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patients with mUFC <ULN at month 7 in patients who did not uptitrate at month
4; changes in UFC, plasma ACTH, and serum cortisol; changes in quality of life,
and signs and symptoms of Cushing’s disease; tolerability and safety.
Conclusions

This phase IIl1 study will provide the basis for the evaluation of long-acting
pasireotide as a medical therapy for patients with mild-to-moderate Cushing’s
disease.
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Anti-inflammatory effect of a high dose of corticosteroids is associated
with some paradoxical pro-inflammatory effects

2. Dandona, H. Ghanim, S. Abuaysheh, S. Dhindsa, K. Green & K. Frachetti
~tate University of NY at Buffalo, Buffalo, NY, USA.

2 have previously demonstrated that a low dose of hydrocortisone (100 mg)
_~en intravenously suppresses intranuclear NFkB and AP-1 binding and the
~pression of pro-inflammatory genes like MMPs. We have now investigated the
“2ct of a high dose of hydrocortisone (300 mg= 60 mg prednisolone) on NFxB
-Jing and the expression of TLRs, the mediators of TLR signal transduction,
. D88 and TRIF and HMG-B1. Ten normal subjects were injected intravenously
2 300 mg of hydrocortisone or saline in 2 separate visits one week apart in a
_~Jomized crossover study. Blood samples were obtained at 0,2,4,8 and 24 h
zr the injection. Mononuclear cells (MNC) were prepared by standard
.“niques and were tested for NFxB binding and the expression of TLRs,
D88. TRIF, chemokines and chemokine receptors and HMG-BI. Plasma
centrations of glucose, FFAs, NO metabolites, chemokines and HMG-B1
.-= also measured. Following the injection of this dose, there was a significant
-r2ase in glucose concentration from 924 to 116 4 6 mg/dl, a marked increase
=F A concentrations from 0.38 +0.1 to 0.804 £ 0.15 mM. While NF«B binding
o the mRNA expression of MyD88, TRIF, chemokines and chemokine
=otors was suppressed significantly in MNC, the mRNA expression of TLR 2,
19 and HMG-B1 was increased (by 103 £24%, 107 £19%, 56 + 13% above
~aseline, respectively) in the MNC as was the concentration of HMGB1 (by
T = 12%) and MMP-9 (125 +22%}) in plasma. Thus, while this high dose of HC
~~ a powerful anti-inflammatory effect as shown above, it also exerts certain
-_uxical pro-inflammatory effects. Since both glucose and FFAs have been
7 1o be pro-inflammatory, it is possible that they contribute to these effects.
-z paradoxical pro-inflammatory effects may account for the inability of these
.~ 1o show benefit in clinical trials of septicemia and other severe pro-
“matory states.
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sy
-2z and chronic effects of low dose prednisolone on carbohydrate
=2olism in subjects with inﬂammatorg rheumatolog}ic disease
;"\0111521'2, B. Mangelsdorfz, A. Jenkins”, J. Greenfield”, C. Thompson1
Art”
oo~ University, Adelaide, SA, Australia; 2Repatriation General
.. Adelaide, SA, Australia; *Garvan Institute of Medical Research,
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«2 glucocorticoids reduce hepatic and peripheral insulin sensitivity and
retion. However, the metabolic consequences of typical therapeutic
:coid doses (e.g. prednisolone < 10 mg/day) are poorly characterised.
was to determine the acute effect of low dose prednisolone on
2-ate metabolism and then assess whether subjects taking chronic

ne had increased adiposity that amplified carbohydrate metabolism

1

ns.
“rols (4 female, age 58411 years, BMI 27.5+5.8 kg/m”) with
_ory rheumatologic disease who were not taking oral glucocorticoids
~.2d before and after prednisolone 6 mg/day for 7 days. Baseline data

were compared with 12 matched subjects (6 female. age 61 +8 years, BMI 27.4
+33 kg/mz) taking long-term prednisolone (6.3 + 2.2 mg/day). Peripheral insulin
sensitivity was assessed by hyperinsulinaemic—euglycaemic clamp (80 mU/m? per
min for 120 min) and insulin secretion by 60 min intravenous glucose tolerance
test (IVGTT, 25mg/kg glucose). Total and visceral adiposity were quantified by
DXA and abdominal CT. Quantification of hepatic glucose output (using 6,6-*H,
glucose) and insulin concentrations are underway (data to follow).

