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REPORT OF CASES

CASE 1.  A 30-year-old female complained of galactorrhea for 4 weeks. Reviewing past history, she has been taking dogmatyl 50mg and some other medicine for MDP at a local clinic.  Serum PRL is 230ng/ml;

CASE 2.  A 30 year-old female visited our OPD with the chief problem of galactorrhea , hyperprolactinemia (PRL>200ng/ml for several times)  and a microadenoma sized 3mm in right anterior pituitary was told at a Gyn Clin. Parlodel 1# qd – bid was taken intermittently for 3 months but serum PRL did not return to normal . Past history revealed the patient had been taking dogmatyl 50mg qid and priperam qid alternatively for at least 7 month. After withdrawal of medicine, PRL dropped down to 10.0 ng/ml 4 weeks later and symptoms disappear.

CASE 3.  A 61-year-old lawyer was a patient with acromegaly. CT scan revealed a tumor sized 2cm in sella turcica. Serum GH was 12 ng/ml and prolactin level was 20.0 ng/ml.

CASE 4.  A 28-year-old female with the chief problem of galactorrhea and infertility was told hyperprolactinemia by a gynecologist. The hyperprolactinemia seemed to be reluctant to bromocriptine therapy (Serum PRL ranging from 32.9 to 173ng/ml). Poor compliance due to intolerance to bromocriptine might partly contribute to the failure. She underwent a thyroidectomy in 1991. Thyroid function test in Apr 1999 revealed T4 5.5ug/dl; T3 107ng/dl, TSH 7.85 uU/ml. She was treated with thyroxine 50ug qd and pergolide smoothly. Thyroid function and PRL was normalized soon. She became pregnant in Oct 1999. 

HYPERPROLACTINEMIA

To survey the clinical condition of hyperprolactinemia in NCKUH, the specimen sampled for serum PRL test over a 3-month period were analyzed. 126 of 326 collected samples revealed hyperprolactinemia. 99 of 126 patients’ charts were retrospectively reviewed.

Of 99 patients, only 38 patients (38%) were asked their past history of medications, which were recorded on the chart. 5 had been treated with sulpiride, 2 with metoclopamide, ,1 with cimetidine, 3 with unknown anti-emetic, and 1 with imipramine, 2 with halodopridol. There were no significant differences in the distribution between urban and rural area.

The samples were from the department of Internal medicine (18 patients), Gynecology (52 patients), Neurology (18 patients), pediatrics (2 patient), psychiatry (3 patients ) , Surgery (5 patients), and Family Medicine (1 patient).

Chief clinical complaints included amenorrhea (34 patients), galactorrhea (21 patients), and infertility (19patients), and headache (10patients).  

Totally, 43 patients had imaging studies for pituitary gland. Excluding 3 patients with known pituitary diseases (2 acromegaly, 1 non-functional tumor), 13 of 43 had tumor on imaging studies (CT scan and/or MRI).  The mean age of the 13 patients with pituitary tumor was not different from that of the other 27 patients without tumor on imaging (36.9 ( 4.0 vs. 37.8 ( 2.9years). However, the serum PRL levels of the patients with pituitary tumor on imaging studies seemed higher than those without tumor (150 ( 28.6 vs. 67.5 ( 19.9, p=0.05).  

A Mini-review of Hyperprolactinemia

Causes of Hyperprolactinemia 

Physiologic : sleep, stress, exercise, pregnancy, lactation, chest wall stimulation

Pharmacologic : 

Psychotropic agents : phenothiazines, chropromazine, haloperidol, imipramine, benzodiazepine

Anti-emetics: metoclopramide, sulpiride, domperidone

Antihistamine: cimetidine

Anti-hypertensives : reserpine, alpha-methyldopa. 

Hormones : estrogen, cyproterone acetate, TRH

Pathologic : primary hypothyroidism, chronic renal failure, polycystic ovarian syndrome, hypothalamic tumors

Idiopathic : macroprolactinemia, transient hyperprolactinemia, fluctuating hyperprolactinemia

Diagnosis of Prolactinoma 

Clinical presentation : 

Women : amenorrhea, galactorrhea, and infertility 

Men : loss of libido and impotence, progressive loss of vision, and headache. 

