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1) Purpose of the visit
As a young member of the research group directed by Prof. Massimo Mannelli at the University of Florence, I have been involved in several collaborative ENS@T studies, among which EURINE-ACT. EURINE-ACT is an international prospective study proposed and coordinated by Prof. Wiebke Arlt. The study examines the diagnostic and prognostic value of urine steroidobolomics in patients with adrenocortical tumours. In preceding cross-sectional studies it was determined that urine steroidobolomics can differentiate between benign and malignant adrenocortical tumors. Patients with an adrenocortical carcinoma can participate in the EURINE-ACT ACC follow-up arm that offers urine steroidobolomics every 3 months following apparent R0 of the primary tumour. This arm aims to assess the sensitivity of the approach for detection of recurrence in comparison to imaging and will also analyse steroid changes induced by mitotane. According to the study protocol, I am collaborating in recruiting patients with any adrenal mass >1cm, collecting urine and plasma samples and entering the patients clinical information into the ENS@T database. The aims of my visit in Birmingham are: attend  the local Adrenal Clinic, attend adrenal multidisciplinary team meetings, take part to clinical cases and Lab meeting, acquire more information on the steroid profiling and data analysis. Revise and discuss with my English colleagues the results so far obtained in our and in the global series. 
2) Description of the work carried out during the visit
During my stay in Birmingham I had the opportunity to stay at the QEH (Queen Elizabeth Hospital) and at the University, too.

I participated to Endocrinology Clinic:

Monday morning 
Thyroid Clinic (Dr.Kristien Boecaert)

-
Evaluation of a new neck mass (thyroid?);

-
replacement therapy in primary hypothyroidism;

-
Graves' disease;

-
first diagnosis of hyperthyroidism;

-
Graves' disease complicated by orbitopathy;

-
thyrotoxicosis without anti tsh receptor antibodies (Plummer's adenoma?);

-
postsurgical hypothyroidism.

Tuesday morning 
General Endocrine Clinic (Dr. Rachel Crowly)

-
Macroprolactinoma;

-
hirsutism in therapy with finasteride and EP with poor results. Addition of spironolactone;

-
hirsutism. First line therapy with Vaniqua in patient that can’t use EP and spironolactone due to headache;

-
hyponatremia due to IPP therapy.

Tuesday morning 
Adrenal Clinic (Prof. Wiebke Arlt) 

-
Bilateral adrenal hyperplasia. Request hormonal evaluation;

-
right adrenal incidentaloma (4x2 cm) in a patient treated with Clopidogrel: the TC showed an hemorrhagic lesion. The adrenal function is normal. 

-
Right adrenal incidentaloma in a patient with high blood pressure and twice pulmonary embolism. The adrenal function is normal. Request control TC.

-
Patient with PGA type II: Addison (in therapy with DHEA, Florinef and Prednisolone), vitiligo, type 1 diabetes mellitus and autoimmune hypothyroidism. The dose of Prednisolone is too high and in fact she has some Cushing’s signs.

-
Patient with PGA type II: Addison (in therapy with DHEA, Florinef and hydrocortisone), Graves' disease (now she has a postsurgical hypothyroidism) and POF. 

-
Left adrenal mass (6 cm) secreting cortisol and androgens; the lesion is suspected to ACC. She started therapy with metyrapone awaiting surgery.

-
Right ACC (20 cm, Ki67 < 1%). She went to surgery on June 2010. She took therapy with Mitotane from 2010 to 2012. She developed lung metastases in 2013 and 2014 and she took Mitotane again. 

-
Delirium in a patient with ACTH-dependent Cushing being defined. Clinical presentation: weight loss, ecchymosis on arms. Hypothesis: mental confusion due to high levels of cortisol, infection (skin?) in patients with hypercortisolism, increased in size of the pituitary lesion. 

