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= Abstract =

Dopamine agonists are commonly used in the medical treatment of prolactinomas.
Bromocriptine has been the most widely used ergot derivative for two decades. Its oral
administration, at a daily dose of 25~7.5 mg, restored normal gonadal function and
normoprolactinemia in about 80% of patients. Nevertheless, a subset of patients could not
achieve normal prolactin levels or resume normal gonadal function despite 15~30 mg/day
bromocriptine for at least 6 months. Subsequently, these prolactinomas were consedered to be
resistant to bromocriptine. The percentage of bromocriptine - resistant prolactinoma patients
reported in the literature varies between 5 and 17% according to the series.

Patients with bromocriptine resistance or bromocriptine intolerance have, however, been
treated with other dopamine agonists, such as lysuride, pergolide, cabergoline, or quinagolide.
Until cabergoline recently gained a product licence in the UK, there was no alternative dopamine
agonist with a licence for this purpose. Quinagolide (CV 205~-502, Norprolac, Sandoz) is a non
- ergot dopamine agonist with improved selectivity for the D2 receptor, designed to retain the
active pharmacophore of bromocriptine without the ergot moiety that might be responsible for
side - effects.

We have experienced a case of bromocriptine resistant hyperprolactinemia which was reponsive
to pergolide. So we report this case with a brief review of literatures.
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He 25 X859 xHc] 8 4 9t} Bromocri-
ptine, cabergoline, quinagolide 59| dopamine$-&
Al E%A (agonist) FEL t}d 27)9 prola-
ctinZF -8 712 Aol it LA X 7o)
Bromocriptine2 7}% &3] A%+ dopamine &
%A o)t}. Bromocriptine2. 2 2 g3 3IAE F
90% ©}73o] prolacting %] 7} oA 11 = 8 5A|
o A2 e 7Fo] 3 EEo] 70%2] o4golA
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£ bromocriptine®] F2H8-& XA &FE &2
A 2A} Alolof] B-8-go 2 HAsE 5 9l
ot} 2% A7t 5~10%2) A}l A} bromocriptine)]
3+ A g -S KT}, Cabergoline, pergolide, qui-
nagolide T2 M 2o] /WA E FAE A7)t 4
X &3E 23] 3= dopamine&A E5 A =A
UHtA © 2 bromocriptine 2.t} H-Z-8-0] &}, Ca-
bergoline®] bromocriptine 2t} ] &3 A o|gts B
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A A5 £ bromocriptine©l] #4342 Hel 1=
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AAAZAZ LH: 3.7 mIU/ml, FSH: 4.9 mIU/ml,
prolactin: 71.8 ng/ml, TSH: 0.83 uU/ml, DHEA-S:

365.08 pg/dl, 17-OHP: 1.31 ng/miF oo AF¢H
29 &7 BRAAAE 58 240 AU
Parlodel 2.5 mgS 3l FHHA AL B8
3} prolacting 24 3 23} prolacting=X] 7} 66.9
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A xR o d¥sF AeA gt o] F Par-
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prolactins= x| o] W37} gldth. oo &= F
3a) 2 2 7} Parlodelo)] ¥H3-31%] ¥+ prolactini
vlZoko 2 s o] pergolided FH 371 = 3}
Atk Pergolide 100 pug2 3 E843 A
prolacting=X] 7} 47.1 ng/ml2 "] H ). Pergolide
2 2e %02 §A3HA F/H¥E £ prolactin
<& 223 27 prolacting-X| 7} FJ o2 3 &
Atk

