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Abbreviations list:
	17-OH P4
	17-Hydroxyprogesterone

	AA
	Anti-androgen medications

	AMH
	Anti-Müllerian hormone

	BMI
	Body mass index

	BP
	Blood pressure

	CAH
	Congenital adrenal hyperplasia

	CC
	Clomiphene citrate

	CVD
	Cardiovascular disease

	ET
	Endometrial thickness

	FSH
	Follicular stimulating hormone

	GDM
	Gestational diabetes mellitus

	GnRH
	Gonadotropin-releasing hormone

	GT
	Gonadotrophin

	HCG
	Human chorionic gonadotropin

	HDL
	High-density lipoprotein

	HIT
	High intensity training

	HTN
	Chronic hypertension

	ICSI
	Intracytoplasmic Sperm Injection

	IGT
	Impaired glucose intolerance

	IR
	Insulin resistance

	IUI
	Intra-uterine insemination

	IVF
	In-vitro fertilisation

	IVM
	In-vitro maturation

	LDL
	Low-density lipoprotein

	LET
	Letrozole

	LH
	Luteinizing hormone 

	LOD
	Laparoscopic ovarian drilling

	LST
	Lifestyle intervention treatment

	MBS
	Metabolic syndrome

	MDT
	Multi-disciplinary team

	MIT
	Moderate intensity training

	MTF
	Metformin

	NAFLD
	Non-alcoholic fatty liver disease 

	NASH
	Non-alcoholic steatohepatitis

	OCP
	Oral contraceptive pill

	OGTT
	Oral glucose tolerance test

	OHSS
	Ovarian hyperstimulation syndrome

	OI
	Ovulation induction

	OSA
	Obstructive sleep apnoea

	PCOM
	Polycystic ovarian morphology

	PET
	Pre-eclampsia

	PGZ
	Pioglitazone

	PTL
	Preterm labour

	QOL
	Quality of life

	SNL
	Spironolactone

	T2DM
	Type 2 diabetes mellitus

	TT/FT
	Total Testosterone/Free Testosterone

	TVUS
	Transvaginal ultrasound scan

	VTE
	Venous thromboembolism


 

Supplementary Table (1): Summary of clinical practice guidelines’ recommendations for the diagnosis of polycystic ovary syndrome in adolescents and adults.

	Guideline
	Diagnosis in adolescents
	Diagnosis in adults

	ICPE18
	-PCOM alone is not diagnostic of PCOS.

-Measurement of ovarian volume, follicle number and size and uterine dimensions is useful but not essential to diagnose PCOS in girls with amenorrhoea.

-Diagnose clinical hyperandrogenmia as moderate to severe hirsutism +/- inflammatory acne and biochemical hyperandrogenism with TT/FT based on the methodology used, as no clear cut-off exists for adolescents.

- Do not use AMH, T/DHT ratios, proteins microRNA, insulin resistance, compensatory hyperinsulinemia, or obesity for diagnosis.

-Mild hirsutism may be a sign of androgen excess when
associated with menstrual irregularities.

-Moderate or severe inflammatory acne unresponsive
to topical therapy may require investigation of androgen
excess, but Isolated acne and/or alopecia should not be considered
diagnostic criteria for PCOS in adolescence.

-Persistent menstrual disturbance >2 years after menarche or primary may suggest androgen excess.
	-Not reported

	AE-PCOS26
	-Not reported
	-Not reported

	NHMRC14
	-USS is not recommended as first-line diagnostic test and TVUSS is not appropriate in non-sexually active adolescents.

-Consider PCOS in adolescents with >2 years history of irregular periods post menarche as a diagnosis of exclusion.
	-Check biochemical hyperandrogenism using TT, FT or FAI as first-line investigation, the addition of Androstenedione and DHEAS could be second-line investigation. If androgen levels are markedly above laboratory reference ranges, secondary causes need to be excluded including CAH.

-Assessment of biochemical hyperandrogenism should be performed after 3 months’ withdrawal of OCPs. 

	ES21
	-Anovulatory symptoms and PCO morphology are not sufficient for diagnosis.

-Consider PCOS in adolescents with oligomenorrhea and clinical/biochemical hyperandrogenism after excluding other causes.

	-Diagnostic criteria with 2/3 of androgen excess, ovulatory dysfunction, or polycystic ovaries (PCO) after excluding other causes.

