vs 2.3 £ 0.5 TU/L; p=0.48), consistent with the absence of
an effect of CS on gonadotroph responsiveness to LHRH.
Conclusion: In men with Cushing Syndrome, hypogon-
adism is associated with inhibition of endogenous GnRH
secretion but preservation of the pituitary response to
GnRH. Hypothalamic suppression of the HPG axis is re-
versible after cure of CS.
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Background: The mechanism of adrenal axis deterio-
ration in PROP1 mutation remains uncertain and chal-
lenging. Aim: The aim of the project was to investigate
the adrenal axis function in patients with combined pitu-
itary function deficiency and PROP1 mutation. Methods:
We performed the corticotrophin (CRH) stimulation test
in 15 patients ((8W/7M) with confirmed CPHD due to
the PROP1 mutation. 9/15 were familial cases from four
families. Time of observation (ToO) was calculated since the
first pituitary axis/ACTH insufficiency has occurred. The
results were reported in the group with confirmed Adrenal
Insufficiency (Al) and without Al defined as cortisol >18 ug/
dl at any point during CRH test. ACTH 1is reported in pg/
ml and cortisol in ug/dl, time of test is given in minutes
(0%, 15°,30°,45',60°,120"). Results: The mean age of the
group was 40,6 £ 12,1 years with mean 34,7 £ 10,3 years
of CPHD observation (range 18 — 54 years). The In 5/15
the cortisol response met the criteria excluding AI. Among
siblings there were patients both with/without Al. Both
subgroups had similar ToO (without AI 35,6 = 10,0 years
vs 34,2 £ 10,3 years with Al). Mean time of Al duration
was 15,0 £ 9,3 years. In the group of 5 patients without Al
the mean morning cortisol was 12,48 + 4,31 and ACTH was
31,26 £ 5,43. The mean maximal concentration of cortisol
and ACTH were 24,94 + 3,6 and 123,6 + 39,9 respectively;
Mean increase of cortisol was 12,46 4,04 and 92,34+34,48
for ACTH. In 10 patients with Al the mean morning cortisol
was 3,33%1,39 and ACTH 22,71£6,75. The mean maximal
concentration of cortisol and ACTH were 10,15%4,47 and
97,05 £ 59,15 respectively; Mean increase of cortisol was
6,83 * 3,41 and 74,35 £ 53,72 for ACTH. For two patients
high ACTH increase from 36,7 to 260 and from 28,65 to
112,0 was observed. Analysis of cortisol and ACTH re-
sponse in both groups revealed that in group without Al

doi: 10.1210/jendso/bvab048 | Journal of the Endocrine Society | A635

the time of peak of ACTH was observed in 15’ (2/5) and 30’
(3/5) vs. in 15’(3/10), 30’(6/10) and 45’ in group with Al. The
peak cortisol was observed in 30’, 45’ and 60’ (3/5) in group
without Al vs 60°(6/10) or 120’ (4/10) in Al group. The mean
maximal increase of ACTH was by 4,09+1,46 and 4,12+1,58
in AT group vs no Al group respectively. Conclusions: In
patients with PROP1 mutation the adrenal axis can dete-
riorate long after other axis insufficiencies, however there
are patients with no adrenal insufficiency even during life-
long observation. There is no specific order of deteriora-
tion even among affected siblings. In the vast majority of
patients independently of cortisol increase there is ACTH
response after CRH. Further studies on the pituitary func-
tion deterioration in patients with PROP1 mutation should
be carried out to understand better the underlying mech-
anism and to set up the diagnostic timing and procedures.
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Introduction: Water deprivation testing (H20-dep) is
usually required to distinguish between diabetes insip-
idus (DI) and primary polydipsia (PP) in children with
polydipsia-polyuria syndrome (PP-S). The H20-dep is
challenging for children and their families. The prolonged
fasting may provoke hypoglycemia and dehydration, par-
ticularly in younger children. Serum concentrations of
copeptin (COP) (a surrogate marker of AVP, which is easier
to measure by a robust assay), are known to increase in
adults and children undergoing IV arginine (ARG) stimu-
lation testing (ASTT).

Objective: To test the hypothesis that COP levels during
ASTT would differentiate between DI and PP.

Methods: Serum COP responses to ARG were measured
in 13 healthy short children being tested for GH deficiency
(controls); and in 4 patients with PP-S. Arginine-HCI
(500 mg/Kg) was infused IV from 0 to 30 min, with blood
sampling at 0, 15, 30, 45, 60 min; seven of 13 controls also
received clonidine PO (150 mcg/m2) at 0 min. COP was
measured with a 2-site immunometric assay (BRAHMS
Platform, Quest Diagnostics).

Results: A-Controls. As the COP values at each time
point were similar in the ARG and ARG-Clonidine controls,
the data from both groups were combined. COP peaked at
45-60 min post ARG in the 13 controls. COP (Mean+SD;
pMol/l)) increased from 9.7+4.3, (range 3-17) to a peak
of 12.4+5.0 (range 6-21) at 60 min; A% increase 47+50 %
(range 0-133). The peak COP values on ASTT showed no
correlation with subjects’ age or peak GH response.
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