
ADRENAL RESPONSIVENESS TO ACTH IN PATIENTS(pts) WITH PARADOXIC HYPERTENSION (pH) I N  RATS EXPOSED TO BOTH 1504 MINIMAL CHANGE NEPHROTIC SYNDROME(MCNS). Nancy Hansen, CLONIDINE (CL) AND PROPRANOLOL (P) .  J u l i e  R. Ingel- 
Shane Roy ,111, F. Bruder Stapleton,  B i l ly  S. Arant , J r .  1507 g, f ~ n  er John E. Katomski, William J.H. Caldicot t .  

Dept. Ped., Univ. of Tennessee Ctr .  f o r  Health S c i . ,  Memphis, TN. (Spon. Warren E. Grupe.) Departments of  Ped ia t r i c s  and Radiology. 
An impaired response t o  a 2-hr ACTH t e s t  has been reported t o  Harvard Medical School. Children 's  Hospital Medical Center. 

predict  pts  with MCNS who wi l l  develop frequent relapses(FR). We Boston, Massachusetts. 
have evaluated basal 8AM cor t i so l s (B)  (nl >8ug/dl) and 2 hr-post To assess  PH seen c l i n i c a l l y  i n  our p a t i e n t s ,  e i t h e r  CL (.lmg/ 
ACTH st imulat ion c o r t i s o l s ( S ) ( n l  >30vg/dl, Ref., L e i s t i ,  1978) in  kg/24h) o r  P (200mg/kg/24h) was given i n  dr inking water s ing ly  
28 pts  with MCNS. Results of s tud ies  performed were: Prior  t o  and then together  t o  normal (N) o r  spontaneously hypertensive 
s t e r o i d  therapy(Rx) (B:8+3.6*;S: 18t2.9) ;  Fol lowina a1 t e rna te  day (SHR) r a t s  and blood pressure followed by t a i l  plethysmogxaphy. 
Rx(QOD)(B:8?3.7;S:21.5+7.3); and 1-6 mo post Rx(B:11.8+4.5;S:21? (Le t te r  a f t e r  Group denotes f i r s t  drug given; values=A BP (mm~g); 
7.5) (*meantSD). Pts with nl responses : *p < 0.01 P o r  c vs.contro1; ** p < 0.01 P + c vs. con t ro l . )  

Normal N1 Control Pre-Pred QOD Pred Post-Pred(1-6mo) Group n Control CL o r  P CL and P 
B c o r t i s o l  16/17 4/ 15 6/8 BP 7 days (d) 2d 7d 
S c o r t i s o l  2/2 2/5 0/5 2/15 0/8 N- p 9 120mmHg -12* +6** -2 

There i s  no s i g n i f i c a n t  difference between Rx groups a t  P<.05. N-CL 9 120 -11* +21** 0 
The control group i s  s ign i f i can t ly  d i f f e r e n t  from a l l  Rx groups SHR-P 8 190 -20* +5 +15** 
except B-post-pred. Abnormal t e s t s  occurred in 13/14 p t s  with a SHR-CL 9 170 -13* +7 +25** 
h i s to ry  of FR and 5/6 infrequent  R .  No re la t ionsh ip  was observed Subsequently SHR o r  N r a t s  on o r a l  CL o r  P were anesthet ized with 
(P<.05) between length of  remission (REM) and response t o  ACTH pentobarbi tal  and given graded infusions of  P o r  CL while BP 

in  22 p t s  followed >1  y r .  Length of  Remission responses t o  low-dose drug (CL 6 u g h g  o r  P .075mg/kg); f o r  
Normal Tests <6mo 6-121110 >12mo 5 minutes BP rose 2-10 mmHg (p < 0.02) p r i o r  t o  sustained f a l l  of  

B co r t i so l  7/14 1/3 2/5 5-15mmHg. Graded doses of Phentolamine d id  not  inf luence re- 
S cor t i so l  1/14 1/3 0/5 sponse. We have shown t h a t  PH seen i n  p a t i e n t s  can be produced 

