
DESIGN: A case-control study in University-affiliated infertility center. A
total number of 81 women were enrolled in this study. Women who were
either undergoing laparoscopic confirmation of endometriosis (n ¼23) or
were controls (n ¼ 21). Women with endometriosis treated with Gonado-
tropin-releasing hormone agonist (GnRHa) (n¼31) and 6 follow up women
(n¼6).

MATERIALS AND METHODS: Their plasma were collected and de-
tected the metabolic pathways using Bioplex assay, seven metabolic path-
ways kit (Bio-Rad Laboratories, Hercules, CA) according to the
manufacturer’s instructions.

RESULTS:We found that AAT, AGP-1 and RBP4 were increased in endo-
metriosis patients. AAT is a protease inhibitor produced by the liver and be-
longs to the serpin superfamily of proteins. AAT protects tissue from
enzymes secreted by inflammatory cells. AGP1, also known as orosomucoid,
is an acute phase protein produced in the liver. AGP1 acts as a carrier of lipo-
philic and basic drug, steroids, and protease inhibitors. RBP4 belongs to the
lipocalin family and is the specific carrier protein for retinol (Vitamin A),
delivering retinol from liver stores to peripheral tissues. To further observe
whether AAT, AGP-1 and RBP-4 could be a biomarker of endometriosis,
we analyzed the ROC curve. RBP-4 showed high area under the curve
(AUC) values of 0.8 (95% confidence interval, 0.6696-0.9276). The AUC
of AAT and AGP-1 are 0.71 and 0.68, respectively. With a plasma RBP-4
level of 15.38mg/mL as the optimal cutoff value and defined the maximum
sensitivity and specificity. RBP-4 showed 79.17 % sensitivity and 71.43%
specificity. Moreover, AAT and RBP4 levels were significantly decreased
in the GnRHa treatment group. Follow up studies also showed that GnRHa
treatment decreased plasmaAATandRBP-4 levels in the same endometriosis
patient.

CONCLUSIONS: These results found that RBP-4 may be a potential
biomarker of endometriosis. AAT and RBP4 levels were significantly
decreased in the GnRHa treatment group.
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OBJECTIVE: To assess safety and maintenance of efficacy of linzagolix
after 52 weeks (w) of treatment.

DESIGN: Linzagolix is an oral GnRH receptor antagonist that induces a
dose-dependent reduction of estradiol and is being developed to treat EAP.
EDELWEISS was a Phase 2b, double-blind, placebo (PBO)-controlled trial
evaluating once daily linzagolix doses of 50, 75, 100 and 200 mg. At 24 w,
subjects could extend active treatment up to 52 w.
MATERIALS AND METHODS: Participants were women with surgi-

cally confirmed endometriosis and moderate to severe EAP. Efficacy was as-
sessed using a daily eDiary as the% of responders (R 30% reduction inmean
28-day scores) in overall pelvic pain (OPP), dysmenorrhea (DYS) and non-
menstrual pelvic pain (NMPP). Dyspareunia and dyschezia scores were also
assessed. Bone mineral density (BMD) of the femur, hip and spine were as-
sessed by dual-energy X-ray absorptiometry (DXA).
RESULTS: At 12 w, therewas a significant increase in the % of responders

for OPP, DYS and NMPP for doses of 75 mg and above compared to PBO.
These effects were generally maintained or increased at 24 and 52 w. At
12 w, there were significant improvements in dyspareunia (200 mg only)
and dyschezia scores which were maintained or increased at 24 and 52
weeks. Mean BMD losses (spine) at 24 weeks were <1% at doses of 50
and 75 mg and increased with increasing dose up to 2.6% for 200 mg. A
similar pattern was observed at 52 w. BMD changes in femur and hip were
similar but generally smaller.
CONCLUSIONS: Linzagolix at daily doses of 75 mg and above signifi-

cantly improved EAP symptoms at 12 w and these effects were maintained
or increased at 24 and 52 w. These data support Phase 3 trials in women
with EAP using linzagolix 75 mg once daily alone and 200 mg once daily
with low-dose add-back hormonal therapy.
SUPPORT: The study was funded by ObsEva SA.
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OBJECTIVE: To determine whether surgically-confirmed endometriosis
is associated with decreased implantation, pregnancy, or live birth rates
compared with male factor infertility in women undergoing in vitro fertiliza-
tion (IVF).
DESIGN: Retrospective multivariable analysis of 34,278 fresh IVF cycles

in Massachusetts between 2003- 2006, from the ‘‘eIVF’’ database.
MATERIALS AND METHODS: IVF cycles in women with surgically-

confirmed endometriosis were compared with those in couples with male

TABLE 1

PBOz 50 mg 75 mg 100 mg 200/100 mgy

N 12 w 53 49 56 51 56
24 w 40 48 39 44
52 w 30 36 22 30

% responders OPP 12 w 34.5 49.4 61.5* 56.4* 56.3*
24 w 52.5 70.8 66.7 77.3
52 w 66.7 69.2 53.8 82.4

% responders DYS 12 w 28.5 43.3 68.2* 68.6* 78.9*
24 w 47.5 58.3 82.1 84.1
52 w 50.0 69.2 69.2 64.7

% responders NMPP 12 w 37.1 46.2 58.5* 61.5* 47.7
24 w 50.0 72.9 64.1 72.7
52 w 66.7 69.2 53.8 76.5

Dyspareunia Mean (SD) CFB 12 w -0.4 (0.9) -0.6 (0.7) -0.7 (0.8) -0.7 (0.9) -0.8 (1.1)*
24 w -0.7 (0.8) -0.7 (0.8) -0.6 (0.8) -1.0 (1.0)
52 w -0.5 (1.1) -0.9 (0.8) -0.7 (1.1) -0.9 (0.9)

Dyschezia Mean (SD) CFB 12 w -0.7 (1.7) -1.4 (1.7) -2.1 (2.5)* -2.0 (1.8)* -1.7 (2.3)*
24 w -1.5 (2.1) -2.2 (2.5) -2.0 (2.3) -2.5 (2.6)
52 w -2.3 (1.8) -2.1 (2.9) -2.9 (3.1) -2.6 (2.7)

BMD spine Mean (95% CI) % CFB 24 w 0.14 (-0.83, 1.11) -0.80 (-1.57, -0.03) -1.37 (-2.14, -0.59) -2.60 (-3.56, -1.65)
52 w 0.14 (-1.04, 1.31) -1.14 (-2.21, -0.07) -1.40 (-3.35, 0.55) -2.19 (-3.59, -0.78)

zPBO only to 12 w; ySubjects randomized to 200 mg received 100 mg from 24 to 52 w; *p < 0.05 compared to PBO.

FERTILITY & STERILITY� e323


