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USEFULNESS OF THE BROMOCRIPTINE LOADING TEST
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WITH CELL IMMUNOBLOT ASSAY
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Dopamine agonists are the treatment of first choice for prolactin-secreting adenoma, but
some 109 of adenomas are drug-resistant. Because such resistance is difficult to diagnose
before treatment, long-term administration is often needed to determine whether treatment
will be effective. Additionally, the method and duration of follow-up differs among institu-
tions. To obtain basic data for the differential diagnosis of bromocriptine-resistant adenoma
and to establish a therapeutic policy before starting treatment, I perform a bromocriptine-
loading test. I hypothesized that prolactin-secreting adenomas contain in various ratios both
cells highly responsive to bromocriptine and cells poorly responsive ; this heterogeneity may
make the bromocriptine-loading test useful. To test this hypothesis, I used the cell immunob-
lot assay to examine the effects of bromocriptine at the cellular level in surgical specimens of
adenoma tissue. Results of the bromocriptine loading test before the start of treatment were
strongly correlated with the results of cell immunoblot assay. These results suggest that the
preoperative bromocriptine-loading test can be used to predict the effectiveness of bromo-
criptine against adenoma.

(Tokyo Jikeikai Medical Journal 2003 ; 118 : 243-8)
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Prolactin-secreting adenoma (PRLoma) 2
%f 9 % Bromocriptine (BC) # A & 4 3
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FRERE [T T RS ARTFHhc &
% 1990 42 PRLoma ZIiFEHEI eV, & 5 12H
AR DRI X D 20T U7z, Sl 15 7%
5 35 7%, V¥ 25.7 5%, 5 WISKEEE, 1 BRI
HTh-olz, FINCE - TR, 2 B
TR OUBEELTED & 1735 7z BC WU E
(case 5, 6), 3 125 BC OEIEAIC & 2 FEYEEM
FAER (case 1,2,4), 1HNIARANDIHEZER Lo
HETH-T: (cased). BREIF 4H12510 2 VA
@ microadenoma T, 2 fliZRAFENZNZTI
18 mm (casel), 12mm (case?2) ThH > 7zh3¥E
AR X ESR LR S a o Tz,

i B @ Prolactin (PRL) o 5 & 13 IRMA
B2 W THIE L 82~366 ng/ml, 5 223.33+
112.73 (average=SD) ng/ml, PRL D4t N5
WERFE XD o ko7, TRH &fridk
BN TV, T PRLEOERE FH %252
Oz,

Lz, RERRRTIC BC &f sl 21T - 7z,
BC & adlif, FERERE O PRL B % E L 72
%, EHEIEEY 30 4MIc s —a 7L 25 me & IR
LTh oW, 60434, 120 534, 180 4344, 240 43
#, 300 534, 360 43tk &, 24 it PRL fE %
HI%E U7z, PRL Z5EE T BC WAk O Bl % &
LI 2 B0 7z,

FTc & 0B o N7 BREAERIE, B HICEERR
WAL, WHEIERAE L 7288 1 REE DA B A
L7z, £z, B o iz flfikix 109 v~y iz 12
REEEEL, X774 aiBL, Tuv s x4
pam YL, PAP #% v TR@g L 7o,
AL 7Z—XPikizpie b PRL (DAKO L1837
U.S.A.,, 1:200) T, FMOIcix DAB 2 L7, %
7z, IEHE TEEHBOBEBAL NI L 2HERT 5
7z»iz, GH (DAKO L1814), ACTH (DAKO
L1801), LH (DAKO L1827), FSH (DAKO
L1810), TSH (DAKO L1847) 12X} 2 fluyig 4
TafT o7z, BEWCIIMTETC PR 2 v 7ot
Fexfrd e xPBAL, HEZG WS, LTI
CIBA ot z3Cd.

Cell Immunoblot Assay (CIBA)

FHTIC £ 0 BN L 72l 2 BH © O T5E 1
#LTC,04% a7 7 F—+X & 0.005% DNAase T
SUE LT, BRI (2 X 10° cells/ml) % 1F

L7z, M7 ey NAF Y oN—=1F, ATA N
72 2D _FAZ#EEE (Immobilon, Millipore, Bed-
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B 2 fife 7 ey T e 2N =D
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methylate : Sigma Chemical Co., St. Louis.
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7z,
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Wz,
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MBI 72 o 7208, @RV E v ubilaiED
25D 10% LT Th oz, £z, ACTH, TSH 1%
FTRCEETH o7,

CIBA Ti%, Control B2 TR AL
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NS, 7ay hOEEICIEEIZR S ik ho T,
BC treat #:l%, Control BRIz H~BH & iz fay%s
G OB ENET Lz (Fig. 1a, 1b). %7z,
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Table 1. Serum prolactin value, results of percent suppression by Bromocriptine
loading test and percent suppression of prolactin-secreting cell for cell
immunoblot assay, and presenting symptoms in six patients is shown.

Suppression b PRL-secreting
Age PRL value uppression by cell in all

Case Bromocriptine Symptoms

(yr) (ng/ml) loading test (%) secretary cell

g o by CIBA (%)
24 360 9.44 35.80 amenorrhea
2 35 284 29.93 40.50 amenorrhea
galactorrhea
3 20 82 19.38 35.00 amenorrhea
4 15 166 14.26 33.60 amenorrhea
galactorrhea
5 26 82 64.63 70.73 amenorrhea
galactorrhea
6 34 366 69.40 82.31 amenorrhea
galactorrhea

PRL: prolactin
CIBA : cell immunoblot assay

Fig. 1a.

Fig. 1b.

Fig. 1. Results of cell immunoblot assay in Case 3.
Panel 1a shows the blot pattern for the control
group; panel 1b shows the blot pattern
obtained with the load of 107*M bromo-
criptine.

Control FHIZEEN, 70y b DK E SPH—T,
BRIz bENR oz, Mo h7zb,
BC &fif#21c d PRL 2450 L T 2 fild 0 %,
7y FORESPEELCLLDOSTIRTCES
7z,

6 B4, fifio BC &ffic k2 7o 7 F
EDOWAFE XY (in vivo), CIBA BT % BC
AN & 5 PRL MWK 2 (in vitro) OF5
WMMEWERLP RSz, UL, MZEOMICIEE
WHHBARE R 35D 5 M7z (Pearson’s test=0.97,
R-square=0.9528) (Fig.2).
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DI L T DY) %2 v 2 - Fili 2175 2 e o8
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BCIEPIEIE O EKN &£ L ¢, dopaminergic
regulatory mechanism O RERH T & T
21k <12 D2 receptor level IC[EENH 5 & #HE
HXNnTBY, REOREICRENT, ik
HREEZEL TV ORZnEINRTE
7o F e, ZOHEFEIZ mRNA #Hwiz Rat
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BLT/CIBA

y =1.1998x - 25.074
RZ=0.9528
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CIBA: cell immunoblot assay

BLT: bromocriptine foading test

Fig. 2. The correlation of percent suppression of prolactin-secreting cell between bromocriptine
loading test and cell immunnoblot assay in each case. An approximation curve is given on the
graph. A high correlation of y=1.1998x—25.074 (RR=0.9528) was found.

DEERTHIFHEN T3, Z 5 Lz, D2 rece-
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#E2k BC 1zt ¥ 2 BB OEZEIC DWW TIE 1 (A
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Thb.
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YAAT DO AR OFERIZ, ZDBOBENRET
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