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clinical features and several endocrinological problems 
such as hypogonadism, hypothyroidism, Growth hormone 
(GH) and adrenal deficiency have been described. Since 
GH-Therapy (GHT) was approved the physical benefits of 
the treatment have been established in many studies. It is 
now recommended to start treatment as soon as possible. 
The aim of this study is to shed light on possible differences 
in height, carbohydrate and lipid metabolism between chil-
dren with PWS in whom GHT was initiated either during 
or after their first year of life. Patients and Methods: This 
retrospective longitudinal study included 62 children (31 
males) with genetically confirmed PWS in whom fasting 
morning blood samples and auxological parameters were 
obtained before start of therapy and semi-annually there-
after. The early treatment cohort A  consisted of 21 (11 
males) infants who were recruited at 0.3–0.99 yrs (mean 
0.72 yrs) for GHT. The later treatment cohort B entailed 
41 individuals (20 males) in whom GHT was initiated at 
1.02–2.54 yrs (mean 1.42 yr). Results: Auxology: Mean 
length/height-SDSPWS differed significantly throughout the 
entire observation period between the groups: 1 yr: A: 0.37 
(±0.83) vs B: 0.05 (±0.56); 5 yrs: A: 0.81 (±0.67) vs. B: 0.54 
(±0.64); p=0.012). No significant differences were found in 
BMI, lean body mass or percent body fat. Endocrinological 
Parameters: Mean IGF-I SDS in group A did not differ sig-
nificantly from group B and mean IGF-I SDS were mostly 
below 0 SDS (within normal range) in both groups.Lipid 
Metabolism: Low-density lipoprotein (LDL) was statis-
tically significantly lower in Group A  than in Group B 
during the entire course of the study (LDL: 1 yr: A: 79 
(±20) mg/dl vs. B: 90 (±19) mg/dl; 5 yrs: A: 91(±18) mg/dl 
vs. 104 (±26) mg/dl; p=0.024).Carbohydrate Metabolism: 
Significant differences in mean fasting insulin levels and 
HOMA-IR between the two groups were found (fasting in-
sulin p=0.012; HOMA-IR p=0.006). Significant differences 
in HbA1c and blood glucose levels were also determined 
between the two groups (HbA1c: p<0.001; blood glucose: 
p=0.022). Conclusion:Our analysis shows that early GHT 
had a statistically significant favorable effect on height-
SDS, LDL, HOMA-IR and fasting insulin. The two groups 
did not significantly differ in BMI-SDS, body composition 
or IGF-I SDS.
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Background: Cyclic Cushing’s disease is rare and 
treatments have not been established for post-surgical 

recurrent cases. Here, we report a patient with recur-
rent cyclic Cushing’s disease, whose subjective symptoms 
improved by administration of metyrapone and hydrocor-
tisone. Clinical Case: A 45‐year-old woman had exhibited 
face and peripheral edema, hyperphagia, weight gain, hair 
loss and limb numbness since September X-10. In May X-9, 
her ACTH and cortisol levels were high (87.8 pg/mL and 
28.8 µg/dL, respectively), and she was referred to our de-
partment. A  brain MRI revealed a pituitary adenoma of 
7mm in diameter. Because blood ACTH and cortisol levels 
turned normal and typical Cushingoid features were ab-
sent at the admission to our department, cyclic Cushing’s 
disease was suspected. Later in September, because sub-
jective symptoms recurred accompanied with blood cor-
tisol level elevation, she was diagnosed as cyclic Cushing’s 
disease with the examinations including inferior petrosal 
sinus sampling. Transsphenoidal surgery was performed 
in November, and immunohistology confirmed ACTH-
producing pituitary adenoma based on ACTH positivity. 
After the surgery, endocrine test results were normalized 
and subjective symptoms were ameliorated. In March X-3, 
the blood ACTH level increased again; however, no subjec-
tive symptoms were observed. From May X, she had ex-
perienced limb numbness, hyperphagia and weight gain 
again. MRI showed no apparent recurrence, but endocrine 
tests showed the activity of Cushing’s disease. Urinary free 
cortisol (UFC) increased to 300–400  µg/day in a 1-week 
cycle, indicating the recurrence of cyclic Cushing’s disease. 
Metyrapone treatment was initiated, and the patient was 
finally discharged after block and replace therapy with 
metyrapone 2,000  mg/day and hydrocortisone 15  mg/
day. After metyrapone treatment, subjective symptoms 
improved and UFC was normalized. Conclusion: Block 
and replace therapy with metyrapone and hydrocortisone 
may be effective for recurrent cyclic Cushing’s disease, es-
pecially in cases with a very short cycle.
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