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The objective of this phase II multicenter study was to assess the
fficacy and tolerance of triptorelin (a sustained-release LHRH ago-
ist) in advanced or recurrent endometrial cancer. A total of 101
onthly intramuscular injections were administered to 24 eligible

atients (median number/patient 5 3; range 1–12). Mainly due to
rogression, only 16 patients received 3 or more injections. Among
he 23 evaluable patients, 1 complete and 1 partial response (response
ate of 8.7%) and 5 disease stabilizations were observed, often of long
uration, but never in an irradiated area or after progestogens treat-
ent failure. Median survival for eligible patients was 7.2 months

range: 1–36 months). Only grade 1 toxicities possibly related to the
reatment were observed in 4 patients. In conclusion, triptorelin was
afe, well tolerated, and easily manageable, and the very low toxicity
id not impair the quality of life in these patients with a very poor
rognosis. Although the response rate was disappointing, several
atients showed early evidence of efficacy which may be of long
uration. Response rates range between 0 and 45% in different
ublished studies. Additional studies with stricter inclusion criteria
nd a larger sample size are necessary to better evaluate the role of
HRH agonists in endometrial adenocarcinomas. © 1999 Academic Press

INTRODUCTION

Endometrial adenocarcinoma is the most frequent canc
he female genital tract [1]. Local recurrence, metastatic
ase, and locally advanced forms, which are often inoper
re associated with a very poor prognosis (5-year survival
f 30% for stage III and 10% for stage IV disease)
hemotherapy has given disappointing results, with at b
0% objective response rate for single-agent therapy and
ith a multiple drug regimen. Responses are usually pa
nd the median survival averages only 10 months [3
hemotherapy is further hindered by the relatively adva
ge of the patients (median incidence between 65 and 70

he frequently associated diseases such as arterial hypert
r diabetes.
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Progestins have led to objective response rates on
rder of 15 to 20% in disseminated or recurrent forms
nd the median survival is 12 months. Moreover, this t
py is generally beneficial only in histologically well-d

erentiated tumors and/or estrogen or progestin-rece
ositive tumors [6] and can induce thromboembolic
ardiovascular side effects.
LHRH (luteinizing hormone–releasing hormone) agonist

logs by continuous administration, after an initial trans
ncrease, induce the suppression of gonatropin secretion
nd FSH), by a mechanism of pituitary desensitization.
esulting inhibition of ovarian estradiol secretion explains t
ell-established efficacy in premenopausal women [7, 8
ertain hormone-dependent benign gynecological dise
uch as endometriosis [9] and uterine fibroma [10] and in
reatment of metastatic breast cancer [7, 8].

In menopausal women the mechanism of action of LH
gonists is unclear. They have shown very modest activi
varian cancer [8]. Specific LHRH [11] and triptorelin (D
apeptyl SR 3.75 mg) [12] receptors have been detect
ndometrial adenocarcinoma tissue, suggesting that tripto
ight have a direct effect on the tumor in these menopa
omen. When our study was initiated, only one phase II s
f the efficacy of other LHRH agonists, leuproline or gos

ine, in patients with recurrent endometrial adenocarcin
ad been published (Gallagher study, [13]). In this study
bjective response rate was 35% with a mean duration
onths. Unlike chemotherapy [3, 4], which gave similar

ective response rates, no notable toxicities were describ
hese patients.

The present study aimed to evaluate the antitumor resp
nd the tolerance of a treatment with triptorelin, marke
nder the brand name Decapeptyl SR 3.75 mg, in women
dvanced or recurrent endometrial cancer.
0090-8258/99 $30.00
Copyright © 1999 by Academic Press
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188 LHOMMÉ ET AL.
PATIENTS AND METHODS

Patients with histologically documented endometrial ad
arcinoma at primary diagnosis (FIGO stage III or IV) [
ith cytologically or histologically proven persistent and p
ressive disease after surgery and/or radiotherapy or wit
oregional recurrent disease or secondary metastases
ligible for this study.
At least one clinically and/or radiologically measurable (

imensions) or evaluable (one dimension) progressive dis
nside or outside the irradiated area, was required. Pa
ould have received prior first-line chemotherapy or proge
herapy. A minimum of 3 months following radiotherapy fo
ingle target located in irradiated area, a minimum of 4 w
ollowing chemotherapy or 6 weeks if it included mitomyc
nd a minimum of 4 weeks following progestin therapy w
lso required before inclusion in this study. Exclusion crit
ere WHO performance status greater than 2; life expect

