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Abstract
BackgroundProlactin has been identified by gel chromatography to exist is three different forms in human serum; monomeric prolactin (molecular mass 23 kDa), big prolactin (molecular mass 50~60 kDa) and big big prolactin, otherwise known as macroprolactin (molecular mass 150~170 kDa). The predominance of macroprolactinemia has long been known in idiopathic hyperprolactinemic patients with maintained fertility. In recent reports, 24% of microprolactinoma patients showed no menstrual disturbances, which was suggestive of macroprolactinemia. The purpose of this study was to evaluate: (1) the frequency of macroprolactinemia among idiopathic hyperprolactinemia and prolactinoma patients, (2) the difference in the clinical characteristics between hyperprolactinemia, with and without macroprolactinemia, among idiopathic hyperprolactinemia and prolactinoma patients, and (3) the follow-up prolactin level using the bromocriptine response.

MethodsWe retrospectively analyzed the clinical characteristics and prolactin levels in 43 idiopathic hyperprolactinemia and 51 prolactinoma patients with a poor bromocriptine response. Macroprolactinemia was identified by the prolactin recovery of < 40% using the polyethylene glycol (PEG) precipitation test.

Results(1) Of the 43 idiopathic hyperprolactinemia and 51 prolactinoma patients, 17 (39.5%) and 9 (17.6%),
respectively, were macroprolactinemic (P < 0.05).
(2) Among the idiopathic hyperprolactinemia patients, galactorrhea combined with amenorrhea was significantly less frequent (P < 0.05), with the 1- and 2-year follow-up prolactin levels being significantly higher in those with macroprolactinemia than monomeric prolactinemia (P < 0.05).
(3) Among the prolactinoma patients, amenorrhea was significantly less frequent (P < 0.05), but asymptomatic cases were more frequent in those with macroprolactinemia than monomeric prolactinemia (P < 0.05). The 1- and 2-year follow-up prolactin levels were significantly higher in those with macroprolactinemia than monomeric prolactinemia (P < 0.05).

ConclusionThe screening of macroprolactinemia should be considered in idiopathic hyperprolactinemia and prolactinoma patients with a poor bromocriptine response
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  Comparison of long-term follow-up of prolactin levels in macroprolactinemia with monomeric prolactinemia among the patients of idiopathic hyperprolactinemia (*: P < 0.05)
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  Comparison of response of bromocripine in macroprolactinemia with monomeric prolactinemia among the patients of prolactinoma (*: P < 0.05)
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  Clinical Characteristics of Study Subjects

values are mean ± SD.
NS: not significant
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  Comparison of Clinical Characteristics and Prolactin Level Between Macroprolactinemia and Monomeric Prolactinemia Among the Patients of Idiopathic Hyperprolactinemia

values are mean ± SD.
NS: not significant
G + A: galatorrhea+amenorrhea
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  Comparison of Clinical Characteristics and Prolactin Level Between Macroprolactinemia and Monomeric Prolactinemia Among the Patients of Prolactinoma

values are mean ± SD.
NS: not significant
G + A: galatorrhea+amenorrhea
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Macroprolactinemia  Monomeric. prolactinemia

(0=9) n=32) e
Sex ratio (F/M) 3 2577 NS
Age (year) 36.9 + 10.5 356+135 NS
Galactorrhea (%) 83.3% (5/6) 68.0% (17/25) NS
Amenorrhea (%) 16.7% (1/6) 60.0% (15/25) <0.05
G+A (%) 16.7% (1/6) 28.0% (7/25) NS
No symptoms 16.7% (1/6) 0% (0/25) <0.05
basal prolactin (ug/liter) 67.0 +30.3 61.2 366 NS
Bromocriptin Tx (%) 77.8% (O19) 84.4% 2432) NS
Bromocriptin dose (mg/day) 89£50 78467 NS
Surgery (%) 66.7% (6/9) 37.5% (12/32) NS
1-yr follow-up prolactin (% of initial) 559+419 2541297 <0.05

2-yr follow-up prolactin (% of initial) 29.7+ 138 138+ 11.8 <0.05
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Macroprolactinemia Monomeric prolactinemia

(n=17) (n=10) Sl
Sex ratio (F/M) 1512 in NS
Age (year) 384105 380104 NS
Galactorrhea (%) 60.0% (9/15) 88.9% (8/9) NS
Amenorrhea (%) 6.7% (1/15) 333% (3/9) NS
G+A (%) 0% (0/15) 3B3% (319 <005
No symptoms 333% (5/15) 1L1% (1/9) NS
basal prolactin (ug/liter) 706+ 60.9 4542214 NS
Bromocriptine Tx (%) 529% (17) 400% (4/10) NS
Bromocriptine dose (mg/day) 30+11 34422 NS
1-yr follow-up prolactin (% of basal) 100.1 £ 58.5 3612298 <005

2-yr follow-up prolactin (% of basal) 70.5 £ 3.8 38.1 %159 <0.05
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idiopathic. hyperprolactinemia

prolactinoma

(n=43) 0=51) i
Sex ratio (F/M) 376 2/9 NS
Age (year) 400+ 103 380+ 104 NS
Prolactin (pg/liter) 59.1£49.1 64.9 £10.3 NS
Follow up duraiton (month) 311+£247 479 + 382 NS