-Physical examination should document cutaneous manifestations of PCOS: terminal hair growth, acne, alopecia, acanthosis nigricans, and skin tag.

-Presumptive diagnosis of PCOS with long-term history of oligomenorrhea and hyperandrogenism in perimenopausal and menopausal women.

	IFS20
	-Diagnosis in adolescents should include 5 tests: Total T (>60 ng/dL), OGTT, 17– OH P4, TSH, and prolactin.

- Serum LH, follicle stimulating hormone(FSH) and cortisol should be assessed.

-Do not use AMH for diagnosis.

-Oligomenorrhea or amenorrhea >2 years after menarche is early clinical sign of PCOS.
	-Consider PCOS in Indian women showing at least one biochemical characteristic (overweight/obesity, markers of insulin resistance (aconthosis nigricans), family
history of DM or PCOS, dyslipidaemia) in conjunction with one clinical symptom (pubertal deviations, menstrual irregularity, PCOM, early, persistent severe or frequently replapsing acne or hirsutism for more than two years). Women at risk should be screened by an appropriate healthcare provider and all clinical and biochemical risk factors documented in the case history.

- Diagnosis as per the Rotterdam criteria.

-Cutaneous manifestations such as hirsutism, acne and androgenic alopecia, Indian specific grading should be performed.

- Acanthosis nigricans with or without obesity is an additional diagnostic criterion.

- Mild prolactinaemia and subclinical hypothyroidism are common in PCOS.

-In peri-menopausal and menopausal women with a clinical history of prolonged periods of androgen excess and oligomenorrhea during the reproductive years, additional
evidence of PCO morphology, log ovarian volume, follicle number, and testosterone should be considered to diagnosis PCOS.

	CREPCOS13
	-For adolescents who have features of PCOS but do not meet diagnostic criteria, an “increased risk” could be considered and reassessment advised at or before full reproductive maturity, 8 years post menarche. This includes those with PCOS features before OCP commencement, those with persisting
features and those with significant weight gain in adolescence.

-PCOM should not be used in the diagnosis of PCOS in girls < 8 years after menarche.

-TVUS is preferred if sexually active and acceptable.
	-PCOM should be on either ovary, a follicle number per ovary of > 20 and/or an ovarian volume ≥ 10ml, ensuring no corpora lutea, cysts or dominant follicles are present.

-PCOM should be considered to diagnose PCOS in peri-menopausal and menopausal women with a clinical history of prolonged periods, oligomenorrhea and androgen excess 

-Completed history and physical examination for symptoms and signs of clinical hyperandrogenism, (acne, alopecia, hirsutism) using Standardised visual scales (Ferriman Gallwey score and The Ludwig visual score). There are no universally accepted visual assessments for evaluating acne.

-Assess biochemical hyperandrogenism using high quality assay free or bioavailable T and FAI and other causes of biochemical hyperandrogenism need to be considered.

-Androstenedione and DHEAS could be considered if TT or FT are not elevated.
-Interpret androgen levels using the reference ranges of the laboratory used as different methods and laboratories vary widely and normal values should be based on levels from a well phenotyped healthy control population.

-Do not use AMH for diagnosis.

-Ovulatory dysfunction can still occur with regular cycles and if anovulation needs to be confirmed serum progesterone levels can be measured.

-Reliable assessment of biochemical hyperandrogenism is not possible in women on hormonal contraception.

-In patients with irregular menstrual cycles and hyperandrogenism, an ovarian ultrasound is not necessary for PCOS diagnosis.

-Consider PCOS in menopausal women if there is a past diagnosis of PCOS, a long-term history of irregular menstrual cycles and hyperandrogenism and/or PCOM, during the reproductive years. New-onset, severe or worsening
hyperandrogenism including hirsutism, require further investigation to rule out androgen-secreting tumours and ovarian hyperthecosis 

	AES25
	-Not reported
	-Not reported

	RANZCOG23
	-Not reported
	-Diagnosis of PCOS should be made using current international criteria such as the Rotterdam Criteria

	RCOG32
	-Not reported
	-PCOS should be diagnosed according to the Rotterdam consensus criteria.

-TVUS should be considered in women with PCOS and no withdrawal bleeds or with abnormal uterine bleeding. 

-In PCOS, an endometrial thickness of less than 7 mm is unlikely to be hyperplasia.

