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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAI versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAI versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).




ID #27 Type: Translational Science

TITLE: VARIABLE DISCRIMINATORY POWER OF OVARIAN MARKERS ACROSS LIFESPAN WARRANT AGE-SPECIFIC PCOS
CRITERIA

AUTHORS: Pea J (1), Jarrett BY (1), Vanden Brink H (1), Brooks ED (1), Hoeger KM (2), Spandorfer SD (3), Pierson RA (4),
Chizen DR (4), and Lujan ME (1)

Affiliation: (1) Division of Nutritional Sciences, Cornell University, Ithaca, NY, USA (2) Department of Obstetrics and Gynecology, University of Rochester Medical
Center, Rochester, NY, USA (3) Center for Reproductive Medicine, Weill Cornell Medicine, New York, NY, USA (4) Department of Obstetrics, Gynecology and Reproductive
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAI versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAI versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).




ID #31 Type: Clinical Science

TITLE: CHANGES IN PCOS PHENOTYPE WITH WEIGHT LOSS ARE ASSOCIATED WITH BASELINE FREE ANDROGEN STATUS

AUTHORS: Carter, FE (1), Jarrett, BY (1), Vanden Brink, H (1), Oldfield, AL (1), Lujan, ME (1)

Affiliation: (1) Division of Nutritional Sciences, Cornell University, Ithaca, NY, USA

OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).




ID #48 Type: Translational Science

TITLE: THE ROLE OF B CELLS IN IMMUNE CELL ACTIVATION IN POLYCYSTIC OVARY SYNDROME

AUTHORS: Angelo Ascani (1), Sara Torstensson (1), Sanjiv Risal (1), Haojiang Lu (1), Gustaw Eriksson (1), Congru Li (1),
Katalin Sandor (1), Martin Helmut Stradner (2), Camilla | Svensson (1), Barbara Obermayer (2), Elisabet Stener-Victorin (1)

Affiliation: (1) Department of Physiology and Pharmacology, Karolinska Institutet, Stockholm, Sweden (2) Department of Internal Medicine, Medical University Graz,
Austria

OBIJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).




ID #50 Type: Basic Science

TITLE: OXIDATIVE STRESS AND WHITE ADIPOSE TISSUE IN A RAT MODEL OF POLYCYSTIC OVARY SYNDROME

AUTHORS: Pruett JE (1), Everman S (1), Salau F (1), Taylor L (1), Nguyen C (1), Hoang N (1), Edwards K (1), Hosler J (1),
Romero DG (1-3), Yanes Cardozo LL (1-4)

Affiliation: (1) Dept. of Cell and Molecular Biology, University of Mississippi Medical Center (UMMC), Jackson, MS, USA; (2) Women's Health Research Center, UMMLC,
Jackson, MS, USA; (3) Cardio Renal Research Center, UMMC, Jackson, MS, USA; (4) Dept. of Medicine (Division of Endocrinology, Diabetes and Metabolism), UMMC,
Jackson, MS, USA

OBJECTIVE: To determine the impact of weight loss on the phenotypic presentation of PCOS and identify factors associated
with phenotypic change.

METHODS: Women with PCOS and obesity (N=23) participated in a weight loss intervention requiring 2—4 visits per week to
a clinical research center. PCOS was defined by the Rotterdam criteria and participants were designated, in order of
phenotypic severity, as Frank, Non-PCO, Ovulatory and Non-Androgenic PCOS upon study entry. Participants consumed a
hypocaloric commercial meal program for 3 (N=20) or 6 (N=3) months with the goal of 1-2Ibs of weight loss per week.
Weight and menstrual cycle status were monitored at least twice-weekly. Anthropometry, dual x-ray absorptiometry,
transvaginal ultrasonography, hirsutism scoring and an oral glucose tolerance test were conducted at baseline and end of
the intervention. Upon completion of the intervention, participants were grouped based on responsiveness to the
intervention: 1) a positive responder (N=8) was defined by transition to a less severe PCOS phenotype, 2) a negative
responder (N=8) by a transition to a more severe phenotype or 3) non-responders (N=7) had no change in phenotype.
Differences in anthropometric, reproductive and metabolic features pre- and post-intervention were assessed by Wilcox
signed-rank test and differences across groups by Kruskal-Wallis tests.

RESULTS: At baseline, 48% of participants were classified as Frank, 43% Non-Androgenic, 9% Non-PCO and none had
Ovulatory PCOS. Post intervention, participants classified as Frank, Ovulatory, Non-Androgenic or Non-PCO changed to 44%,
26%, 22% and 4% respectively. One participant (4%) lost their PCOS designation. All participants experienced significant
decreases in weight, waist and hips circumference, and percent total and abdominal fat during the intervention (all p<0.05),
with average weight loss for the positive, no change and negative responder groups being -8.8%, -9.6%, -6.3%, respectively
(p=0.19). Baseline free androgen index (FAI) (p=0.041) and sex-hormone binding globulin (SHBG) (p=0.004) concentrations
as well as SHBG post-intervention (p=0.011) were significantly different across groups. Negative responders had higher
baseline FAIl versus the no change group (p=0.047). Likewise, baseline SHBG levels were lowest in negative responders with
significant differences detected between negative and the no change group (p=0.007). Post intervention, lower SHBG
persisted in the negative responders versus the no change group (p=0.025) and tended to be lower versus positive
responders (p=0.062). No other anthropometric, reproductive or metabolic features differed across groups at baseline or
post-intervention.

CONCLUSIONS: Intensive weight loss therapy is successful in driving phenotypic changes in PCOS. Individuals with higher FAI
and lower SHBG levels are least likely to experience short-term phenotypic changes in PCOS. As such, free androgen status
may serve as useful biomarker to predict phenotypic change in response to weight loss. (NIH RO1HD09374, 4T32DK007158-
41, 5R25GM125597-03; CIHR FRN146182).
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