e

o

Prolactin®] F8 z&7]4-& prolactin®] #] Q) &}
(prolactin inhibiting factor: PIF)dl] ¢}3le] 2134
A zA L Esla] dojdth A7 M= dopa-
mineo] 54 prolactin®} A Q1AL 2 2H&3e} A4}
330 FAHE (arcuate nuclei)®} H1] &) (ventro-
medial nuclei)©. 2 2E 1} & #2457} (axon)7}
watFAE 28 94 (portal system)=E do-
pamine2 EH]3}H o 7)o A prolactinA AA] E
(lactotrophs)ol] & D244 9 A7 A At
8l 73 (pituitary stalk)e] D A A5
A7t A A5 2} (capsule)d} 22 29 H] | o]
2 519 prolacting*X) 7} 2 2}7tt}. Dopamine-& 41
RAzaRo 2 ZAgdta AF3RAN AAAT
I2E E032EE AT By opg H3}
A9 prolactin® v = A3}, 4F o &5
dopamine=§-#) & D20}8 (subtype)o]™ adenylate
cyclase 842 Ao 24 dopamined} EFH-E
2 A g}, o] A2 cyclic adenosine monophosphate
(cAMP)A & Astn B TFEH R HAAL
(transcription) S+ A ol X prolactin¥-H] 9} AJ4HE o
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4 E AIAAN deEluE 98 g2 A
¥ w87 adenylate cyclaseS S A|et= a7}
28 A ot Jebdth. FAAFAA
(central nervous system)oll & H A& 57149 do-
pamine<= & o}go] A3t DIFLAE D
-8 o] ¥t3le] adenylate cyclase® 7«]—%?}12}.
Bromocriptine-> E-0]§ D28 %A (agonist)7} o}
1—],» D183, alphat adrenaling>-8-3), serotonin

EA A ZaA] (antagonist) 2 ZHR-3HT} (Bes-
ser and Lamberts, 1990; Wood er al., 1991; Bevan
et al, 1992). 2173 A€ EA <] gamma amino bu-
tyric acid (GABAYS} A 225 28 A8l Al pep-
tide (gonadotropin associated peptide: GAP) T3}
prolactin®] A Q) 2} A& 74X YA dopa-
mine B THE oFsh QI 7kef A PelAQl o9} 9
Al Ao} o 8 71A) 9 prolactin 1) Q1 A} w8k
AHRY. FAARFT 2R Rujg2Re 4%
(adenoma)®2 7t ofr] 2t A} prolactin A AA Z 2 B
E] prolactin’ A3} Ru] & vt agAw
Mol e o].zl %%zg stc}. 83 (anti-
sera)o. 2 QARSI 2R Bu|3 2R g 4]
st Fe A=Zsted E prolactingt-of
GE-E nHA g (Molnch 1992). A A x}=
BEEL UANAHe e YZL doz
ittt Al @ #obr] AlgolM ARGz eRoR
WAE A6 Ao prolactino] YAIH o
& dgste] $&4 A (castration) F-of] £ ¢ A
FAZY Lk 7 AE R Fobe 29 A
AATESRE R B o Yol uet. 72
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Fol g ‘H"}‘:}. old 01"3 ‘é% HH‘?:U] F ] es-
trogen©] #3130 =@3A 1 el prolacting=3|
7} 4% Heloh (Lindstedt, 1994; Speroff et al.,
1994). o] A& A= 52 R 3 prolactin A= |
A FHAQA 2471A0] ke AL AAE
o A G B A Eejda N AT EaRE B
322 AAANZTEERE PAME (gonado-
trophs)} prolactinA] 4+A] 3 (lactotrophs)a}o] o} X
¥4} (paracrine) 4} & 388 53}9 prolactin® ]
& A5gth o] REuAA e vl sl
A AEE 425 FARAIEZE alphaotd
2 F = it Prolactin¥ulof] thg A2 5=
2 A5E340 A dde g dA &

A g prolactin®-H] o] FFE v F ¢ e M=
& AL AN &b (Crosignani et al., 1991;
Inaudi et al,, 1992). Aol Y443 A47)= ¢4
AlFel nxzadyFol dankga Al gdo}
NA g g dEE nFcka A24E o] bro-
mocriptine S FA)o Fodtgt. 2 H2e
& 14 3} bromocriptine S A| 8 Folr| Al &2] Azt
9} o}F FeHo| ¢lelt} (Crosignani et al., 1991;
Asukai et al., 1993).

