 f 17.9 vs  57.1 f 
14.3). Chemotaxis was measured under agarose and by Boyden 
chamber technique, u t i l i z i n g  zymosan-activated serum. A chemo- 
t a c t i c  index was determined f o r  d i rec ted  chemotaxis under agar- 
ose and r e s u l t s  were s imi la r  (pa t i en t  = 1 .5  f 0.2 vs  control  = 
1.6 f 0.3). For Boyden chamber techniques, a migratory index 
(LIm), based on numbers of c e l l s  migrating and d i s tance  migrat- 
ing i n t o  f i l t e r s ,  was determined and r e s u l t s  were a l s o  s imi la r  
(pa t i en t  = 48.7 f 6.0 vs  control  = 55.4 f 8.3, p = 0.11). 
These experiments suggest tha t  the monocyte/macrophage arm of 
the  host  immune system i s  i n t a c t  i n  these pa t i en t s .  

GLUCOSE-6-PHOSPHATASE: A MARKER ENZYME FOR NON-RENAL 
WILM'S TUMOR. Reuben Matalon, Emily J .  M.  Pang, 834 Kimberlee M i c h G n d X i 7 i i  Pringle: O F p t X T  

Ped ia t r i c s ,  Univ. of I l l .  Chicaqo. I l l .  
The his tological  diagnosis o i  ex t ra  renal Wilm's tumor may be 

d i f f i c u l t  t o  make. A 7 year  old female had an intrabdominal tumor 
which h i s to log ica l ly  was undifferent iated and no diagnosis could 
be reached. Glucose-6-phosphatase as  a marker f o r  kidney t i s s u e  
was assayed. A small fragment of tumor was sonicated in 2 volumes 
of cacodylate buffer 0.15 M ,  pH 6.5, then centr i fuged a t  750 x g 
f o r  10 min. Assay f o r  glucose-6-phosphatase was ca r r i ed  out  using 
0.1 ml of supernatant e x t r a c t  incubated with 0.1 ml 06 0.15 M 
g1.ucose-6-phosphate. Incubation was ca r r i ed  out  a t  37 C f o r  60 
min. Glucose l ibe ra ted  i n  t h i s  react ion was determined by the 
glucose oxidase method. The enzyme e x t r a c t  from the  tumor was 
found t o  have glucose-6-phosphatase a c t i v i t y  s i m i l a r  t o  the  ac- 
t i v i t y  i n  a control kidney e x t r a c t .  The tumor sample released 
1.07 u M ,  gl ucose/mg protein/hour, while human kidney extracted 
hydro1 yzed 1 .O1 pM gl ucose/mg protein/hour. Blood c e l l s ,  muscle 
and ovarian t i s sues  were assayed f o r  glucose-6-phosphatase had no 
measurable a c t i v i t y .  These s tud ies  suggested renal o r ig in  of the 
tumor, and subsequent e lec t ron  microscopy confirmed the  diagnosis 
of Wilm's tumor. Another case of intrarenal  tumor was s tudied 
with no measurable gl ucose-6-phosphatase a c t i v i t y ,  while e x t r a c t  
from the same kidney released 1.6 uM/glucose/mg proteinlhour. 
Subsequently the diagnosis of Burki t t  lymphoma was made. These 
data  ind ica te  t h a t  glucose-6-phosphatase can be used t o  asce r ta in  
the  renal o r ig in  of intraabdominal tumors. 

PURIFICATION, BIOCHEMICAL CHARACTERIZATION AND FUNC- 
TION OF FETAL AT-111. Maril n M. McDonald, E. Bas i l  835x, and ihl. E. Hathaway, k i v e r s i t y  of Colorado 

School of Medicine, Department of Ped ia t r i c s ,  Denver. 
Heparin clearance i n  the newborn is more rapid than i n  the  

normal adu l t  and ant icoagulat ion with heparin i s  c l i n i c a l l y  
d i f f i c u l t  to  achieve. Circulat ing l e v e l s  of antithrombin I11 
(AT-111) a r e  physiological ly low i n  term and preterm in fan t$  and 
minor d i f fe rences  i n  the funct ion of AT-I11 i n  the newborn would 
have s ign i f i can t  implicat ions f o r  the treatment of thrombosis. 
AT-111 was i so la ted  by heparin a f f i n i t y  chromatography from adu l t  
venous and newborn umbil ical  cord blood. The p ro te ins  thus puri- 
f i ed  were compared by SDS-PAGE, rocket immunoelectrophoresis, 
p ro te in  concentrat ion by microbiuret r e l a t i v e  to  o p t i c a l  densi ty 
a t  280 MI, heparin cofactor  spec i f i c  a c t i v i t y ,  progressive neu- 
t r a l i z a t i o n  of thrombin and fac to r  Xa a t  37O C,  and pH r e l a t e d  
anti-thrombin k i n e t i c s .  F ina l ly ,  the  reac t ion  r a t e s  of thrombin 
neu t ra l i za t ion  r e l a t i v e  t o  the concentrat ion of heparin present  
were measured. The s t r u c t u r a l  evaluat ions revealed a f e t a l  
AT-I11 molecule of molecular weight, charge and e lec t rophore t i c  
migration indis t inguishable from tha t  of normal adu l t .  The func- 
t i o n a l  s tud ies  showed t h a t ,  on an equimolar bas i s ,  the r a t e s  of 
thrombin and Xa in te rac t ions  with f e t a l  AT-I11 were a s  rapid a s  
those with adu l t  AT-111. The c a t a l y t i c  r a t e s  of various concen- 
t r a t i o n s  of heparin were a l s o  normal. These f indings suggest 
tha t  "heparin resis tance" i n  the newborn i s  the r e s u l t  of a 
quan t i t a t ive  deficiency of a normally functioning p ro te in  and 
support considerat ions f 6 r  replacement therapy with AT-111. 
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