-A thickened endometrium or an endometrial polyp should prompt consideration of endometrial biopsy and/or hysteroscopy. 

	PES19
	-There is no compelling criteria to define PCOM in adolescents. 
-An ovarian volume >12cm can be considered enlarged.

-Follicle counts should not be used to define PCOM in adolescents.

-Multifollicular pattern (the presence of large follicles distributed throughout the ovary) with no hyperandrogenism, is more common in adolescents and is not a pathological finding.

-Abdominal USS in adolescents particularly obese girls may yield inadequate information.

-Ovarian imaging can be deferred during the diagnostic evaluation for PCOS.

-AMH concentrations should not be used to characterise PCOM.

-Isolated mild hirsutism should not be considered clinical evidence of hyperandrogenism in the early post-menarche.

-Biochemical evidence of hyperandrogenism (persistently high TT or FT) should be used to diagnose hyperandrogenism in an adolescent girl with symptoms of PCOS after excluding other causes of androgen excess using a thorough medical history, physical examination and appropriate laboratory assessment.

-A single androgen level >2SD above the mean is not evidence of hyperandrogenism in asymptomatic adolescents.

-Insulin resistance and hyperisulinaemia are not diagnostic of PCOSI in adolescents, but can be considered as indications to investigate and treat potential comorbidities.

-In healthy girls with regular menstrual cycles and without hyperandrogenism, PCOM does not indicate a diagnosis of PCOS.

-Menstrual intervals persistently <20 days or >45 days two years after menarche are evidence of oligo-anovulation.

-Menstrual intervals >90 days are rare and require further investigation regardless of years after menarche.

-Amenorrhea by 15 years or >2-3 years after thelarche warrant consideration of PCOS.
- PCOS diagnosis should not be confirmed if oligomenorrhoea has not persisted for >2 years in adolescents with clinical and biochemical hyperandrogenism.

-No validated diagnostic criteria with robust clinical and hormonal findings exist to avoid over-diagnosis and unnecessary treatment in otherwise healthy normal girls without hyperandrogenism.
	-Not reported

	AACE17
	-Ultrasound in not the first line investigation in girls <17 years.

-Persistent oligomenorrhoea (>40 days) 2-3 years after menarche predicts ongoing menstrual irregularities.

-Ovarian dysfunction in adolescents should be based on oligomenorrhoea and/or biochemical evidence of oligo/anovulation.
	-Diagnose PCOS based on the presence of at least two of the following
three criteria: chronic anovulation, hyperandrogenism (clinical or biological) and polycystic
ovaries after careful clinical assessment of women’s history, physical examination, and laboratory evaluation, emphasizing the accuracy and validity of the methodology used for both biochemical measurements and ovarian imaging.

-New ultrasound machines allow diagnosis of PCOM in patients having at least 25 small follicles and ovarian size >10mL.

- FT are more sensitive than the measurement of TT.

- 17OH-P4 and AMH are useful for diagnosis of PCOS. 

-Midluteal P4 is the best way to assess ovulation (>7ng/mL).

-Cycle length >35 days suggests chronic anovulation, but cycle length slightly longer than normal (32 to 35 days) or slightly irregular (32 to 35-36 days) needs assessment for ovulatory dysfunction.


	ACOG12
	-Not reported
	-Not reported

	ESHRE/ASRM22
	-Not reported
	-Not reported





Supplementary Table (2): Summary of clinical practice guidelines’ recommendations for the management of polycystic ovary syndrome in adolescents and adults

	Guideline
	Lifestyle 
	Menstrual irregularity 
	Hirsutism and acne 
	Infertility 

	ICPE18
	-LST should include calorie-restricted diets exercise, and behavioural as 1st line therapy in overweight women aiming for 5-10% weight loss with longterm goals of maintaining 10-20% weight reduction.

-Extremely obese adolescents respond poorly to LST. Offer combined weight loss and physical exercise as 1st line therapy aimed to decrease hepato-visceral adiposity, enhance central fat loss, and attenuate pre-gestational oligo anovulation gestational complications such as
GDM, PET, PTL. 

-In normal weight adolescents, increased physical activity is effective in reducing MBS, but exclusive weight loss is not supported.
	-No specific OCP is recommended over another in adolescent with PCOS.