Glucose infusion rate during hyperinsulinaemic—euglycaemic clamp fell from
79.6+5.9 to 68.9+5.2 umol/min per kg FFM (P=0.02) after 7 days of
prednisolone. Glucose AUC during IVGTT acutely increased after prednisolone
(504 £ 14 to 579419 mmol/L*min, P=0.01). There were no significant
differences in total (27.8 +£2.8 vs 26.5+3.8 kg, P=0.78) or visceral (97t 11 vs
108427 em?, P= 1.00) fat mass between chronic prednisolone users and controls.
Glucose infusion rate during hyperinsulinaemic—euglycaemic clamp (68.7 +6.6
vs 68.9£5.2 pmol/min per kg FFM, P=0.78) and glucose AUC during IVGTT
(564 £ 18 vs 579+ 19 mmol/I*min, P=0.67) were not significantly different in
subjects taking chronic prednisolone and following acute prednisolone adminis-
tration.

In conclusion, low dose prednisolone acutely reduces peripheral insulin sensitivity
and may reduce insulin secretion. Perturbations of carbohydrate metabolism
during chronic prednisolone therapy match those found acutely. These findings
provide insight into targeting treatment of glucocorticoid-induced diabetes at the
underlying metabolic abnormality.
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The influence of aromatizable and non-aromatizable steroids on
anthropometric parameters

H. PospiSilovd, M. Duskova, M. Hill, M. Meloun, B. Bendlovd, M. Vankova
& L. Starka

Institute of Endocrinology, Prague 1, Czech Republic.

Objective

It is known sex steroids affect fat distribution with men and women. With men
there is a tendency to deposit fat abdominally. Men are more likely to have more
visceral fat than premenopausal women, with whom the preferential fat
distribution is gluteofemoral and the percentage of body fat overall higher.
Androgens may affect fat tissue with men either directly by androgen receptor
stimulation, or indirectly by oestrogen receptor stimulation after aromatization.
Interesting relationships between the parameters of metabolic syndrome and non-
aromatizable metabolites of testosterone have been discussed in literature.

Aim of the study

The analysis of the relation between anthropometric parameters, lipid spectrum,
glycemia, insulin resistance and the level of testosterone and dihydrotestosterone.
Methods

We examined a set of 195 men and determined their testosterone, dihydrotes-
tosterone, SHGB, lipid spectrum, glucose metabolism parameters and the oral
glucose tolerance test; also measured were their anthropometric parameters
(weight, height, waist, hips, waist to hip ratio, {4 skin folds) and body
composition was calculated.

Results

Comparing the hormone levels and anthropometric parameters, we found a
negative correlation between weight, skin folds, waist, hips. waist to hip ratio,
BML, total cholesterol, LDL cholesterol and insulin resistance on one side and the
level of both testosterone (T) and dihydrotestosterone (DHT5¢a) and SHBG on the
other side. We found a positive correlation between HDL cholesterol and muscle
mass on one side and the T, DHT levels and SHBG on the other side.
Conclusions

We found a negative relation between anthropometric parameters and both
testosterone and dihydrotestosterone. We did not find any difference between
aromatizable and non-aromatizable steroids with healthy, normosthenic men.
Acknowledgement

Supported by IGA MZCR 12340-5 grant, IGA MZCR 11277-3, GAUK 367511
and by project “Advanced education of own staff in clinical and molecular
endocrinology” (CZ.2.17/1.1.00/32386). hpospisilova@endo.cz

Declaration of interest

The authors declare that there is no conflict of interest that could be perceived as
prejudicing the impartiality of the research project.

Funding

This work was supported, however funding details unavailable.

Endocrine Abstracts (2012) Vol 29


mailto:hpospisilova@cndo.cz
http:O.804�O.15

