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I N  VASOPRESSIN RESISTANT DIABETES INSIPIDIIS. Hulda TIONALLY DELAYED GROWTH (CD) AND ISOLATED GROWTH HOR- - - -  ----- -~ .-. 

J .  Wohltmann, Perry  V .  ~ a l u s h k a ,  P h i l i p  J .  P r i v i t e r a ,  Harry- 
Margolius, and Richard G. Wa~ner, (Spon. by Jean H. Thurston).  
Ned. U .  of S. C . .  D e ~ t s .  of Ped.. Hed., and Pharm., Charleston. 

Because indo&thacin  ( I )  p o t e n t i a t e s  t h e  e f f e c t s  of vaso- 
p r e s s i n  (V) i n  experimental animals,  and because of our  previous  
observat ions  t h a t  I decreased u r ine  volume (W), iPGE and k a l l i -  
k r e i n  (UK) i n  B a r t t e r ' a  syndrome, we s tud ied  t h e  e f f e c t s  of in- 
h i b i t i o n  of PGE syn thes i s  w i th  I i n  a c h i l d  wi th  V r e s i s t a n t  D I .  
A male (6  y r s . )  , f i r s t  presented a t  3 mos. wi th  normkalemia,  
hypernatremia, hyperchloridemia, hyperreninemia, hyperaldoster-  
onism, and J-G c e l l  hyperplas ia .  E l e c t r o l y t e  and water  balance 
were monitored d a i l y  be fo re  (4  days) ,  dur ing (5  days) ,  and a f t e r  
(4  days) t rea tment  w i th  I (1-2 mglkglday). Placebo was given 
be fo re  and a f t e r  I .  I s i g n i f i c a n t l y  decreased in t ake  from 
8250'288 t o  5507'493 cc/24 h r . ,  *(F:.02) ; UV from 6366'717 t o  
4519'225 cc124 hr . .  (P. .05); U iPGE from 8081115 t o  421'82 ng/gm 
c r e a t . ,  (P<.02); and UK from 4.1'0.5 t o  3.2f0.1 E.U. (Pc.05). 
A f t e r  s topping I, in t ake ,  UV. U iPGE, and UK ro se  by the  fou r th  
day t o  p r e  I l eve l s .  Uoem. (187.3). serum osm (285'1).  u r ine  
CAMP (3.14 uHoles /~2 /24  h r s . ) ,  and s t and ing  plasma r en in  a c t i v i t y  
(9.2 ng/ml/hr.)  were not  s i g n i f i c a n t l y  changed by I. Conclusion: 
The r e s u l t s  a r e  cons i s t en t  wi th  i n h i b i t i o n  of endogenous PGE 
s y n t h e s i s  mediating t h e  e f f e c t s  of I and again  demonstrates a 
r e l a t i o n  between r e n a l  PGE and UK. The f a i l u r e  t o  show a s ign i -  
f i c a n t  i nc rease  i n  Uosm. ra!ses t h e  p o s s i b i l i t y  of a non-renal 
s i t e  of a c t i o n  f o r  I .  (GM 20387 and HL 17705). 

LEYDIG-CELL FAILURE AND HYPOGONADISM IN A 21 3 68 YEAR OLD MALE. Richard Hk. Wu, (Spon. by Murray 

Davidsan). Albert Einstein Coll . of Med., Bronx-Lebanon Hosp. Ctr . and 
Montefiare Hosp. and Med. Ctr., Depts. of Pediatrics, Bronx, New Ywk. 