-In some adolescents with or at risk for PCOS, normal ovulatory function may exist or emerge with time and present as ovulatory adolescent PCOS.
	-AA are superior to MTF alone and should only be used when contraceptive
measures are guaranteed.

-Offer photoepilation as 1st line for localised hirsutism, topical Eflornithine as an adjuvant therapy for laser-resistant facial hirsutism in adolescents >16 years or as monotherapy in those where photoepilation is not indicated.
 
-Diode and Alexandrite lasers are preferred for treatment of hirsutism.

-Alexandrite laser is superior to IPL methods in facial hirsutism.

-Topical Finasteride is not recommended.
	-Not reported.

	AE-PCOS26
	-Not reported.
	-Not reported.
	-Not reported.
	-Not reported.

	NHMRC14
	-Recommend 5-10% weight loss in overweight women as beneficial and feasible initial target.

-Single or combined LST (diet, exercise, behavioural) should be 1st line therapy targeting weight loss if BMI ≥25kg/m2 and prevention if BMI ≤25kg/m2 

-Promote weight loss by reducing dietary caloric intake and prevention of weight gain by monitoring caloric intake with healthy food choices irrespective of diet composition. 

-Provide Face to face, tailored dietary advice, including education, behavioural change techniques and ongoing support to overweight women with MTD input from all health professionals caring for women with PCOS. 

-Recommend 150 min/week exercise of this, 90 min/week should be aerobic activity at moderate-high intensity.

-LST alone without pharmacological therapy should be first-line therapy for 3-6 months for ovulation induction in women with BMI ≥30kg/m2.

-Discuss the following issues before bariatric surgery: 

-A structured weight management program involving diet, physical activity and interventions to improve psychological, musculoskeletal and cardiovascular health should continue post-operatively. 

-Inform of the risk of pre-and post-operative nutritional deficiencies with MDT input including a bariatric surgeon, a dietitian and other team members. 

-Psychological factors should be considered and managed in infertile women to optimise engagement and adherence with LST. 

-Bariatric surgery should not be conducted in pregnancy. 

-Pregnancy should be avoided during periods of rapid weight loss and for at least 12-18months after bariatric surgery.

-Contraception should be discussed prior to surgery.
-If pregnancy occurs, discuss pre- and post-operative nutritional deficiencies with MDT input including an obstetrician, bariatric surgeon a dietitian and other team members. 

-Fetal growth should be monitored during pregnancy.
	-Consider OCP in adolescents after 12 months of irregular cycles (>35 or <21 days) from menarche.

-OCP should be withdrawn for 3 months in non- sexually girls to assess biochemical hyperandrogenism for the diagnosis of PCOS.

	-Not reported.
	-LST (diet and exercise) should be used to optimise health generally and to alleviate PCOS clinical severity including infertility. 

-Use 3 to 6 months intensive LST alone or pharmacological agent as 1st line therapy for OI in women with BMI ≥30kg/m2. 

-Consider pharmacological OI as 2nd line if LST fails. 

-Pharmacological OI should not be recommended as 1st line therapy in morbidly obese women until after appropriate weight loss through diet, exercise, bariatric surgery, or other means.

-Morbid obesity increases pregnancy risks and should be regarded as a relative contraindication to assisted fertility.

-Offer CC as 1st line pharmacological therapy for OI with monitoring to reduce the risk of multiple pregnancy.

-MTF could be used alone to improve ovulation and pregnancy rate in anovulatory, overweight, or women with unexplained infertility. 

-Combine CC and MTF for OI in obese women with no other infertility factors. 
 
-Offer GT as 2nd line pharmacological OI when CC has failed, it could be considerd as 1st line therapy in anovulatory infertile women with no other infertility factors.

-LET could be offered as 1st line treatment for OI with caution after explaining its off label use. 

-Offer LOD only as 2nd line therapy when CC has failed, or as 1st line if laparoscopy is indicated for other causes. 

-Offer bariatric surgery as 2nd line therapy to improve fertility outcomes in anovulatory, women (BMI ≥35kg/m2) with failed LST and/or drug interventions for >6 months.


	ES21
	-Consider exercise therapy for overweight and obesity women. 

-Consider calorie-restricted diets as weight loss strategies but no evidence that one type of diet is superior for overweight or obese adolescents and adults.

