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Fertility Sparing Treatment with High Dose Progesterone for Endometrial Carcinoma

and Atypical Hyperplasia in Young Women

—Five Years Observation of the Effect, Safety, and Following Pregnancy—
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Medroxyprogesterone Acetate (MPA) : ¥ A1 » H 600mg/day

26 8 4 H RO 5

2R’ aspirin (8lmg) %P 2

Primary endpoint
Secondary endpoint
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HEBFHER (n=45)

Endometrioid Adenocarcinoma (EC G1)
Atypical Endometrial Hyperplasia (AH)

£H (mean)

BMI (mean)

RAEARME

Polycystic Ovary Syndrome
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17
3L7=28 % (22~ 39)
228+39 (16 ~32.7)
27/45 ( 60%)
7/45 (15.6%)

17
11

[#£ 3] MPA BEDRBEHR

HERIE EC (n=22)* AH (n=17)
CR 12/22 (55%) 14/17 (82%)
PR 7/22 (32%) 4/17 (24%)
NC 3/22 (14%) 0

over all CR rate : 67% (26/39)
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[ 1] MPA #5412 X 5 TENEOMBEAMEIL  atypical endometrial hyperplasia complex
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WBIEHIC 4 61(102%) DIFEFE A RO b7z,
ZOIL 1PHITENEREIIBETH 720D
20b 6T, MEEER Y FRE LAEEED S 58
H RBIEEE L TWA., FEAE TOIRRE
O HBEE * A Kk KFE 0% 8 4 [ (2000~
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HE FERNERE 61 REIEHKMFIC
H1T2E5MPAR 526:8% (FEWIE20mm)

10, ‘
REBRBITIEREILTEFLT B0, JEHEBITIIELABASHTEHL,
(X 2] MPA #5112 X 5 FENBEOE S %1t

(% 4] HEIRBIO IR FRD: & T (12 5EH 15 1E4R)

diagnosis ART method age at pregnancy outcome
AH IVF-ET 36 C/S twin
AH hMG/hCG 32 NTVD
AH * Sp. pregnancy 33 NTVD
AH * Sp. pregnancy 37 NTVD
AH hMG/hCG 30 NTVD
EC IVF-ET 38 C/S twin
EC ** IVF-ET . 36 NTVD
EC** IVF-ET 39 NTVD
EC Sp. pregnancy 38 NTVD
AH IVF-ET 32 sp. abortion
AH IVF-ET 38 ) sp. abortion
AH IVF-ET 38 sp. abortion
AH IVF-ET 38 sp. abortion
AH : CLM 30 sp. abortion
AH * Sp. pregnancy ' 36 sp. abortion

* ** I same patient

2) MPA600mg 26 AMEH X512 X 5w E
MPA & DE & .
HERROEED HERIZLEFTIZ67% TH Y, JiiE(55%) & &
1) BEMOSHEHBCIZL 2 RS HOIES X T PIREBE TR SE (82% ) D IC BB DOEZ D 7.
X 81% THh - 7-. IREH P TlEIR 5% 8 3B T BT HRF
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« AH 6/16 (37.5%)
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H EIREE625105
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B M OB SRR, 3 X VR R Y BREREAE 12
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[ 6] AHFFETD MPA HBEEEBICI T HIRE
L

SREIRE DAL 4/39 (102%)
PRELHE b #i* (borderline-carcinoma?)
PRMLIEE Ta #8 (borderline tumor)
BRBLIE Tc 1+ + FEMAE Ib 1

(»3hd Endometrioid adenocarcinoma)
WYY (Endometrioid adenocarcinoma) *

FEARBERER CTOIERE O
BRENBEREO L VER (AKX KE 2000 ~ 2007)
40 B2 E CEHER 60.2 %) 14/212 ( 66%)
40 AR (CEH4E# 33. 1) 3/20 (15.0%)

RN BB RIRE R D
*2BEOFESEICH L MPA G#R#, 58 4 ARIZET

(& 7] FEERNEEEREICET 2 BETFRAOTFENEL ORI —E(ANERKE)
HEH [ 2

PEENRELET 2 5 7 5l
BIETRIA—B 0/5 4/7
(ER, PR, PTEN, B-catenin DRI THORBEBENTFENBELIDE TEEIZI—H LD D)
F—BATORBE—K 0/4 4/6

(7%, YPB & 312 Endometrioid adenocarcinoma T 5 )

* 40 RARTBOTENE (FEABERME) 31MEH (1990 ~ 2008) THIRICEMRE 2D S
3D

** A0 ML EOTEMRE 41 EF (2004 ~ 2007) THEICENKREZRDZD0
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Synopsis

As the number of younger women with endometrial carcinoma has increased, fertility—sparing
treatment has received much attention. Progestin has been a major role of this treatment. Neverthe-
less, the clinical benefit of fertility-sparing treatment with progestin is still uncertain. To clarify the
efficacy of fertility-sparing treatment using medroxyprogesterone acetate (MPA) for endometrial
carcinoma (EC) and atypical hyperplasia (AH) in young women, we conducted multicenter prospec-
tive study for this issue at 16 institutions in Japan.

Twenty-eight patients having EC at presumed stage I a and 17 patients with AH at less than 40
years of age were enrolled. All patients were given a daily oral dose of 600mg MPA with low dose as-
pirin. This treatment continued for 26 weeks, as long as the patients responded. Either estrogen-
progestin therapy or fertility treatment was provided for the responders after MPA therapy. CR was
found in 55% of EC cases and 82% of AH cases. The overall CR rate was 67%. Neither therapeutic
death nor irreversible toxicities were observed. During the 5-year follow-up period, among 20 pa-
tients with wish for baby, fifteen pregnancies in 12 patients and 9 normal deliveries were achieved af-
ter MPA therapy. Eleven of 15 pregnancies were brought about by fertility treatment, and 8 of them
were achieved by in-vitro fertilization and embryo-transfer program. Fifteen recurrences were found
between 7 and 58 months including 9 of 14 EC (64%) and 6 of 16 AH (38%). Recurrence was seen in
72% of patients having treatment free period and in 86% of patients without conception in spite of
fertility treatment.

Four cases of ovarian malignancies (10.2%) was found in this series. In EC patients of our institu-
tion, the more incidence of ovarian cancer in EC patients of less than 40 years of age (15.0%) than
those of more than 40 years of age (6.6%) was shown. Also, high incidence of clonality difference be-
tween endometrium and ovary was found in younger patients.

In conclusion, the efficacy of fertility-sparing treatment by high- dose MPA for EC and AH was
proved by this first prospective trial. The indication of MPA therapy should be restricted to stagela
disease. Even in the responders, close follow up with continuous Estrogen-Progesterone administra-
tion or immediate infertility treatment is required because of their substantial recurrence rate.
Longer-term hormonal treatment or ovarian preservation at hysterectomy is not recommended, be-
cause these patients have high incidence of synchronous ovarian cancer. Close communication and
corroboration between gynecologic oncologist and reproductive endocrinologist is indispensable for
the safety and achievement to the goal of fertility-sparing treatment.
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