ess than 3 months; cerebral or leptomeningeal metas
istory or a concomitant second cancer (exceptingin situ
ervical cancer or basal cell skin cancer); bone metas
leural effusion or ascites as a unique target.
This protocol was approved by the local Ethics Comm

nd all patients signed an informed consent form. The in
ion evaluation consisted of a complete gynecological
hysical examination, laboratory tests (general blood as
ent: hematology, creatininemia, ionogram, hepatic te
lasma hormone levels (FSH, LH, estradiol), assay of se

umor markers (CEA, CA 19-9, CA 125), and a radiolog
valuation (abdominopelvic ultrasound and/or abdominop
T scan). All patients had a chest X ray. A thoracic CT s
as only performed in case of pulmonary metastasis.
One month after inclusion a physical examination and
one assays identical to those in the inclusion evaluation

arried out. All elements of the inclusion evaluation w
epeated every 3 months. Radiological examinations only
erned the target lesions and the same radiological tech
ad to be used throughout the study.
The objective response rate for any measurable or eval

arget was chosen as the main criterion and was eval
ccording to WHO criteria [15]. Progression-free interv
responses and stabilization) and durations of survival
ncluded patients) were calculated from the start of triptor
reatment to either disease progression or date of last co
olerance of the treatment was also analyzed.

reatment

Treatment was given as an every-4-weeks intramus
epot injection of 3.75 mg of triptorelin. Except in cases
arly progression, at least three injections had to be adm

ered for a patient to be evaluable for efficacy. All patients
ave received at least one injection were evaluable for t
nce of triptorelin. Treatment was discontinued in cas
-
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ocumented progression, occurrence of a serious ad
vent, or on request of the patient.
If a complete response was achieved, triptorelin coul

ontinued for 12 months starting from the time of comp
esponse, after which the decision to stop or continue treat
as made by the investigating physician and the patien
ase of partial response or stabilization, treatment was co
ed until documented disease progression.
The protocol authorized any concomitant treatments tha

ot interfere with the hormone therapy. Patients were w
rawn from the study if they required chemotherapy or ra

herapy for purposes other than pain relief on an isolated
esion not taken for the target or if another hormone the
as necessary.

tatistics

The required sample size was determined in two steps:
rst step, 14 patients were included. If no responses
bserved, the study would be terminated. If one or m
esponses were observed, the minimum sample size to in
n the second step was determined by the Gehan table
ccording to the number of responses, with ab risk of 5% of
rongly rejecting a 20% response rate.
Survival duration was calculated by an actuarial me

sing 1-month intervals. Patients lost to follow-up durin
iven interval were considered as being present for half o

nterval.

RESULTS

Twenty-five patients were included between July 1992
anuary 1994. Table 1 describes patient and disease cha
stics at the initial diagnosis. In 9 patients the histological g
f the initial tumor could not be determined. Four patients
reviously received systemic therapy. The first had metas
isease which progressed under chemotherapy. The seco

nitially positive peritoneal cytology. Chemotherapy follow
y external radiation was performed. Clinical and radiolog

ests were normal after this initial treatment. The third pa
ad a stage IVb tumor at diagnosis. Following chemother
rogestin therapy was initiated (protocol violation). A par
esponse was obtained at the end of each therapeutic reg
he fourth patient had received progestins alone as adj

reatment.
Between the end of the initial treatment and inclusion, t

atients had complete resection of a metastasis followed i
ases by chemotherapy and in one case by chemotherap
adiotherapy.

Table 2 describes patient and disease characteristics
lusion. Among the five progressions or locoregional re
ences, four either received radiation (n 5 2) or occurred in a
rea irradiated during the initial treatment (n 5 2).
One patient was wrongly included: the only evaluable ta
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189LHRH AGONIST IN ADVANCED ENDOMETRIAL CANCER
as in bone and the patient had received two lines of ch
herapy as initial treatment. Efficacy and survival data for
atient will be presented separately.

fficacy

A total of 101 injections were administered in 24 eligi
atients, with a median of 3 injections per patient (ran
–12). One patient was lost to follow-up and another die
nknown causes after receiving one injection. The effic
nalysis concerns 23 patients and the survival analysis
erns all included patients.
In 6 patients, disease progression led to treatment disco

ation after two injections. Among the 16 patients who
eived at least three injections, there were 9 progressio
tabilizations, 1 partial response, and 1 complete respons
n overall response rate of 8.7%). Table 3 reports the ch

eristics of patients with response or stable disease (n 5 7). In
cases the tumor was endometrioid. No responses or s

ations were observed in poorly differentiated tumors (g
), in targets previously irradiated or localized in an irradia
rea, or after progestin treatment failure.
The mean progression-free interval for the 24 patients