A 21 year old male, with normal stature and an  XY karyotype, pre- 
sented with sparse pubic hair, no axillary hair, microphallus and other- 
wise normal external genitalia. Leydig-cel l dysplaria and tubular degen- 
eration were found on testicular biopsy. The mean 24 hr. plasma Iuteiniz- 
ing hormone (LH) and follicle stimulating hormone (FSH) concentrations 
were 50 and 8 mlU/ml respectively. LH levels were higher during sleep 
than during waking hours. There were no sleep-wake differences in FSH 
levels. Plasma LH rose to  115 mlU/ml in response to 25pg of LH releasing 
hc to r  (LH-RF). Plasma FSH responded paarly to  LH-RF. The mean 24 hr. 
plasma concentrations of testosterone (T) and dihydrotestosterone (DHT) 
were 95 and 84 ng/dl respectively. Plasma T rose from 120 to 160 ng/dl 
in response to  20,000 units of human chorionic gonadotropin (HCG), given 
over a 4 day period. Following an additional 20,000 units of HCG, given 
in 4 equal weekly doses, the plasma T concentration was 120 ng/dl. These 
data show that this patient has an  unusual form of testicular degeneration 
characterized by diminished T production and paar T response to HCG. 
Normal concentmtions of FSH suggest sufficient lnhibin production. The 
concentrations of T and DHT in utero, must have been adequate to enable 
normal differentiation of the external genitalia. This patient's abnormality 
fits into a spectrum of anarnalies with Leydig-cell agenesis a t  one end and 
premature Leydig-cell failure (early climacteric) a t  the other. 

COMPARATIVE USE OF SERUM 17-HYDROXYPROGESTERONE (17- 3 69 OHP) AND DEHYDRoEPIANDROSTERONE SULFATE (Ds) IN CON- 
GENITAL ADRENAL HYPERPLASIA (CAH). William B. Zipf ,  

George E. Bacon, Robert P. Kelch, and Martha L. Spencer,  Dept. of 
Ped.,  Univ. of Mich., Ann Arbor. 

Previous  s t u d i e s  have demonstrated t h e  use fu lnes s  of serum 17- 
OHP de te rmina t ions  i n  ch i ld ren  with CAH. Recent r e p o r t s  have sug- 
ges ted t h a t  serum l e v e l s  of  DS, an adrenal  androgen, might b p t t e r  
r e f l e c t  degree  of c o n t r o l  and be s impler  t o  measure. Hourly serum 
samples x 24 h r  were assayed f o r  17-OHP and DS i n  6 p a t i e n t s  aged 
10-19 y r s  wi th  21-hydroxylase de f i c i ency  ( s a l t  l o s ing ,  N-4; non- 
s a l t  l o s ing .  N-2) dur ing therapy wi th  Prednisone (P) and a f t e r  
g lucocor t i co id  t reatment  had been withdrawn f o r  3 days. After  
withdrawal of P the  24 hr mean serum 17-OHP l e v e l s  increased i n  
a l l  p a t i e n t s  (64% t o  9002) and ranged from 3 mcgldl t o  28 mcgldl.  
Urinary 17-ketos teroids  increased i n  5 of 6 p a t i e n t s .  There was 
no c o n s i s t e n t  change i n  mean DS l e v e l s  which ranged from 1 mcgldl 
t o  114 mcgldl on Rx and 6 mcgldl t o  82 mcgldl off Rx. DS l e v e l s  
increased i n  4 p a t i e n t s  and decreased i n  2 whi le  off  Rx. A l l  DS 
l e v e l s  on and o f f  Rk were i n  t he  normal range f o r  age. P a t i e n t s  
considered poorly con t ro l l ed  by u r ina ry  17-ketos teroids  and serum 
17-OH-P d id  not have e levated DS. No d i u r n a l  changes i n  DS l e v e l s  
were evident .  Serum DS l e v e l s  from 101 p a t i e n t s  aged 2-19 y r s  
without ad rena l  pathology were cons i s t en t  with o the r  r e p o r t s  and 
showed an inc rease  wi th  age of  p a t i e n t :  ( i  + S.D.: 2-8 y r s  - 29 f 
32; 9-12 y r s  = 57 + 49; 13-19 yra  = 131 + 78). Our da t a  i n d i c a t e  
t h a t  DS concen t r a t ions  do not become abnormally high a f t e r  a c u t e  
withdrawal of g lucocor t i co id  and would not be a r e l i a b l e  i nd ica t -  
o r  of c o n t r o l  i n  c h i l d r e n  wi th  CAH. 

