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STUDY. O. S. Abdalmageed," T. A. Farghaly,’ A. M. Ismail
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OBJECTIVE: To determine the impact of short-term metformin therapy
on in vitro fertilization-embryo transfer (IVF-ET) outcomes in overweight
and obese women with polycystic ovary syndrome (PCOS).

DESIGN: A prospective cohort study

MATERIALS AND METHODS: This prospective cohort study was per-
formed at a University IVF Center. The study population was composed of
102 overweight and obese women (BMI>24 kg/M~) with PCOS who were un-
dergoing their first fresh autologous IVF-ET cycle with intracytoplasmic sperm
injection (ICSI). The study population was composed of two groups according
to whether or not they received metformin during the IVF cycle treatment
(51 patients in each group). The metformin-treated group received metformin
(1,000 mg per day orally) starting from onset of ovarian stimulation therapy
and continued until the day of the pregnancy test. For women with a positive
pregnancy test, the patients continued metformin until the end of the 12th
week of gestation. The primary outcome measures were the number of
retrieved oocytes, the number of the fertilized oocytes (two pn oocytes), fertil-
ization rate, implantation rate, clinical pregnancy rate and miscarriage rate.

RESULTS: Both the metformin-treated group and the control group were
comparable in terms of the age, BMI, duration of infertility, basal FSH, and
AFC . The metformin-treated group demonstrated a decreased number of the
retrieved oocytes and 2pn oocytes (p < 0.01). There was no difference be-
tween the two groups regarding the fertilization rate, implantation rate, mul-
tiple pregnancy rates, miscarriage rate or life birth rate (Table2). There were
no cases of ovarian hyperstimulation syndrome in either group.

CONCLUSIONS: Short-term administration of Metformin to overweight
and obese women with PCOS women decreases the number of oocytes
retrieved, but otherwise does not affect IVF outcomes.

References:
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ASSOCIATION OF INSULIN SENSITIVITY (IS) WITH AGE AT
MENARCHE (AAM) IN GIRLS WITH TYPE 1 DIABETES (T1D):
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OBJECTIVE: Abnormal timing of menarche 1s a predictor of many path-
ological conditions. Those pathologies include reproductive dysfunctions,
metabolic disorders and cardiovascular diseases. It has been reported that
early AAM 1s associated with lower IS and increased risk of type 2 diabetes.
However, the association of IS with AAM 1n girls with T1D has not been
studied. We have previously demonstrated that in girls with T1D, poor gly-
cemic control correlates with delayed AAM, while obesity - reflected by
Body Mass Index (BMI) correlates with earlier AAM. In this study, we
examine the association of IS with the AAM.

DESIGN: The SEARCH for Diabetes in Youth study comprises the largest
contemporary cohort of youth with diabetes in the US, inclusive of youth
diagnosed with diabetes younger than age 20 years whose diabetes was prev-
alent in 2001, or incident in the years thereafter.

MATERIALS AND METHODS: Participants included in our analyses
were girls (n=379) diagnosed with T1D from 2002-2005. Their mean age
at diagnosis was 9.6 = 2.7 years and T1D duration 9.8 &= 6.1 months. All sub-
jects had a baseline visit prior to menarche and > 1 follow-up visits. Their
Alc was 7.8 = 1.4 % and BMI 18.5 &+ 3.4 kg/mz. This cohort included
71% of non-Hispanic Whites, 12% African-Americans, 8% Hispanics, and
9% others. IS was determined using the IS score validated by euglycemic-hy-
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perinsulinemic clamp studies [1]. A series of multiple linear regression
(MLR) models with AAM as the outcome variable was fitted to examine
the confounder-adjusted impact of IS (measured at each visit) on AAM,
including linear and non-linear terms.

RESULTS: Unadjusted MLR models demonstrated neither linear nor
quadratic effects of IS as significant predictors for AAM (p=NS). However,
when adjusted for the potential confounders, including duration of T1D,
BMI, race, and socioeconomic status - IS had a significant negative linear ef-
fect (8=-0.09; p<0.01), and a significant quadratic effect (p<0.01) on AAM.
This pattern was opposite to the one seen in girls without T1D.

CONCLUSIONS: In our cohort of girls with T1D, lower IS is associated
with later AAM after the adjustment for potential confounders. This pattern
1s the opposite of that seen in girls without T1D. The reversal of pattern may
be secondary to pathological processes underlying T1D such as autoimmu-
nity. Further studies are needed to better understand the impact of IS on
reproductive system, including functionality of hypothalamic-pituitary-
gonadal axis of women with T1D.

Reference:

1. Dabelea D, D’ Agostino RB Jr, Mason CC, et al. Development, valida-

tion and use of an insulin sensitivity score in youths with diabetes: the
SEARCH for Diabetes in Youth study. Diabetologia 2011;54:78-86.

Supported by: SEARCH 1s funded by the Centers for Disease and Preven-
tion and the National Institute of Diabetes and Digestive and Kidney Dis-
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HIGH C-REACTIVE PROTEIN LEVELS IN WOMEN
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OBJECTIVE: This study investigated the physiology of CRP during the
IVF cycle in obese and non-obese women and evaluated the effect of CRP
on IVF outcomes.

DESIGN: A Prospective study was conducted between 4-8/2014. Patients
who underwent IVF treatment were recruited .The patients were divided into
two groups: normal/overweight (BMI <30 kg/m2) or obese (BMI = 30 kg/m?2).