-Offer LST (calorie-restricted diet and exercise) with the objective of weight loss as 1st line treatment for overweight/obesity.
	-Recommend hormonal contraceptives (OCP, patch, or vaginal ring) as 1st line management for the menstrual abnormalities, hirsutism, acne after screening for contraindications, no one hormonal contraceptive formulation is preferred over another.

-Consider MTF as 2nd line therapy for menstrual irregularity if OCP are contraindicated. 
	-Offer contraceptives as 1st line treatment in adolescents with suspected PCOS to treat acne, hirsutism, or anovulatory symptoms, or to prevent pregnancy.

-Consider contraceptives in  premenarchal girls with advanced pubertal development for clinical and biochemical hyperandrogenism.
	-Exclude other causes of infertility, beyond anovulation, in couples with subfertility. 

-Screen ovulatory status using menstrual history. Women with eumenorrheic menstrual history may still experience anovulation and a midluteal serum P4 may be used as a screening test.

-Offer preconceptual assessment of BMI, BP, and OGTT to reduce the risk of pregnancy complications (GDM, PTL, PET).

-Offer preconceptional counselling on lifestyle, weight reduction and exercise in overweight women, smoking cessation and alcohol consumption reduction before fertility treatments.

-Offer CC as 1st line treatment of anovulatory infertility.

-Consider MTF as an adjuvant therapy for infertility to prevent OHSS in women with PCOS undergoing IVF.

-Explain OI is highly effective with a cumulative singleton live birth rate of 72%. Patient-tailored approaches should be developed based on women characteristics which may result in deviation from the suggested ovulation strategies in well-defined subsets of women.

-Insufficient evidence is currently available to recommend the clinical use of aromatase inhibitors for routine ovulation induction. 

-Consider LET as 1st line pharmacological treatment for OI in women with anovulatory infertility and no other infertility factors to improve ovulation, pregnancy and live birth rates.

-CC could be used alone with anovulatory infertility and no other infertility factors to improve ovulation and pregnancy rates.

-MTF could be used alone with anovulatory infertility and no other infertility factors, to improve ovulation, pregnancy and live birth rates.

-CC is preferred to MTF for OI in obese women (BMI ≥ 30 kg/m2) with anovulatory infertility and no other infertility factors.

-CC and MTF could be combined for OI in obese women (BMI ≥ 30 kg/m2) with anovulatory infertility and no other infertility factors.to improve ovulation, pregnancy and live birth rates, rather than persisting with CC alone.

-GT could be considered as 1st line treatment, in the presence of ultrasound monitoring, following counselling on cost and potential risk of multiple pregnancy, in women with PCOS with anovulatory infertility and no other infertility factors.

-GT, where available and affordable, should be used in preference to CC+MTF, in women with CC-resistance and no other infertility factors, to improve ovulation, pregnancy and live birth rates.

-GT could be combined with MTF in women with CC-resistance and no other infertility factors, to improve ovulation, pregnancy and live birth rates.

-Offer GT or LOD an individual basis if CC failed to result in pregnancy. Explain the risk of multiple pregnancy and intense monitoring of ovarian response with GT. Explain LOD is usually effective in 50% of women and additional ovulation induction may be required.

-Either GT or LOD could be used in women with CC-resistance and no other infertility factors, following counselling on benefits and risks of each therapy.

-With GT OI, only trigger ovulation if <3 mature follicles and advise to avoid unprotected intercourse.

-LOD could be offered as 1st line treatment if laparoscopy is indicated for another reason.

-Offer IVF as 3rd line treatment if OI has failed. 

-GNRH antagonist protocol is preferred for IVF ± ICSI cycle to reduce the stimulation duration, total GT dose and risk of OHSS.

-MTF (1-2.5g daily) could be used as adjunct before and/or during ovarian stimulation in IVF ± ICSI therapy with a GnRH agonist protocol to improve the clinical pregnancy rate and reduce the risk of OHSS. Stop MTF at the time of the pregnancy test or menses
unless otherwise indicated, and explain potential side-effects.

	IFS20
	-Recommend daily strict physical activity sessions for at least 30mins/day or 150mins/week.

-Recommend LST (healthy, balanced diet consisting of regular, calorie-restricted meals) in obese adolescents and adults.

-Recommend calorie restricted diet (low carbohydrate and fat, high protein) in consultation with dietician and lifestyle modification as 1st line therapy for at least 6 months, then add MTF as 2nd line therapy.