MONE (GH) DEFICIENCY. William B. Z ip f ,  Nancy J .  Hopwood, and 
Robert P. Kelch. Dept. of Ped., Univ. of Mich., Ann Arbor. 

Fourteen boys with CD were t e s t e d  wi th  gonadotropin-re leas ing 
hormone (GnRH) before  and a t  t he  end of 6 mo Rx with Pluoxymes- 
terone (F) ,  10 mgld (Group I ) ,  o r  Oxandrolone (Ox), 0.15-0.2 mg/ 
kgld (Group 11). t o  a s s e s s  t h e   effect^ of t hese  androgens on the  
HPGA. A t  i n i t i a t i o n  of Rx, 7 boys i n  Group I ,  15.1-16.7 y r s ,  had 
bone ages  (BA) 12-14 y r s  and were i n  s t a g e  2 puberty whi le  7 boys 
i n  Group 11, 10.2-15.9 y r s  had BA 7-13 and most were prepuber ta l .  
PreRxAmax LH r i s e  t o  GnRH was normal i n  each boy: Grp I ,  j; 31.5 
mIU/ml ( range 16-55); Grp 11. ; 18.2 m I U / m l  (range 7-32) .A Max 
FSH responses  were va r i ab le .  A t  t he  end of 6 mo Rx, a l l  but  one 
boy i n  Grp I and 417 boys i n  Grp I1 had s i g n i f i c a n t l y  lowerAmax 
LH responses  (34-892 reduct ion)  wi thout  cons i s t en t  change innmax  
FSH. Plasma t e s tos t e rone  (T) was reduced by 57-962 when preRx 
l e v e l  was >1 nglml. Eight boys were r e s tud ied  6 mo a f t e r  comple- 
t i o n  of Rx: AMax LH and T were , preRx l e v e l s  i nd ica t ing  recovery 
of t he  HPGA. A l l  had acce l e ra t ion  of l i n e a r  growth (3.8-8.9 cmI6 
mo) and progress ive  t e s t i c u l e r  enlargement without excess ive  BA 
advancement. Seven p repube r t a l  boys t r ea t ed  wi th  HGH 2 I U  3x/wk 
f o r  GH de f i c i ency  were s tud ied  before  and a f t e r  6 mo Ox Rx. Both 

Amax LH and FSH and basa l  LH were s i g n i f i c a n t l y  lower dur ing 
Rx. Non-aromatizable anabol ic  s t e r o i d s  r eve r s ib ly  suppress  GnRH 
responsiveness  i n  both p repube r t a l  and pube r t a l  boys and basa l  LH 
in  prepuber ta l  boys. Short term androgen Rx f a c i l i t a t e s  physical  
and psychological maturat ion i n  s e l ec t ed  boys wi th  CD. 

EPIDEMIOLOGY 
EFFECT OF ANEMIA ON BLOOD AND TISSUE LEAD OF 'l RATS. Carol  R. Angle and Mat i lda  S .  M c h t i r e ,  Univ.  
of Neb.  Co l l .  of M e d . ,  Dept .  of P e d . ,  Omaha.  

D e s p i t e  t h e  epidemiologic  c o e x i s t e n c e  of anemia  and  plumbism,  
t h e  contr ibut ion of p reex i s t i ng  anemia  to t h e  r i sk  for l e a d  po i son -  
i ng  i s  incomplete ly  de f ined .  Rats w e r e  g iven  oral l e a d ,  54 mg/ 
kg /day  x 7 .  One  group 3f 1 6  w a s  made anemic  (A) b y  b l eed ing  off 
25% of t h e  blood volume on  d a y s  1 . 3 .  and 5: sham phlebotomy 
w a s  d o n e  on  t h e  s a m e  d a y s  i n  12 non-anemic (NA) an ima l s .  Blood 
l ead  (Pb-B) and red cell l e a d  (Pb-Rbc) w e r e  comparable  unt i l  a f t e r  
d a y  5 w h e n  t h e  hematocr i t  (Hct)  of A dropped be low 30%. At s a c r i -  
f i c e  o n  d a y  7 t h e  comparable  v a l u e s ,  mean + SE, w e r e  s ign i f i -  
c a n t l v  di f ferent  (* . o 4 . 0 1 )  i n  t h e  anemic  (A) r a t s .  . , . . 