* Pituitary apoplexy: bleeding into a preexisting tumor, or infarction of a tumor with acute swelling.- a infrequent medical emergency

Serum prolactin levels

Macroprolactinemia

Prolactinoma or Pseudoprolactinoma : Prolactin levels greater than 10 times the normal level almost always indicate the presence of a prolactin-secreting pituitary adenoma. 

Imaging study : X-ray of sella turcica, CT scan /Magnetic resonance imaging

TREATMENT OF PROLACTINOMA

The treatment of choice for prolactinomas is the dopamine agonist bromocriptine with or without surgery 

Medical Management 

Bromocriptine therapy for prolactinomas 

Two ways in which bromocriptine therapy can control. 

○Physiological effects : amenorrhea, galactorrhea, infertility, and loss of libido

· Decrease the size of prolactin-secreting pituitary adenomas. 

Studies have shown that 80% to 90% of prolactinomas do respond to medical management, and the majority of them respond rapidly, at least with regard to lowering prolactin levels. 

The shrinkage of tumor bulk can occur very quickly; however, in some patients shrinkage may occur gradually and continue over months or years of therapy. 

Drug intolerance is uncommon.

· altering the route of administration of bromocriptine: vaginally, in the hope of avoiding symptoms of severe nausea and vomiting. 

· intramuscularly bromocriptine, which is administered,

· other dopamine formulations  or alternative dopamine agonist (lisuride, quinagolide, cabergoline, and pergolide )

Invasive macroadenoma 

Medical management may need to be significantly accelerated.  In most of these patients this can be accomplished without producing serious clinical problems related to the side effects of bromocriptine therapy.  Obviously a prompt effect on headache and visual loss is desirable, and this can usually be produced by administration of normal therapeutic doses of bromocriptine. Studies have shown that there is little to be gained by increasing daily doses of bromocriptine to a level higher than 7.5 mg. 

※Bromocriptine does NOT contribute D.D. 

※Bromocriptine also is useful in other pituitary adenomas, even an occasional non-functioning one (Clin Endocrinol 1989:30:475). 

Pregnancy in prolactinoma patients:

As the risk for this occurrence is low in patients with microprolactinoma, there is a general agreement that the drug can be stopped once pregnancy is diagnosed. 

In patients with macroprolactinoma the risk of tumor enlargement is higher. Therefore, primary therapy with bromocriptine until the tumor has shrank is suggested before pregnancy is attempted.

Surgical Management 

-Patients in whom medical management has failed: prolactin levels not normalized or because a large tumor does not shrink

-Patients are intolerant of side effects 

-Patients who prefer to have the tumor removed definitively

-Patients worry about adverse effects of bromocriptine on pregnancy. 

*Note that the treatment of choice for all other kinds of anterior pituitary adenomas  (pseudoprolactinoma) is probably still surgery.  Concurrent hyperprolactinemia was present in non-functional tumor (47%) and acromegaly (33%). JCEM 2000;85: 168-174 

Procedures:

Trans-cranial (transs-frontal approach)

Transsphenoidal approach

Endoscopic transseptal transsphenoidal surgery

Prognosis

Women with PRL values of > 200 ng/ml and those with larger and more invasive adenomas experienced poorer outcomes (37-41% remission). Lower preoperative PRL values and adenoma stage were the best predictors of initial surgical outcomes.  Lower postoperative PRL values were the best predictors of long-term remission. Neurosurgery 1999;44:254-61 

Surgery and radiation for benign pituitary adenomas can facilitate malignant transformation and metastasis?? Malignant prolactinomas are rare events. To date, only 14 patients with metastases in- or outside the central nervous system have been reported. Surg Neurol 1999;51:47-54

Reference:  JCEM 1997; 82:876-83 // JCEM 2000;85:8-13;//  Surg Neurol 1999;51:47-54; //NEJM 1994;331:904-9; // JCEM 1999;84:2518-22. 
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