.2 months (64.8 months). Complete response on an evalu
ymph node target was maintained throughout the study

TABLE 1
Initial Patient and Disease Characteristics and Treatment

Number of patients 25
Median age (years) (range) 62 (36–82)
Initial diagnosis

Histology (number and %)
Endometrioid 14 (44%)
Clear cell 3 (12%)
Serous papillary 4 (16%)
Adenosquamous 4 (16%)

Grade [FIGO 17]
G1 6
G2 6
G3 4
Unknown 9

FIGO stage [14]
I 13 (52%)
II 8 (32%)
III 2 (8%)
IVb 2 (8%)

Treatment (n)
Hysterectomy1 BSO 23
Hysterectomy1 USO 1
External radiotherapya 14
Brachytherapya 20
Chemotherapyb 3
Hormone therapyb 2

Note. BSO, bilateral salpingo-oophorectomy; USO, unilateral salpi
ophorectomy.

a Thirteen patients received brachy- and external radiotherapy.
b One patient received chemotherapy and progestins.
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onths). Although at 3 months there was 1 partial resp
nd 5 stabilizations (12.5%), at 6 and 9 months there w
espectively, 3 and 1 stabilizations. Two patients with st
isease after three injections died 1 month later. The fir
4-year-old patient, died of cerebral hemorrhage unrelat

he treatment or the disease. The second 70-year-old p
ied of bilateral infectious pneumonia.
The course was especially unfavorable in the presen

epatic metastasis (survival less than 7 months), with a s
-month stabilization in the six patients with liver involveme
edian survival differed between patients without progres

21.7 months; 4.3–35.5) and those with progressive dis
6.6 months; 3.2–24.5) on triptorelin.

Inhibition of the gonadotropin axis and compliance w
reatment were checked by plasma assays of estradiol,
nd LH before treatment and then at 1, 3, and 6 month

reatment in 20, 18, 13, and 5 patients, respectively. The re
onfirmed that triptorelin induced pituitary desensitization
ll these patients. Plasma assays after 1 month showed a
ecrease in LH and FSH levels with estradiol levels simila

TABLE 2
Disease at Inclusion

Number of patients 25
Median age (years) (range) 64.7 (46–85)
Time from initial diagnosis to inclusion

Median (months) (range) 29 (3–144)
3 months (n) 4
.3–18 months 7
.18–36 months 4
.36 months 10

Disease localization
n (time from initial diagnosis to inclusion)

(months)
LRD alone 3 (16,20,45)
LRD 1 metastasis 2 (3,45)
Metastasis alone 20 (3–144)

Site of metastasesa

Lomboaortic lymph nodes 2
Subclavicular lymph nodes 5
Liver 6
Lung 10
Bone 4
Othersb 7

Previous treatment for the target
(recurrence and/or metastasis) (time
from initial diagnosis to inclusion—
months)

n 25
None 17
Radiotherapyc,d 3 (3,13,45)
Chemotherapyd 4 (49,45,81,144)
Hormone therapy 2 (12,32)

Note.LRD, locoregional disease.
a Association of several sites in some patients.
b Skin, peritoneum, abdomen, kidneys, adrenals.
c Lomboaortic lymph nodes. (1 pt), pelvis (2 pts).
d One patient received radiotherapy and chemotherapy.

-
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190 LHOMMÉ ET AL.
hose observed before treatment. LH and FSH levels sh
ecreased in all patients at 3 and 6 months to below

hreshold of pituitary desensitization. Plasma estradiol le
lso decreased. Estradiol levels before starting treatmen
ecapeptyl were 25 and 7 pg/ml in the 2 patients who did
ave bilateral salpingo-oophorectomy.
CEA was assayed at least twice in 22 eligible patie

mong the 17 patients in which the initial value was nor
,7 ng/ml), there was no notable increase during dis
rogression. Initial values were moderately elevated (,30 ng/
l) in 3 patients while 2 others had levels of 56 and 229 ng
mong these 5 patients, a close correlation with clinical st
as observed in 4 cases and a progressive increase in

evels despite clinical disease stabilization was noted in
fth patient.
CA 19-9 was initially assayed in 22 patients, among wh