H f i  ~b -B & C  Pb-Rbc p g  /dl 
A 2 5 . 9  + 0.6* fi?+ 10.6* 2 1 1 . 1  2 38.3* 
NA 4 1 . 5 2 0 . 9  3 0 . 8 5  2 . 9  5 9 . 7 2  5 . 5  
as w e r e  t h e  t i s s u e  l e a d s .  ualarn:  - - 

Kidney- Liver  Brarcn 
A 12:1+ 1 .3*  2 . 8  + 0.3* 0 .58  5 .09* 
N A 7 . 3  + 1 . 2  1 . 6  5 0 . 3  0 .37  + . 04  
These  gene ra l i zed  i n c r e a s e s  suvvort  a n  i n c r e a s e d  abso rp t ion  of 
l e a d  1" anemia  c o n s i s t e n t  w i th  t h e  c l in i ca l  ~ r e d i l e c t i o n  t o  l e a d  
tox ic i ty  of ch i ld ren  and  a d u l t s  w i th  low l e v e l s  c ~ f  hemoglobin .  

Experiences With A Mult ip le  Res i s t an t  K lebs i e l l a  372 pneumoniae I n  An I n f a n t  In t ens ive  Care Unit. 
Allan U. Arbeter,  Carol U, hadaJil1, &1en U i d m r  

and S tan ley  d. P l o ~ ,  Univers i ty  of Pennsylvania School o f  
MedfCine, Department of P e d i a t r i c s ,  Chi ldren 's  Hosp i t a l  of 
Phi ladelphia .  

The emergence of mu l t ip l e  r e s i s t a n t  b a c t e r i a  i n t roduces  a 
d i f f i c u l t  e r a  of i n t ens ive  ca re  medicine. Rec ta l  co lon iza t ion  of 
neonates i n  an i n f a n t  i n t e n s i v e  c a r e  u n i t  (IICU) with a mu l t ip l e  
r e s i s t a n t  K l e b s i e l h  pneumoniae (MRKp.), r e s u l t e d  i n  severe  
disease ,  changes i n  rou t ine  a n t i b i o t i c  usage t o  more tox ic  agen t s ,  
and imposed severe  l i m i t a t i o n e  of a v i t a l  community s e r v i c e  un i t .  
Colonization with M p .  ( r e s i s t a n t  t o  ampic i l l i n ,  c a r b e n i c i l l i n ,  
cephalospor ins ,  kanamycin, gentamicin) occurred from 6/75 u n t i l  
7/76. Two epidemic pe r iods  of co lon iza t ion  were noted wi th  up t o  
.I6 neonates  colonized and the  occurrence of c l i n i c a l  d i sease ,  i n -  
c lud ing  eepticemia, p e r i t o n i t i s  and nec ro t i z ing  e n t e r o c o l i t i s .  
Associated wi th  increased MiUCp. i s o l a t i o n  warn t h e  emergence of 
o t h e r  organisms with i d e n t i c a l  mu l t ip l e  r e s i s t ances .  

Risk f a c t o r s  f o r  co lon iza t ion  included 1 )  p r i o r  t rea tment  wi th  
an aminoglycoside 2 )  t h e  proloneed presence i n  t he  I I C U  of a 
colonized i n f a n t  3) co lon iza t ion  of f auce t s  and d ra ins .  

Control  measures included 1 )  r e g u l a r l y  scheduled r e c t a l  swab 
c u l t u r e s  on a gentamicin conta ining McConkey aga r  2) temporary 
ces sa t ion  of d n o g l y c o e i d e  uee, s u b s t i t u t i n g  chlor'amphenicol o r  
polymyxin a 3) cohort ing colonized neonates i n t o  an i s o l a t i o n  u n i t  
4) e l iminat ion of t he  organism from environmental sou rces  and 5 )  
continued monitoring. These measures were a u c c e s e f u l b u t  cos t ly .  
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