Wednesday morning 
Pituitary Clinic (Dr. K. Lang)

-
Panhypopituitarism due to surgery for craniopharyngioma. On therapy with EP, levothyroxine, hydrocortisone;

-
replacement therapy in patient with hypopituitarism after surgery for pituitary adenoma;

-
hyperprolactinemia treated with DA-agonists;

-
post surgery Addison. The patient went to surgery for an ACTH-secreting pituitary adenoma, then radiotherapy and finally bilateral adrenalectomy;

-
secondary hypothyroidism due to surgery for macroadenoma. She had low IGF-1 level so the Doctor given a test (AGHDA) to evaluated her quality life; 

-
central diabetes insipidus treated with Desmopressin;

-
panhypopituitarism due to surgery for an ACTH-secreting pituitary adenoma;

-
patient went to surgery for a GH-secreting pituitary. After surgery he had clinical signs of acromegaly, again. He started therapy with cabergoline 0.5 mg three times a week.

Thursday morning 
Bone Clinic (Dr. K. Lang)

-
Patient with osteoporosis complicated by vertebral fractures treated with Denosumab; 

-
primary hyperparathyroidism, no renal colic neither osteoporosis;

-
hypoparathyroidism after surgery for multinodular goiter;

-
secondary hyperparathyroidism due to deficit of vitamin D;

-
osteogenesis imperfecta type 1 with multiple fractures. The Doctor performed a MOC DEXA to decide if she needs the therapy with bisphosphonates. He asked a genetic counseling for her. 

-
Hypoparathyroidism after surgery for Graves' disease;

-
increased levels of PTH in a patient with HCV-related liver disease and type 2 diabetes mellitus; 

-
primary hyperparathyroidism in a patient with history of renal colic. 

I took part to Clinical case discussion meeting:

Tuesday 3-4 p.m. 

Clinical Endocrine meeting

During the meeting (2nd  September) Dr. Rachel Crowley spoke to us about fibrous dysplasia and Mc Cune Albright Syndrome.

We discussed about a case of SIAD probably due to a tumor in an asymptomatic patient with low level of sodium (129 mEq/L). Normalized with water restriction. 

During the meeting Dr. Rachel Crowley (9th September) with Angeline Simons illustrated to us the experience of QEH with Teriparatide; they observed an increase of spine T-score but not in the hip T-score. No changes in calcium levels were observed. 

Dr. Crowley and Anya Sheawy told about the use of Denosumab, too. In 8 patients on 97 the therapy moved down the calcium level. They didn’t observe an increase of infections in patients with this kind of therapy. 

Tuesday 4-5 p.m.

Adrenal meeting

At the adrenal meeting took part pathologists, radiologists, endocrinologists, the surgeon and the specialized adrenal nurse. They discussed some cases and made decisions about. 

Wednesday  8:30-9:30 a.m. 
Pituitary meeting

I partecipated to Prof. Wiebke Arlt’s group lab meeting (every Monday from 2 to 3 p.m.):

-
Adipose microanalysis in patients with PCOS (Dr. Mick O’Reilly);

-
Endocrine sulfation pathways in health and disease (Dr. Jonathan Mueller).

In the adrenal laboratory I was with Dr. Vasileios Chortis. I saw a primary cell culture from a patient with Cushing syndrome due to bilateral adrenal hyperplasia and viral transfection of H295R cells.

During the second week in Birmingham I had the opportunity to see the Research Clinic. This facility is equipped to accommodate patients for a day or more, and the clinic staff is dedicated exclusively to research. In particular, Dr. Konstantinos  Manolopoulos showed me his project; he is conducting a study in order to evaluate the different distribution of adipose tissue in patients with Cushing. 

Dr. Irina Bancos showed me the EURINE ACT registry. She explained to me how the samples sent to Birmingham are cataloged before being analyzed. Through the registry is possible to have an overview of all the samples from each center.


   
3) Description of the main results obtained


4) Future collaboration with host institution (if applicable)


5) Projected publications / articles resulting or to result from the grant (ESF must be acknowledged in publications resulting from the grantee’s work in relation with the grant)

6) Other comments (if any)
For me this experience was very important, personally and professionally; I had the opportunity to meet great people and see a top level research. 