MATERIALS AND METHODS: IVF Patients, ages 18-42 years were
enrolled. Those with chronic inflammatory diseases or with an acute illness
were excluded. A total of 31 patients were included in analysis, 17 with
BMI <30 kg/m2 and 14 patients with BMI >30 kg/m2. CRP levels were
measured at three points: 1) before starting ovarian stimulation (lowest E2
level), 2) on day of HCG administration (maximal E2 level), and 3) on day
of ovum pick-up (OPU), in both serum and follicular fluid. A basic hormonal
profile was also obtained at each point. Linear regression was used to evaluate
the effect of the different variables on embryo quality. Pearson and Spearman
correlations were used for CRP concentrations and other relevant parameters.

RESULTS: The serum CRP levels were significantly higher in obese
women at all 3 time points compared to those with BMI<30. A positive cor-
relation was found between basal estradiol (E2) and basal CRP (r=0.71,
P<0.05). However, no specific pattern of CRP level was detected at the
different time points during the IVF cycle. A positive correlation was found
between serum and follicular CRP levels during the day of ovum pick-up
(r=0.74, P<0.05). The serum CRP level on the day of OPU had a negative
effect on embryo quality (P=0.056). Patients were divided according to
CRP level <0.5 mg/dL and >0.5 mg/dL. Patients with CRP >0.5 had lower
quality embryos (2.610.3 vs. 3.31£0.3, P=0.04).

CONCLUSIONS: High serum CRP level on OPU day has a negative effect
on embryo quality. CRP level can be considered as a predictive marker for
IVF outcome.
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ASSOCIATION OF INSULIN SENSITIVITY WITH AGE AT MENARCHE

IN GIRLS WITH TYPE 1 DIABETES: SEARCH FOR DIABETES IN YOUTH STUDY ,
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ABSTRACT RESULTS

Our group has previously reported that in girls with type 1 Diabetes (T1D) poor glycemic control In our analyses, the unadjusted MLR models demonstrated that neither linear nor quadratic
correlates with delayed Age at Menarche (AAM), and obesity correlates with earlier AAM [1]. In this effects of IS are significant predictors for AAM (p=NS). When adjusted for potential
study, we examined the association of Insulin Sensitivity (IS) with AAM in the same cohort (n=379). The confounders, including duration of T1D, BMI, race, and socioeconomic status - IS had a

_IS score used (see below) was va_Iidated by _euglycemic_clam_ps [2]. To exa_mine the confqunder adjusted significant negative linear effect (B=-0.09; p<0.01), and a significant quadratic effect (p<0.01)
impact of IS on AAM we have fitted a series of multiple linear regression models with AAM as the on AAM. Unexpectedly, this pattern is opposite to the one observed in girls without T1D [3].

outcome variable, including linear and non-linear terms. Unadjusted models showed that neither linear L : :
. . . - o . However, as expected Body Mass Index z-score (BMIz) had a significant negative correlation
nor quadratic effects of IS are significant predictors for AAM (p=NS). After adjusting for the potential with IS (Spearman’s Rho =-0.41, p<0.0001).

confounders (duration of T1D, BMI, race, socioeconomic status) IS had a significant negative linear
effect (f=-0.09; p<0.01), and a significant quadratic effect (p<0.01) on AAM. This pattern was reverse to
the one typically seen in girls without T1D [3]. Therefore, it appears that pathologies underlying T1D may

alter the way in which IS impacts AAM. FIGURES
OBJECTIVES Fig. 1: Association of Insulin Sensitivity with Age at Menarche
Abnormal timing of menarche is a predictor of many pathological conditions. Those pathologies Fig. 2: Correlation between Insulin Sensitivity and Body Mass Index z-score

Include reproductive dysfunctions, metabolic disorders and cardiovascular diseases. It has been
reported that early AAM Is associated with lower IS and increased risk of type 2 diabetes [4].
However, the association of IS with AAM in girls with T1D has not been studied. We have . i "
previously demonstrated that in girls with T1D, poor glycemic control correlates with delayed ; o o 21
AAM, while obesity - reflected by Body Mass Index (BMI) - correlates with earlier AAM. | o
In this study, we examined the association of IS with AAM in T1D.

DESIGN & METHODS

The SEARCH for Diabetes in Youth study comprises the largest contemporary cohort of youth
with diabetes in the US, inclusive of youth diagnosed with diabetes younger than age of 20
years, whose diabetes was prevalent in 2001, or incident in the years thereafter. Participants
Included In our analyses were girls (n=379) diagnosed with T1D from 2002-2005. Their mean
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age at diagnosis was 9.6x2.7 years and T1D duration 9.8%+6.1 months. All participants had a 104 °o0 meooe @ iy
baseline visit prior to menarche and =1 follow-up visits. At the baseline visit, their mean Alc was 9 g
7.8%x1.4 % and BMI 18.5%3.4 kg/m2. This cohort included 71% of non-Hispanic Whites, 12% oL
African-Americans, 8% Hispanics, and 9% others. IS was determined using the IS score formula T oo 2 s v s e
: . : Insulin Sensitivity at Baseline Visit BMI_Z at Baseline Visit
validated by euglycemic clamp studies [2], as follows: _ :
IS=exp [4.6472520 - 0.02032 x (A-0.0977) x (B-0.00235) x C], Fig.1 Fg 2
where IS= Insulin Sensitivity; A=waist (cm); B=HbAlc (%); C= Triglycerides (mg/dL).

A series of multiple linear regression (MLR) models with AAM as the outcome variable was fitted
to examine the confounder-adjusted impact of IS (measured at each visit) on AAM, including
linear and non-linear terms.
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