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Clinical Indication of GnRH-Agonist
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Fig. 1. Hvpothalamo-pituirarv-gonadal relationships. Solid arrows denote stimulatory effects @ interrupted
arrows, inhibitory effects. There are therr negative feedback circuits, discernible : (1) the long-
established loop between target gland and anterior pituitary, (2) the “long” feedback loop between
target gland and hvpothalamus and (3) the “short” “internal” or “auto” feedback loop between

the anterior pituitarv and the hypothalamus.
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Table 1. Clinical application of GnRH and 1ts ana-
logs

Activation of pituiatary-gonadal function
Phvsiologic hypogonadotropinism of puerperium
Delayed puberty
Cryptorchidism
Induction of ovulation in hypogonadotropic

amenorrhea
Male hypogonadotropic hypogonadism

Pituitary-gonadal inhibition
Precocious puberty
Endometriosis
Hormone-dependent tumors

Breast cancer
Ptostatic cancer
Suppression of ovarian androgen excess
Contraception
Female
Ovulation inhibition
Induction of luteolvsis
Induction of short-luteal phase
Male contraception
The potential use of GnRH antagonist

A3 GnRHE A8 2 H et Al
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Fig. 2. Chemical structure of the hypothalamic decapeptide GnRH Amino acids 2 and 3 are important
for receptor activation. Degradation of GnRH occurs by cleavage of the decapeprtide between amino

acids 5 and 6, 6 and 7, and 9 and 10.
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Table 2. Comparison of differences in dose, frequency, and routes of administration of GnRH. Ovularion

and pregnanvy rates from five centers

Center Dose Interval(min)  Route No. cycles No. ovulations No. pregnancies
Levendecker et al 2.5-20pg 89 Intravenous 26 26 6
Shoemaker et al 10—20pg 90120 Intravenous 24 21 6
Miller et al 1—5ug 96—120 Intravenous 23 20 7
Hurley et al 5—10ug 90 Subcutaneous 7 6 3
Weinstein et al 12— 20ug 120 Subcutaneous 7 7 0
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Table 3. Clinical data from 45 GnRH treatment cvcles”

Interval No. No. Ovulatory No. Pregnancy
Diagnosis Dose (min) Route  cvcles ovulatons rate/cycle pregnancies rate/cvcle
Isolated Sug 96—120 v 12 11 (91.6%) 4 (33.3%)
gonadotropin
deficiency
Hypothalamic 1—5ug  96—120 W 10 8 (80%) 3 (30%)
amenorrhea
Chronic anovu- Smg 96 v 4 4 (100%) i (25)%
laton
Luteal phase 1—10ug 60~—180 IV 9 9 (100%) 1 (11.1%)
defect
Polycystic ovary  1—5u  96—180 IV 5 0 0
syndrome
Pituitary stalk Sug 96—120 W 5 5 (100%) 2 (40%)
transection with
high PRL
Total 45 37 (82%) 11 (24.4%)
IV intravenous.
AE 1t HCG FHA7]1E 492 2432 aey AU Asg eddled 28F A
b2 HAEEE FodA fEeEm 22 9A 277t 13 ¥ 9 GnRH-agonistd] 354 F
g 05857 sl gUATEE L F AT IF A AU Ago) ob BgHe) of
Aol E Eo g} o9
2. Ab&E7] A A(Delayed puberty) j}j} BE E AN FAATA Aol B
2 AA%dEe AENAD BRNN Hals
A-ANAZE FA5E7] 98- GnRH-agonist 3. AF 2 Z(Cryptorchism)
o AHge NEs g AFnPol 9E AE71H SO GrRHE
Z, GnRH-agonist 10uge 29 vt} t8A o2 < 200ug’5_"} 647 H7Y EQlEe WolAd A
S HasAE 43FeRA A4 AR AAFI2EnedY JE4se B A2
ZEE BU5AL 744 Y LH 952 & 2% 041 5L FE YHFI) A& 487 Y £
T3, 2ol AR 4FF 38%7F FAHLL HAL 28
Jakacki§'D & LH7} B A o8 AME77 AF %7h RREde 2y
H7] 2#fAd HEA GFAor Rulgs AL GnRH-agonoist £ A] & FSHA & & 7)==
3391, v8E dFoldX GnRHE 354 ST A Fastgen % LHA= F4
oz Tﬁs}EEW o A% di9 FUIA4E =712 2l o) e A7 AD A7) A
A e Haaa AT EE Bule] 2488 AT szee Bugsn vesan.
4R 5 Aok BIAQTD. G AE7] D@ % FSHAS 277 2719 GnRH