-In adolescents/children with hyperandrogenism, obesity and signs of insulin resistance offer LST as 1st line therapy and only offer MTF as 2nd line therapy 2 years post-menarche.
	-Recommend P4 withdrawal bleeds as 1st line therapy till menopause to avoid the risk of endometrial proliferative disorders.

-Recommend OCP (drospirenone and desogestrel as progestin component) for menstrual irregularity and contraception. Drospirenone has been shown to be more beneficial than desogestrel in Indian conditions.

-MTF is not recommended as 1st line therapy for the management of menstrual irregularity.

-SNL is not recommended for menstrual irregularity.

-Use low-dose OCP (with or without drospirenone and desogestrel) for the management of menstrual irregularity between 12-16 years of age, for short period (up to 7 days). After 16 years, low-dose OCP to be used for longer periods. 

-Reduce VTE risk with OCP by identifying susceptible patients and/or pausing for 3 months after 1 year treatment.
	Use of direct hair removal methods as 1st line therapy along with OCP.

-Alternative (acupuncture) and complementary therapeutic options (e.g. myoinositol, omega-3 fatty acids) are not recommended for hyperandrogenism.

-Use topical medication along with pharmacological interventions for acne as early as possible, in consultation with dermatologist.

-Use OCP (cyproterone acetate, drospirenone, or desogestrel as progestin component) as 1st line therapy for management of all types of acne lesions. Cyproterone acetate has been shown to be more beneficial than other progestins in Indian conditions.

-If OCP are not helpful or tolerated, offer SNL or FS but stop 6 months before a planned pregnancy. 

-Use OCP and androgen blockers are recommended as 1st line therapy for alopecia.

-The ideal time to stop hormonal therapy for hyperandrogenism cannot be established.
	-Not reported. 

	CREPCOS13
	-Recommend multicomponent LST including diet, exercise and behavioural strategies for reductions in weight, central obesity and insulin resistance.

-Achievable goals such as 5% to 10% weight loss in those with excess weight yields significant clinical improvements and is considered successful weight reduction within six months using SMART (Specific Measurable, Achievable, Realistic and Timely), goal setting and self-monitoring can enable achievement of realistic lifestyle goals.

-Consider psychological factors such as anxiety and depressive symptoms, body image concerns and disordered eating, to optimise engagement and adherence to LST. 

-Consider using adolescent and ethnic-specific BMI and waist circumference categories.

-Comprehensive health behavioural or cognitive behavioural interventions could increase support, engagement, retention, adherence and maintenance of LST.
 
-Consider a diet with an energy deficit of 30% or 500 -750 kcal/day (1,200 to 1,500 kcal/day) could be prescribed for women with excess weight to achieve weight loss. There is no or limited evidence that any specific energy equivalent diet type is better than another. 

-Recommend regular exercise for weight gain prevention: >150 min/week MIT or >75 min/week of HIT for adults, 
 >60 minutes of MIT/HIT >3 times weekly
For adolescents. 

-Recommend regular exercise for weight loss: >250 min/week MIT or >150 min/week of HIT + minimised sedentary, screen or sitting time.

-Self-monitoring including with fitness tracking devices and technologies for step count and exercise intensity, could be used as an adjunct to support and promote LST
and minimise sedentary behaviours.

-Consider MTF+LST in adult obese women for the treatment of weight, hormonal and metabolic outcomes and offer it to non-obese adults. 

-Consider Anti-obesity medications + LST for the management
of obesity in adults as per general population recommendations if LST alone failed.



	-Recommend OCP alone in adult women and consider it in adolescents with a clear diagnosis of PCOS for management of hyperandrogenism and/or irregular menstrual cycles.

-Consider OCP in adolescents deemed “at risk” but not yet diagnosed with PCOS.

- Cannot recommend specific types or dose of progestins, estrogens or combinations of OCP and practice should be informed by general population guidelines. 

-Do not offer 35 mcg ethinyloestradiol +cyproterone acetate as 1st line therapy due to adverse effects including VTE risks.

-Consider MTF+OCP for management of metabolic features if OCP+LST failed and in high metabolic risk groups including those with diabetes risk factors, impaired glucose tolerance or high-risk
ethnic groups.


	-Consider OCP+AA to treat hirsutism, if OCP and cosmetic therapy have failed after >6 months.

-Consider OCP+AA for the treatment of androgen-related alopecia.