Thus basal and s t imulated cor t i so l  l eve l s  were frequently abnor- i n  both N and SHR r a t s .  We conclude t h a t  PH is probably no t  due 
ma1 in pts  with MCNS and suggest t h a t  fu r the r  s tud ies  should be t o  increased alpha s t imulat ion (from CL) i n  t h e  presence of beta- 
done t o  define possible  roles  f o r  adrenal cor t i ca l  hyporespon- blockade with P. 
s iveness  in  the  pathogenesis of MCNS. Response t o  ACTH stimula- 
t ion  was not predict ive of length of remission in our pa t i en t s .  
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The CRP t e s t  has  been used a s  an i n d i c a t i o n  of t h e  p res -  A 13-month-old presented with in t rac tab le  diarrhea,  marked 
ence o r  absence of kidney inf lammation dur ing  u r i n a r y  t r a c t  proteinuria  (8  9/24 hrs)  and severe nephrotic syndrome. Small 
i n f e c t i o n s .  However, on ly  J o d a l ' s  group has r e p o r t e d  a bowel biopsy showed c e l i a c  disease.  Renal biopsy demonstrated 
s tudy  of  t h i s  a p p l i c a t i o n .  In our s t u d i e s  t h e  c o n c e n t r a t i o n  epimembranous glomerulonephri t i s  with deposition of IgG, IgA, C3, 
of  serum CRP, measured by r a d i a l  immunodiffusion, a r e  com- properdin and subs tan t i a l  amounts of  gl iadin.  Serum complement 
pared wi th  t h e  s i t e  of i n f e c t i o n  determined by bladder  s tud ies  showed marked depression of CH50 t i t e r s  and c lass ica l  
washout (BWO) and by c l i n i c a l  c r i t e r i a .  The t a b l e  shows pathway (CP) proteins  C1, C2, C3 and C3-C9. Alternat ive pathway 
t h a t  9 of  16 c h i l d r e n  wi th  upper t r a c t  i n f e c t i o n  by B W O  had (AP) proteins  fac to r  B ,  properdin, 61H and C3bINA were equal ly 
serum CRP l e v e l s  >25 kg/ml w h i l e  on ly  4 of  28 wi th  lower depressed as was t h e  l y s i s  of unsensitized r a b b i t  erythrocytes  by 
t r a c t  i n f e c t i o n  had v a l u e s  i n  t h i s  range,  the p a t i e n t ' s  serum. In a l l  cases ,  values were more than 3 S.D. 

from the  age-corrected mean. No C3NeF o r  c i rcu la t ing  immune 
complexes by Raji c e l l  assay were detectable .  Treatment with 
prednisone, r e s t r i c t e d  d i e t ,  and hyperalimentation allowed f o r  a 
reduction in diarrhea and proteinuria  (400 mg/24 hrs)  a s  well as 
an increase i n  a l l  CP proteins  within 2 months. Serum leve l s  of 

SITE OF INFECTION 
-BLADDER WASHOUT- 

Upper 
Undetermined 

Lower - 
B1H and C3bINA a l s o  rose but the  remainder of the  AP abnormali- 

Four of 6 c h i l d r e n  wi th  upper t r a c t  i n f e c t i o n  by BWO and t i e s  persis ted f o r  several  more months before returning tonormal. 
c l i n i c a l  a c u t e  p y e l o n e p h r i t i s  had serum CRP l e v e l s  >25 pg/ These data  suggest t h a t  g l i ad in ,  adsorbed via the  GI t r a c t  and 
ml. However, t h e  CRP l e v e l s  were <25 ~ g / m l  i n  5 of 7 deposited within the  glomerulus, may have induced the  develop- 
c h i l d r e n  wi th  upper t r a c t  i n f e c t i o n s  by B W O  and c l i n i c a l  ment of  membranous gl omerulonephri t i s  i n  t h i s  ch i ld .  Further, 
d iagnoses  of c y s t i t i s  o r  asymptomatic b a c t e r i u r i a .  Th i s  the bound gl iadin may a l s o  have been responsible  f o r  the IgG- 
s u g g e s t s  t h a t  t h e  CRP t e s t  may be u n r e l i a b l e  f o r  l o c a l i z a -  mediated CP ac t iva t ion  and, e i t h e r  alone o r  with IgA, the more 
t i o n  of t h e  s i t e  of  i n f e c t i o n  i n  t h e  c l i n i c a l  s i t u a t i o n  i n  
which t h i s  in format ion  i s  most needed. pe rs i s t en t  AP ac t iva t ion .  