Bromocriptine—"— D258 A& A=3to] prolactin

By & AR st 9HEA ergot alkaloido] o} el

1\3 bromocriptine?] &4 WERX T A A=
okth 90% o) el 7hE Fote] thAls o Wil &
G5E E3ko] dojdt)h nZIHYUPSF A8
Al ol = Parkinson#| ¥ X gl 8]ste] 1/109) &
o] Ab8-# vk (Speroff er al., 1994). Bromocriptine-2
D25 &H & AF58ke] cAMPE A7) A2
1} calcium @i (turnover)el]l & 3k-2 1) 3¢k cAMP
7t 7-}5}.?4‘3‘4 Zz+A 0l 33 = prolactin¥-H] 7} 7+
A% 3 UEdlE prolactin®] HALgE AAje] A
A "ol Prolactin=A = ARAIZ & F4 3]
FHavate] 6AI ROl A A 2] 25%= Foz
t}. Bromocriptine T3} prolactin®] AbA| ¥ U ol A
prolactin®] &84 A ¥ PEA (lysosomal degra-
dation)& £t} (Bevan ef al,, 1992). #2345
Bo] @At} 5%2] Fatoll 4 El-d (intolerance)
o} g9le] =t} (Ginsburg e al, 1992). 24l, +
g, 281 5% 59 4ATA B4 Axet
of 3t Fagol osle] Y7tk & F AL
2 #F (vertigo), MAA A (postural hypo-
tension), %, 28] 31 7P LBl (drowsiness) E-©]
o}, o]# 2252 44 (splanchnic beds)e] H
g2 o)l g3} wAlA A 9§ Aot 4l
H=Ql RALE 1%2) FaplA 2AET. Bro-
mocriptine®-§ & A5 ZH, ¥, ‘J{ £%,
3 AZFAT BugUrt ojd =& ”7—‘“’1
E AALE, n¥Stel AV aFAARA &
2S¢ L9 o A7} (Kulig et al., 1991).
Bromocriptine®] §-2H-8-& w7 AAlFolw A&
oS wg gy £33 SUH o A

Bromocriptine®] AUl ¥+ 93 HA4 P4
& FEee 22 ot T4 A AR 4
ojun zHS B3 1x Ex}E S} (first pass effect)
T g7 W2 AL} ML= A BAA
o= gl 25 mgE FAste Aol 4ol A
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YRR Qste e 5o do] ¢l
€ Aoz Basdch &5 Ao AR Y
of ANALE JeA T N5 E F9E F=
£ oPlth ATl RAge] UG B
% ofuzt A7Tale] RS Bk B
AS 588 WHolth A Fojx F4¥A
o2 Qste] AAg Wioe] A 4 gl (Jasonni
et al., 1991; Sarapura and Schlaff, 1993).

Bromocriptine2 %2 A (depot) HHELE T
g F ok A7 R HEd 109y 2 &
F5E qEd ARAD ¥ el wel wdt
Jehdth. 229 gU2e) Felt ARz zew
TN Aleprt vmd o 27|xg82 H4ds)
o} A &o] 50~100 mg Eodsy 232H o=
BFa ol Foli 0l FANAY AT YL
2 33t} (Besser and Lamberts, 1990; Cunnah
and Besser, 1991). 12} FA}E 124]7H) ¢ pro-
lacting=X} 7} 50%2 24 gth. 2/39] AN 2
259 3 LAV F4E 5 80%AA 1579
W Alobzt 7l E et vHEX) | A prolacting=X] 7}
BHE (rebound)2. 2 F5HE dAMS £32 &
7B FANAE Yoz A 5 9ot
12 A% o4, A9 AEY 59 7340
A7|A R o] Folz 2B A £42 I
2] bromocriptine-& 77X Fo] EAL Bo|A
v wkgElA] g wl AT 4 gl AlofF o E
ol AdzzeRzes YAAA Aol
(Ciccarelli et al, 1989). SHA & L&A T
prolactin® 2} x| A] 71+ bromocriptine®. A}-4-% 11
AT} o] A= o ¥ ¥ FoFdozy g
Z49] -2 (compliance) FFAFA|ZItH (Weingrill
et al, 1992). ¥] & 9}to] A 2] bromocriptine 8-5=7}
ZE 7] g Fol v AT T 1A Fo by ol
F Aeo|} (Cicinelli er al., 1996).

Pergolides= bromocriptine 2.t} & 37} A3} 2
&5 3 Hago] A A ergotFEAolth A
F5.01 9 24~48X -5 prolactin=H| 7+ o149
t}. Pergolide: m| A P2 2 2E Parkinson
Ao Agde LHJAT nxzHdddF
o] A g el obF] 37p7t A ekt L%
Aol d3led bromocriptineo] A&t &7} 9
A DX Fol A zAAZ g 3 HPA o 2
da] ALEHR e et 27]832 ] 25 g
< Fo3H mA M F (microadenoma)oll = 3HF
75 pg& 9 Ath4F (macroadenoma)ol = 75~

150 pg& F 3} (Lamberts and Quik, 1991).
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