
L. Petersen*, K. Kock*, 0 .  Brock Jacobsen. 
Departments o f  Gynecology, Histopathology and Paed~a- 

149 t r l c s ,  Odense U n i v e r s ~ t y  Hosp~ ta l ,  Odense, Denmark. 

GERM CELL NEOPLASMS IN TWO PATIENTS WITH 46,XY KARYO- 
TYPE AND INTERSEXUAL CONDITION. 

The r ~ s k  o f  mal~qnancy I n  dysgenetlc gonads of pa t l en t s  with a Y 
chromosomal component seems t o  he s l gn i f l can t .  The age a t  onset 
o f  mallqnancy 1s unknown. Two cases w l t h  germ c e l l  neoplasms are 
presented, both w l t h  normal S-alpha-fetoproteln leve ls .  
Case I: A 46,XY t r ue  hermaphrod~te w ~ t h  amb~guous ex terna l  qenl- - 
trl l l a ,  p e r s ~ s t e n t  M u l l e r ~ a n  s t ruc tures ,  a c r y p t o r c ~ d e  t e s t l s  on 
the l e f t  and an ovary on the r l g h t  s ~ d e .  At the age o f  l o  years a 
laparotomy was performed. The plasma l eve l s  o f  testosterone was 
5.4 nmol/l, d lhydrotestosterone 1.0 nmol/l, oes t rad lo l<4o  pmol/ l  
LH l o  U/l, and FSH 28 U/1. The h l l a t e r a l  gonadectomy revealed go- 
nndoblaotoma and dysgerm~noma I n  the ovary, and an e p ~ t h e l ~ a l  a- 
t yp l a  I n  the t e s t ~ s .  
Case 11: A 46,XY m~xed  gonadal dysgenesis w ~ t h  hypospadla and a 
lab lo-scro ta1 fold, p e r s ~ s t e n t  M u l l e r ~ a n  structures, and a t e s t l -  
cu l n r  qonad on one s ~ d e  and no gonadal t l ssue on the other. A t  
the aqe o f  13 years plasma l e v e l  o f  TSH was 4 U/1, LH 33 U/1, oe- 
s t rad1o l<4o pmol/l, testosterone f a ~ l e d ,  hu t  Lhe ur lnary  excre- 
t l o n  o f  17-KS was low f o r  age (0.60 mg/24 h).  At the subsequent 
gonadcctomy a teratocarclnoma was revealed I n  the t e s t ~ s .  
Conclus~on: Germ c e l l  neoplasms appear before t h r  age of l o  years 
I n  46,XY qonadal dysqenes~s re l n fo r c l ng  the importance o f  an ear- 
l y  gonadectomy. 
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GONADAL HISTOLOGY I N  I Y C N T Y  SUBJECTS Y l l l l  HALE PSEUDO - 
HERI IAFROOIT IS I I .  

Gonadal histology was investigated by means of convcntianal .icroscopy in I1 
Conplete Adrogen Insensitivity Syndrome (CAIS), in 5 Incomplete Adrogen 
Insensitivity Syndrome (IAIS) and in 4 5dreductasc deficiency (51R:O) cases. 
leslicular tissue was removed as a prophylactic measure in a l l  patients. 

Age range uas 1.8 - 18.6 yrs; 12 w e r e  prcpubertalr and 8 pubertals. 
In the C A I S  group 1 patient (18.6 yrr, pubertal) showed a "carcinoma in situ" 
pattern of the germ cells. 3 (1.8 Y r s ;  9.8 yrs. prepubertal; 14.8 yrs. pubertal) 
had severe dysplasia, 5 patients shoued a mild o r  moderate dysplasia and 2 had a 

normal pdttern. In the l A l S  group. 2 (5.8 yrr; 11.25 yrs, prepubertal) shoued a 

"carcinoma i n  situ" pattern, I (10.5 yrs, prepuburtal) had a s e v e r e  dysplasia. 2 

shoued mild dysplasia. In 5"  R-0 we found 1 patient (13 yrs. pubertal stage) 
uith severe. 2 uith mild and I with no displasia. 
I t  should be noted that: I )  Pseudoheraaphroditisw uith different pathogenesis 
a l l  show frequent histological alterations. The reason Far these abnormalities 
has yet to be fully examined. Houever .  the abnormal position of the testes is 
the factor common to these disorders. 2) No correlation uar found bctucen the 
age at gonadectomy and the gravity of rcllular abnormality. 
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DIAGNOSIS OF 21-HYDROXYLASE DEFICIENCY (21-HD) BY 
DETERMINATION OF SALIVARY STEROIDS. 