3 had high levels (.33 ng/ml). Eighteen patients had seve
ssays done: of the 8 patients with normal values, no s
uent increases were observed. There was a good corre
ith clinical status in 8 of the 10 patients with initially hi

evels.
CA 125 was initially assayed in 23 patients with a m

alue of 2186 311 IU/ml. In 2 of 8 patients with an initia
ormal assay (,35 IU/ml), subsequent increase occurred d

ng disease progression. Among the 12 patients with ele
nitial levels who had several assays, there was no correl
ith clinical status in 5 cases.
The survival analysis was performed on December 31, 1
edian survival for eligible patients was 7.2 months (ran
–36 months). Among the 18 recorded deaths, 15 were re

o disease progression, including 10 (55.5%) which occurr
he 6 months following inclusion. Median survival duration
ll included patients was 13 months as of the date of
ontact.
The ineligible patient received six injections. The b

TAB
Characteristics of Patients w

Age Histology Grade Stage
Initial

treatment
Initial diagnosis/

inclusion (months)
tr

78 End 2 II S 1 B 18
74 End 1 IB S 1 R

1 B
59

68 CC ? II R 1 B 144
76 End ? IA S 40
56 End 2 II S 81
63 End 1 IB S 1 R

1 B
29

70 End ? IA S 1 B 20

Note.End, endometrioid; CC, clear cell; S, surgery; R, external radiot
artial response; SD, stable disease; LAo, lomboaortic; Px, pulmonary;

a Clinical evaluation.
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arget was stable at 6 months. Only CEA was assayed an
evels normalized (from 13 to 7) after 6 months of treatm
his patient was alive (231 months of follow-up) at the cuto
ate.

afety

There were no treatment discontinuations due to toxicit
atient refusal. Four adverse events (all grade 1) were co
red possibly related to triptorelin: headache (one pat
sthenia (one patient), altered liver function (one patient)
ruritus (one patient). There were no reports of local injec
ite reactions.

DISCUSSION

The prognosis of endometrial adenocarcinoma is espe
oor in advanced disease (10% of patients) [2] or recu

orms. Systemic treatments have only moderate, transie
cacy and are often complicated by the fact that these
atients usually present with other chronic diseases (r
enous, or cardiovascular disease or diabetes) [18].
The presence of GnRH receptors in endometrial aden

inoma tumor tissue and the low toxicity of GnRH analogs
ed them to be proposed as an interesting alternative to
ormone therapies in this disease. In 1986 Perlet al. [19] were

he first to report a tumor response to a GnRH agonist. Fu
ncouraging results reported by Gallagheret al. in 1991 [13] in
7 patients showing an objective response rate of 35% a
edian remission of 20 months prompted us to continue

linical research along these lines. The conclusions of
tudy were taken into account in our choice of inclus
riteria. Thus, patients with progestin-resistant tumor or w
arget located in an irradiated zone were eligible.

Among the 23 evaluable patients in our study, 1 comp

3
Response or Stable Disease

rior
ment of
rget Target

Duration
(months)
triptorelin Status

Survival
(months) Respons

Subclav.a 12 Alive 35 CR
Px 7 Alive 22 PR

LAo Px, skin 7 Died 16 SD
Liver, peritoneum 5 Died 4 SD

(PR)a Px Mediastinal 9 Alive 30 SD
Mammary chain
LN, peritoneum

9 Alive 21 SD

Peritoneum 4 Died 4 SD

py; B, brachytherapy; C, chemotherapy; ?, unknown; CR, complete re
, lymph node; Subclav, subclavicular LN.
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191LHRH AGONIST IN ADVANCED ENDOMETRIAL CANCER
esponse, 1 partial response (response rate of 8.7%),
tabilizations were obtained. These results are markedly l
han that previously described with GnRH agonists. T
nitially, three groups (Perlet al. [19], Gallagheret al. [13], De
riese and Bonte [20]) have reported detailed results obta
ith GnRH agonists in progressive or recurrent adenoc
oma. The combined results of these three studies in 2

ients give an overall response rate of 45%. More rece
allagheret al. updated their study with another 15 patie

with a lower dose of leuproreline) [21] and Covenset al. [22]
eported no response in 25 patients treated with leupro
ombining all these results, the response rate is 21%
atients.
Our response rate is also lower than those described