-Consider AA alone to treat hirsutism and androgen-related alopecia if OCPs are contraindicated or poorly tolerated, in the presence of other effective forms of contraception.





	-Infertile women with anovulation alone and normal semen analysis, the risks, benefits, costs and timing of tubal patency testing should be discussed on an individual basis. 

-Consider tubal patency testing prior to ovulation induction in women with PCOS with suspected tubal infertility.

-Offer LET as 1st line pharmacological treatment for OI in women with anovulatory infertility and no other infertility factors to improve ovulation, pregnancy and live birth rates.

-CC could be used alone with anovulatory infertility and no other infertility factors to improve ovulation and pregnancy rates.

-MTF could be used alone with anovulatory infertility and no other infertility factors, to improve ovulation, pregnancy and live birth rates.

-CC is preferred to MTF for OI in obese women (BMI ≥ 30 kg/m2) with anovulatory infertility and no other infertility factors.

-CC and MTF could be combined for OI in obese women (BMI ≥ 30 kg/m2) with anovulatory infertility and no other infertility factors to improve ovulation, pregnancy and live birth rates, rather than persisting with CC alone.

-GT could be used as 2nd line pharmacological agents if 1st line oral ovulation induction therapy failed. It could be considered as 1st line treatment, in the presence of USS monitoring, following counselling on cost and potential risk of multiple pregnancy, in women with anovulatory infertility and no other infertility factors.

-GT, where available and affordable, should be used in preference to CC+MTF, in women with CC-resistance and no other infertility factors, to improve ovulation, pregnancy and live birth rates.

-GT could be combined with MTF in women with CC-resistance and no other infertility factors, to improve ovulation, pregnancy and live birth rates.

-Either GT or LOD could be used in women with CC-resistance and no other infertility factors, following counselling on benefits and risks of each therapy.

-With GT OI, only trigger ovulation if <3 mature follicles and advise to avoid unprotected intercourse.

-LOD could be offered as 1st line treatment if laparoscopy is indicated for another reason.

-Pharmacological anti-obesity agents should be considered an experimental therapy 
for the purpose of improving fertility.

-Offer IVF as 3rd line treatment if OI has failed. Only offer ICSI if indicated for other infertility causes, Urinary or recombinant FSH can be used. Exogenous recombinant LH should not be routinely used. 

-GNRH antagonist protocol is preferred for IVF ± ICSI cycle to reduce the stimulation duration, total GT dose and risk of OHSS.

-Use lowest HCG dose to trigger final
oocyte maturation and reduce OHSS incidence. GNRH agonist trigger could also be considered to reduce OHSS as well as elective freezing of all suitable embryos.

-MTF (1-2.5g daily) could be used as adjunct before and/or during ovarian stimulation in IVF ± ICSI therapy with a GnRH agonist protocol to improve the clinical pregnancy rate and reduce the risk of OHSS. 

-Stop MTF at the time of the pregnancy test or menses unless otherwise indicated, and explain potential side-effects.

-IVM could be offered to achieve pregnancy and livebirth rates approaching those of standard IVF without the risk of OHSS.

-Bariatric surgery should be considered an experimental as fertility therapy.

	AES25
	-Not reported. 
	-Not reported. 
	-Not reported. 
	-Not reported. 

	RANZCOG23
	- Offer LST including healthy diet and exercise.

-Management of HTN and dyslipidaemia
should be undertaken as indicated.

- Use of bariatric surgery should be considered where obesity is not controlled by lifestyle modifications
	-Not reported. 
	-Not reported. 
	-OI is contraindicated in women with a BMI  >35 Kg/m2 due to the increased risks of pregnancy.

	RCOG32
	-Recommend LST including diet, exercise and weight loss as 1st line therapy before or with pharmacological treatments.

-Consider bariatric surgery for morbidly obese women (BMI of 40 kg/m2) or those with BMI >35kg/m2 and high-risk obesity-related conditions if standard weight loss strategies have failed.
	- Recommend treatment with gestogens to induce a withdrawal bleed at least every 3-4 months to reduce the risk of endometrial hyperplasia and later carcinoma in women with oligo- or amenorrhoea.
	-Weight reduction drugs may be helpful in reducing hyperandrogenaemia.

	-Not reported.