I n  10 na t i ve  21-HD pa t i en t s ,  5 newborns and 5 o lder  pa t ien ts  
(aged 1-10 y r ) .  sa l i va r y  17-Of1 progesterone (17-OHP) and andro- 
stenedione (A-dione) concentrat ions were measured, along w i t h  
plasma concentrat ions. Prepubertal  upper reference l i m i t s  were 
f o r  17-OHP14 yr :  16 n g l d l .  4-10 y r :  7 n g l d l  and f o r  A-dione a l l  
ages , t l 0  y r :  7 ng ld l .  I n  the 21 HD-patients sa l i va r y  17-OHP 
values var ied  from 56 t o  1782 n g l d l  and A-dione values from 4 t o  
720 ng ld l .  
Newborns had considerable higher l eve l s  than o lder  pa t ien ts .  
Cor re la t ion  c o e f f i c i e n t s  f o r  sa l i va r y  versus plasma concentra- 
t i ons  were 0.957 (17-OHP) and 0.863 (A-dione). Newborns d i d  not  
show a d i u rna l  va r i a t i on ,  wh i le  i n  the  o lder  pa t i en t s  1800 h. 
values averaged 23% (17-OHP) and 39% (A-dione) of  the 0900 h. 
values, co r re l a t i on  coe f f i c i en t s  fo r  sa l i va  versus plasma con- 
cent ra t ions  being 0.689 (17-OHP) and 0.990 (A-aione). A f t e r  
dexamethasone suppression sa l i va r y  concentrat ions pa ra l l e l ed  
plasma values ( r  = 0.916 f o r  17-OIIP and r : 0.858 f o r  A-dione). 
The mean sa l i va r y  concentrat ions decreased t o  9.2% (17-OHP) and 
14.0% (A-dione) o f  the i z i t i s l  values, i n  most pa t ien ts  reaching 
the  normal range. 
I t  i s  concluded t h a t  sa l i va r y  s t e ro i d  determinat ion i s  a s u i t -  
able and r e l i a b l e  index fo r  the  diagnosis o f  21-hydroxylase 
def ic iency. 
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DIURNAL SALIVARY STCROID I'ATTERNS AS AN INOEX OF ADE- 
QUACY OF TREATMENT IN 21-HYDROXYLASC OEFICIENCY(Z1-I10 

10 prepubertal  pa t i en t s  t rea ted f o r  21-110 co l l ec ted  sa l i va  sam- 
p l es  3 t imes o day f o r  determinat ion o f  17-011 progesterone 
(17-0111'1 and Androstenedione (A-dionel a t  a t o t a l  o f  43 occa- 
sions. Adequacy o f  therapy a t  the moment o f  sampling was desig- 
nated as undertreated LI:n=13), adequately ' t reated [ I I :n=151. o r  
probably overtreated ~ I I I : n = l 5 1  according t o  the growth velo- 
c i t y .  The upper reference l i m i t  f o r  both sa l i va r y  17-OIiP and 
A-dione was 7 ng/dl .  D iurna l  va r i a t i on  was def ined as the highest 
value d iv ided by the lowest one on the same day. 
Results ore  presented as mediinvalues (ng /d l l .  : 

Morning Afternoon Evening i u r n a l  Var. 
I 17 OMP-A-dione 180 - 18 105 - 13 33 - G 3.5 - 1.6 
I 1  17 OHP-A-dione 18 - 2.6 G - 2.8 1.3- 1 . F  14.0 - 3.0 
I 1 1  17 OtiP-A-dione 1- 8 - 0.3 1 1 ~  0.6 - 0.4 0.5- 0.4 6.4 - 3.0 

During undertreatment both s tero ids  were elevated dur ing rtiost o f  
the day. Adequate troatmerlt coincided w i t h  h igh  no rm1  A-dione 
values, bu t  elevated 17-01iP leve ls ,  on ly  dur ing  a p a r t  o f  the day 
r e s u l t i n g  i n  a pronounced d i u rna l  va r i a t i on .  Very low A-dione 
values and only moderately elevated 17-OHP values w i t h  much l ess  
d i u rna l  va r i a t i on  pointed t o  overtreatment. I t  i s  concluded t ha t  
d i u rna l  sa l i va r y  s t e ro i d  pat te rns  are a r e l i a b l e  index o f  ade- 
crtacv o f  treatment i n  21-HO. even f o r  de tec t ion  o f  overtreatment. 
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PLASMA AND SALIVA STEROID RESPONSE TO ACTH AND HLA 
HAPLOTYPES IN CONGENITAL ADRENAL HYPERPLASIA (CAH ). 