ther hormone therapies. Recent, well-designed studies
eported response rates of 15 to 20% with progestins [18
4] and 0 to 53% with tamoxifen, with an average value
bout 20% [18, 24].
The efficacy of hormone therapy in endometrial adeno

inoma is related to various clinical and/or histological fact
he highest response rates are observed for well-differen

umors and for tumor cells containing cytosolic hormone
eptors (mainly for progesterone), although the assay of
eceptors is neither standardized nor common clinical prac
he highest response rates are also observed for lesions l
utside previously irradiated zones, for small tumor volum
nd for late recurrence (disease-free interval over 3 years)
Steroid or LHRH receptors status were not determined in

tudy and are not described in the studies of Gallagheret al.or
ovenset al.
In the 9 patients in our study in which the initial histologi

rade could not be determined, there were no responses
tabilizations. In the 16 patients with a defined histolog
rade tumor, no responses or stabilizations were observe
oorly differentiated tumors (grade 3). In the Gallagheret al.
tudy [21], there was no significant difference in response
ccording to the histological grade of tumors. In Cove
tudy, 24% of tumors were well differentiated and no resp
as observed. So, the impact of grade of the endom
denocarcinoma on the efficacy of LHRH agonists is unc
or further studies concerning hormone therapy in endom
denocarcinoma we believe that grading should be an eli

ty criterion.
Usual criteria for hormone therapy failure in endome

denocarcinoma were observed in our study. So, contra
eyarajahet al. [21], no responses were obtained on irradia
argets or targets in the irradiated area (6 patients); in pa
ncluded less than 18 months after the initial diagnosis
atients); or in case of prior progestin therapy failure (4

ients). This latter observation parallels what has been obs
ith tamoxifen: neither Slaviket al. [25] nor Edmonsonet al.

26] observed with tamoxifen a response after progestin t
ent failure. Like Jeyarajahet al. [21], we also observe

ailure of LHRH agonists on hepatic targets but this migh
d 5
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ed
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reflection of widespread dissemination and large tumor
me.
Six tumors progressed after two injections. This is prob

ue to an inherent lack of efficacy of the treatment and n
flare-up effect in these ovariectomized patients. Plasm

ays after 1 month showed a sharp decrease in LH and
evels with estradiol levels similar to those observed be
reatment.

The response rate is low in our study. The complete
artial responses lasted, respectively, for 7 and 121 months
horter than in the Jeyarajahet al.study [21] and similar to th
eport of Covenset al. [22]. In five other patients, stabilizatio
asted for a median of 7 months (range: 4–9). Four of
atients were still alive as of Dec. 31, 1995, with 21, 22,
nd 35 months of follow-up. We observed a difference
edian duration of survival between patients who did
rogress (21.7 months) and those who did (6.6 months; si

o the study of Covenset al. [22]). Among the seven patien
ho did not progress under triptorelin, only one died fr
rogression of disease (at 16 months). It is difficult to de
ine the respective roles of the progressive nature o
isease (well- or moderately differentiated endometrioid
ors, time to relapse between 18 and 144 months in the s
atients who did not progress) and the inherent efficacy o

reatment itself. The two responses obtained and the fac
hese patients had progressive (and not simply persisten
ase at inclusion argue in favor of a beneficial impac

reatment, including in case of disease stabilization. Sam
imilar response durations have been reported with proge
16 to 28 months) [27].

The mechanism of action of LHRH agonists in menopa
atients has not yet been elucidated. It could occur at

evels: pituitary and tumoral.
The predisposing role of hyperestradiolemia (absolut

elative) in the genesis of endometrial adenocarcinoma is
stablished [28–30]. In postmenopausal women, circul
strogens arise mainly from conversion in adipose tissu
ndrogens originating in the adrenals or ovarian strom
ost cases the initial treatment of endometrial adenocarci

ncludes salpingo-oophorectomy. In our study, only 2 of
atients did not have bilateral salpingo-oophorectomy an

radiol levels before triptorelin treatment were low.
Circulating estradiol levels tended to decrease during t
ent (even within castrate ranges). It should, however
oted that the initial levels were not very high and the in
retation of assays under 10 pg/ml is difficult. Gallagheret al.