SINGLE DOSE AMOXICILLIN (S1 TREATMENT OF UNCOMPLICATED REABSORPTION OF PHOSPHATE (Pi) DURING DEVELOP- 01506 URINARY TRACT INFECTIONS (UTI) AS EFFECTIVE AS CONVEN- MENT BY THE ISOLATED PERFUSED KIDNEY. ~ a ~ e r i e  
TIONAL THERAPY ( C ) .  J u l i e  R. Ingelf inger ,  E l l i s  D. l 1509Johnson and Adrian Spitzer, Albert Einstein College of 

w, Nina E. Tolkoff-Rubin, John T. Herrin, David A .  Link, Medicine, Department of P m c s ,  Bronx, New York. 
Eugenia Marcus, Linda Russell-Getz, Robert H. Rubin. (Spon. by It is generally accepted that the renal transport rate of Pi is low in the 
Warren E. Grupe.) Harvard Medical School. Departments of  Medicine developing animal and human. This conclusion is difficult to reconcile 
and Ped ia t r i c s .  Children's, Massachusetts General, and Cambridge with the fact  that growing subjects are able to malntain a positive 
Ci ty  Hospi'tals. Boston, Massachusetts. external balance and a high plasma concentration of Pi even when the 

Forty chi ldren,  aged 2% t o  1 2  years ,  with acute, uncomplicated intake is low. Kidneys obtained from guinea pigs of (7 days and>30 days 
UTI's due t o  amoxici l l in-sensi t ive organisms were randomized t o  of age were perfused with Krebs-Henseleit bicarbonate buffer solutlon 
receive e i t h e r  s ing le  o r a l  dose (30 mg/kg) o r  10 days of conven- containing amounts of fraction V bovine serum +lbumln in concentrations 
t i o n a l  dose amoxici l l in .  Urine cu l tu res  were performed X 2  on en- appropriate to the age of the animal and Na or KH PO in concentra- 
t r ance  t o  t h e  study, and 1 and 4 weeks a f t e r  treatment. Sedi- tions varying between 3.0 and 15.0 mg%. The results gbtatned: 
mentation r a t e s  (SR), C-reactive p ro te in  (CRP) and antibody- Age (days) n GFR (mllmin) FeNa (%) FePi (%) p 
coated bac te r ia  t e s t i n g  (ACB) were performed p r i o r  t o  therapy; < 7 6 0.21k0.07 2.7W1.2 8.34t5.7 
IVP's and VCUG's,  6 t o  8 weeks a f t e r .  Resul ts  were: >30 8 0.47k0.07 3.321.8 15.34k5.7 <0'01 ' 

Treatment Regimen Outcome No. Pa t i en t s  Abnormal Xrays demonstrate a lower fractional excretion (Fe) of Pi in the younger than 
Single Dose (D) cure 17 0 in the older animals. The regression equations representing the rela- 
Single D Fai lu re  5 80% tionsh~p between filtered load (x) and amount reabsorbed (y) were: y = 
Conventional D cure 16 12.5% 0 .90~  - 0.007, ( r  = 0.98) for the (7 days and y = 0 . 8 6 ~  - 0.06, (r = 0.99) 
Conventional D Fa i lu re  2 0 for the >30 day old guinea pigs indicating that the absolute reabsorption 

SR, CRP, and ACB d id  not  c o r r e l a t e  with e i t h e r  radiology o r  rate of Pi (pg/rnin) was higher in the newborn than in the more mature 
treatment outcome. However, response t o  S d id ,  with those f a i l -  an~mals  over the entire range of filtered loads (p<0.001) and that the 
ing  S treatment having a high r a t e  of xray abnormalities, while reabsorption rate increased more in the newborn than ~n the mature 
those responding having a low probab i l i ty  of abnormalities. The anlmals for any given increment in filtered load. Thus, contrary to 
r e s u l t s  suggest t h a t  S treatment is a s  e f f e c t i v e  a s  C.  A s  well previous claims, the renal transport mechanism for Pi is more efficient 
a s  being associated with b e t t e r  compliance and decreased cos t ,  S in the newborn than i t  is later in life. 
may provide useful  information f o r  fu tu re  p a t i e n t  management. 
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