AA 2ol XEE GnRH-agonistd] 354 F
ofef] &3 X &7t ARHUAT

Marshall#} Kelch!®= A}&71d Aee =dg
A ARAR AERET §A/E Yter 2%
GnRHE #5408 Foste] Exo F7hs}
LH - FSH 354 #H)9] 2438 4Nz

ac

=
-+

ok

o whEE B 2ddA o wel dojyey

JRE FSHA7} 2448 g $28 230
At Ag AT
43 ARPATER  47)5RAS(Male

Hypogonadortopic Hypogonadism)
GnRH-agonist o1 QQ18we] A HAT

— 204 —



ZNeRAT FANA HekeA AdAS
Hg figezs 2571 7hestA H3l
C 2 o] AN L 7]E ] FEHT

ol &) A]+= GnRH-agoniste] 717t o7} 4o 3}

o i
M ox
mlru ofr

TWLL_KLm\qu

GnRH& w124 7Hvbe} 0.025pe/kg 4 57 75
4 BaF Malsrae JUAFEE D HARA
aE 27 243 990

&AL A4 nAAS R HAALE
7] 918} &713t2] GnRH 354 3345 (30~60
)% dale 4L & JATHI,

mebd GnRHSY A&HQ Foi7t 44750
A5hE FA o) A B B o 1A=
Aauyos 4zan.,

gt}

i 51544 A 04
(Pituitarv-Gonadal Inhibition)

GnRH-agonist ¥ 3t5-4 158 22-8¢l0
[} A~

tgdez JAE F EA FH ZHE
olzo o3 wAstE FHEL A 8d=H o
3t ¥4 Peptides®] UF3 o] &o] M2& 8W

Hol AUt
1. 4 #&<Z(Precocious Puberty)
Hz5ZFo) de 2yt AdddA Al

shaAl %o G4 shol @ A AWE IS W)

W A ARV 75 Ao E HT Ao
2 geind

HEEZF] dv 2UdA 2447t #d-2HY
AT A3} B9 2771 A B 27]dF A
ZHo] A48 HaeA LH 2 FSHY| EH] 9|
A7 g dojuhA 27] 47 e fEdtE A
o2 e

olg} Zo] £Hol XN&H JHAAFEES] &£
= GnRHE] Z7]
AsEd ZIEe Aoz yZHE
1980 Crowley5'"& 4z%F0] & 24
2ol Al GnRH-agonistE W A5 1kgB 4pg¥
F7t HERd T JAAFEEY oRHEHE
AP A Bustch
Comite5'9& 2~8418 YA B H2& &
U 5% & GnRH-AgonistZ MY A F kg3 4ug=
857k wiYd HEFALste] X &% Z3} Tanner
M-V e A7) 224E s Bk 25 A5

E

oo

Hhg-glo] HEpA-day B437 EAF i
He ihgE Btk

qze2Zo o) § GnRH-agonist®] X &+ §3
2910 4FAA Rez vugd

9. Az F(Uterine Leiomyoma)

AZaFe 4NN g £3 B 5 Q= B
ooz 7hel A4e) 20%~25% A HAH}.

Aggozt A34EE 2 ATEF I

Table 4. GnRH agonist therapv and reduction in leiomyomatous uterine volume

Length of Mean reduction

Author(s) Agonist * Number of treatment in uterine

patients (months) volume( %)
Healy et al(1986) Buserelin(SC) 5 5 61
Van Leusden(1986) p-Trp?(D) 6 4 55
Coddington et al(1986) p-His®-Pro*(SC) 6 6 57
Friedman et al(1987) Leuprolide(SC) 7 6 58
West et al(1987) Goserelin(D) 12 6 55
Lumsden et al(1987) Goserelin(SC) 14 3 40
Friedman et al(1988) Leuprolide(SC) 7 6 51
Andrevko et al(1988) Nafarelin(IN) 10 6 57
Friedman et al(1989) Leuprolide(D) 18 6 40
Matta et al(1989) Buserelin(IN) 10 6 44
Friedman et al{1989) Leuprolide(D) 9 3 34

*Deliverv method is given in parentheses .

SC=subcutaneous, IN=intranasal, D= depot.
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Fig. 3. GnRH agonist therapy and leiomyomatauteri. GnRH agonist therapy will acnieve maximal reduction
in uterine volume by three months. From Friedman A]J. Barbieri RL, Doubilet PM, et al . A randomi-
zed, double -blind trial of gonadotropin-releasing hormone agonist(leuprolide) with or without
medroxy-progesterone acetate in the treatment of leiomyomata uteri Ferdl Steril 1988 [ 49,404.
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