13] did not detect modifications of serum levels of estrad
rogesterone, testosterone, or sex hormone binding glob
o, this minimal and unexplained decrease in plasma est
uring LHRH agonist treatment in women with bilateral s
ingo-oophorectomy might play a role in the mechanism
ction of LHRH agonists. However, if it exists, it is n
ssential. Pituitary desensitization does not therefore app
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e a sufficient explanation for the mechanism of action
HRH agonists in this indication.
Specific, biologically active receptors for LHRH [11, 3

nd for triptorelin [12, 32] have been detected at the surfa
ndometrial adenocarcinoma tumor cells. The percenta

hese receptors is higher in adenocarcinoma (77%) tha
ormal endometrium (23%) [12], suggesting a possible d
ction of LHRH agonists on tumor cells.In vitro, both high-
ffinity [12, 31, 32] and low-affinity [11, 32] binding sites ha
een described. In contrast to what has been describe
rogestins [23, 33], LHRH receptors are found in over 90%

umors, regardless of their histological grade [31]. Direcin
itro inhibition of tumor cell proliferation by LHRH agonis
as subsequently demonstrated. This inhibition depends o
ose and duration of exposure and is probably mediated b
igh-affinity binding sites [31, 32]. A direct antiproliferati
ction via autocrine–paracrine regulation of cell function

herefore hypothesized [34]. Unfortunately, more recent w
y Bax et al. [35, 36] raised doubts about these hypothe
ecause high-affinity receptors were not found in endome
denocarcinoma tumor cells and LHRH agonists did not in

umor growth. In this last study, receptor expression va
ccording to the culture conditions. Furthermore, Kleinmaet
l. [37] didn’t observe a significant sensitivity of endomet
ancer cells lines on agonist buserelin. On the whole, Baxet al.
35] were unable to provide any convincing arguments f
irect extrapituitary effect of LHRH agonists mediated
HRH receptors. Finally, we must stress that the presen
eceptors does not necessarily implicate a role of such r
ors in the mechanism of action. Thus, in ovarian adenoc
oma, GnRH receptors have been detected in a large pr

ion of tumors andin vitro inhibition of tumor growth has bee
emonstrated [8]. Despite thesein vitro data, published re
ponse rates with LHRH agonists are only 11% (14/121
ients). This low response rate alone does not bring into q
ion the effect of a direct action on the tumor (by ano
echanism of action), but the intensity of this action may

oo low compared to the tumor volume and the existenc
oorly vascularized targets in the irradiated zone to ha
linical effect.
The previously cited studies used LHRH agonists other

riptorelin: leuproreline (56 patients) and gosereline (8
ients) [20–22]. It is difficult to bear in mind that the observ
ifferences in activity are due to the drug used, as effica
imilar in the other pathologies [38, 39] andin vitro results are
dentical with gosereline and triptorelin [35]. Furthermo
eyarajahet al. [21] and Covenset al. [22] both used leupro
ide.

Tolerance of the treatment was excellent. In our study
our grade 1 adverse events were observed for 101 injec
one of the patients requested that treatment be stopped
bsence of alopecia and gastrointestinal upset, togethe

he monthly treatment schedule, promotes good compli
ith the treatment and, in particular, allows it to be admi
f
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ered at home, thereby avoiding frequent trips to the hos
imilar results have been reported in other studies [20–22
id not undertake quality of life measurement, but the abs
f toxicity of treatment avoided impairment of the quality

ife of these patients.
Chemotherapy and hormone therapy give similar resp

ates in endometrial cancers. Responses are usually brief
ral months) and median survival is identical (about
onths) [3, 4, 23]. They must therefore be considered pa

ive treatments. It is essential to choose the most effe
herapy possible which is suited to the physiological cond
f the patient and which does not impair quality of l
ormone therapy has fewer associated toxicities than ch

herapy, although progestins are not devoid of side eff
articularly on the veins. Tamoxifen has few associated to

ties but its use will be possibly limited (at least psycholo
ally) in this indication because it has been linked to
evelopment of endometrial cancer in patients treated
reast cancer [40].
In conclusion, we cannot explain differences observed

ween the published studies in terms of response rates. In
ases LHRH agonists may give long-lasting responses.
ase of administration, absence of contraindications, and

oxicity make them a candidate among the different horm
herapies. We believe that such a treatment can be pro
ainly for well- or moderately differentiated endometri

umors without liver metastases, which did not progress u
rogestin therapy and which did not recur in a previo

rradiated area. Additional studies with stricter inclusion cr
ia and a larger sample size are necessary to better evalua
fficacy of LHRH agonists in order to more precisely de

heir indications. Now, two multicenter phase II studies
ngoing, one in Germany and one in the United States [2
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