HLA haplotypes and biochemical phenotypes were determined i n  the  
f am i l i e s  o f  14 pat ien ts  w i t h  CAH ( t o t a l  49 subjects) t o  ascer ta in  
t he  genotype (normal, N; heterozygote, HZ; homozygote, HH). HLA-A, 
B,C and OR frequencies i n  these and 4 more p r o p o s i t i  showed t he  
expected increased frequence o f  Bw47 (cont ro l  0.5%. n=600; CAH 
22.2%; p 4 0.01) and an unexpected increase i n  Bw22 (cont ro ls  6.3% 
CAH 27.8%; p 4 0.05). A decreased frequency o f  B8 and DR3 i n  CAH 
was not s i gn i f i can t .  Plasma/saliva l eve l s  o f  l7OH-progesterone 
(17P), androstenedione (A) and c o r t i s o l  (F )  determined before and 
60 min. a f t e r  I.M. Synacthen were used f o r  biochemical 
phenotyping. I n  d i sc r im ina t i ng  HH subjects, only 17P values were 
useful .  Sa l iva  17P, a pu ta t i ve  index o f  f r ee  s tero id ,  was no 
more d iscr iminator  than plasma 17P values (HH: pre  2100 f 170 Y pmol/l, post 6600 - 7400; HX: p re  < l o o ,  post 610 '- 870; N: p r e 4  
100, post 220 40 (mean '- SD) ). Basal sa l i va  17P a t  0900 h r  
was z 200 pmol/l i n  80% o f  HH but none o f  HZ and N subjects. 
Sa l iva  17P and i t s  response t o  ACTH i s  a usefu l  t e s t  t o  screen for 
and conf i rm the  diagnosis o f  homozygous CAH, but  t he  t e s t  i s  only 
complimentary t o  HLA t yp i ng  f o r  heterozygote detection. 
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154 %%Y (S) AND PWSHA IRP) PEARHACOKINETICS 
(PK) OF PREDNISOLORE (Pol) IN CHILDRZN TRUTED WITH 
PREDNISONE (Pon) 

I n  order t o  improve previous resu l t s  obtained w i t h  s tud ies  of 
PK o f  Po l  i n  plasma. we set-up a new d i r ec t ,  sens i t i ve  P o l  assay 

t o  compare PK o f  Po l  ( the  ac t i ve  metabol i te of  Pon) i n  S and P. 
This RIA uses a C o r t i s o l  (C) an t isera  (crossreact ions are  46% 
and 3% w i t h  Po l  and Pon. respect ive ly ) ,  C as standard and I Z ~ C  

as t racer .  P a r a l l e l  displacements o f  the curves are obta ined 
w i t h  both  C and Pol. I n t r a  and interassay dispersions a re  2.5 
and 4.6%, respect ive ly .  Each assay uses e i t he r  50 (S) o r  25 ~1 
(PI i n  dup l ica te  and the  s e n s i t i v i t y  threshold i s  8 nglml. Ten 
ch i l d ren  were studied. A l l  o f  them were prev ious ly  t r ea ted  with 
Pon ( 1  t o  2 mglkgld) and t h e i r  0800h C l eve l s  were (50 (P) o r  (8 
( S )  nglml. Ten P and S samples were co l lec ted s imu l t aneous l~  
before and over 12 hours per iods fo l lowing a unique dose o f  o r a l  
Pon (Imglkg) . Pol  peaks occured a t  s im i l a r  times i n  Sa l iva  (77 * 
12 mn) and i n  Plasma (63 f 12 mu). S peak values (118 f 2 
nglml)  were 21 f 4% (range 3.5 t o  44) o f  those o f  P peak l e v e l s  
(559 f 36 nglml) .  B a l f  l i f e s  o f  Po l  were shorter (88 f 13 mn) 
and slopes o f  disappearance (A)  (-9.8 x 10-3) steeper i n  S than 
i n  P (143 f 13'. p(.001 and -5.2 x 10-3, pC.02, r espec t i ve l y ) .  
Cor re la t ion  between S and P )\was s i g n i f i c a n t  (r=.80, pC.01). 
I n  conclusion, S samplings provide a non invasive, accura t  
method f o r  fu r ther  s tud ies  of PK o f  Pol. I n  add i t i on  t h e  
studiec r e f l e c t  the PK of unbound f r a c t i o n  o f  c i r c u l a t i n a  Pol.  
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