	PES19
	-Not reported. 
	-Not reported. 
	-Not reported. 
	-Consider treatment options to alleviate current symptoms and decrease the risk of subsequent comorbidities in adolescents with no definitive PCOS diagnosis.

	AACE17
	-Not reported.
	-Not reported.
	-Hirsutism develops gradually and intensifies with weight gain. 

-In the neoplastic virilising states, hirsutism is of rapid onset, usually associated with clitoromegaly and oligomenorrhea.

-Girls with severe acne or acne resistant to oral and topical agents, including isotretinoin (Accutane), may have a 40% likelihood of developing PCOS.

-Hair loss patterns are variable in women with hyperandrogenemia, typically the vertex, crown or diffuse pattern, whereas women with more severe hyperandrogenemia may see bitemporal hair loss and loss of the frontal hairline.

-OCPs can effectively lower androgens and block the effect of androgens via suppression of ovarian androgen production and by increasing sex hormone–binding globulin.

-OCP can effectively lower androgens and block the effect of androgen production.
-Physiologic doses of dexamethasone or prednisone can directly lower adrenal androgen output.

- OCPs as monotherapy are not very effective in arresting mild to moderate hirsutism and are preferably combine with AA.

-SNL is relatively effective to treat hirsutism.

-Consider 5aR inhibition therapy for severe hirsutism if OCP and SNL are ineffective.

-Consider AA side effect on bone mass in adolescents.
	-Not reported.

	ACOG12
	-Recommend weight loss to improve pregnancy rates, decreased hirsutism, lipid levels, and improve glucose tolerance.

-An increase in exercise combined with dietary change has consistently been shown to reduce diabetes risk comparable to or better than medication.
	-Consider OCP for long-term management of menstrual disorders.
	- There is no clear primary treatment for hirsutism.

-Consider combining eflornithine and laser treatment for hirsutism.

	-Recommend LET as 1st line treatment for OI.

-Consider adding MTF to CC for OI to 
pregnancy rates.

-Consider GT or LOD for 2nd line treatment OI if CC or LET fails. 

-Recommend a low-dose GT regimen for OI.

	ESHRE/ASRM22
	-Recommend LST as 1st with hypocaloric diet (500Kcal/day deficit) and reduced glycaemic load to achieve a 5% weight loss and physical activity while considering the possible orthopaedic and cardiovascular limitations.

	-Not reported.
	-Not reported.
	-Offer preconceptinal counselling to identify risk factors for reproductive failure and correct them prior to fertility treatment.
 
-Recommend Folate supplementation and smoking cessation.

-Recommend weight loss as 1st line therapy in obese women seeking pregnancy to improve ovulation rates aiming for at least a 5% of body weight loss.

-Caution about conceiving while on hypocaloric diets, excessive physical exertion, pharmacological intervention or during the period of rapid weight loss after bariatric surgery.
 
-CC remains the treatment of first choice for OI with a starting dose of 50mg/day (for 5 days) and maximum dose of 150mg/day.

-Monitoring of OI with CC by ultrasound or progesterone is not mandatory to ensure good outcome.

-Further studies should demonstrate efficacy and safety of aromatase inhibitors.

-MTF is less effective than CC in OI, but could be added to CC in a Step-up regimens.

-2nd line intervention should CC fail to result in pregnancy is either GTor LOS. 

-If follicle development is not observed on USS after one week of starting GT for OI the dose can be increased. Once follicle growth is observed, the same GT dose should be maintained until follicular selection is achieved to reduce the risk of OHSS.

-Adherence to a 14 day starting period at least for the first cycle with a recommended starting dose of GT is 37.5-50IU/day is less likely to cause OHSS.

-The duration of GT generally should not exceed six ovulatory cycles.

-Low-dose GT protocols are effective for OI. 

-Intense ovarian response monitoring in OI is required in order to reduce complications and secure efficiency. 

-Routine use of GnRH agonists is not recommended.

-LOD can achieve unifollicular ovulation with no risk of OHSS or high-order multiples. Does not require intensive follicular development monitoring. Should not be offered no non-fertility indications.

-IVF is a reasonable 3rd option for OI in combination with IUI is indicated in women with an associated male factor





[bookmark: _GoBack]Supplementary Table (3): Summary of clinical practice guidelines’ recommendations for the risk assessment and longterm follow up of adolescents and adult women with polycystic ovary syndrome.

	Guideline\Domain
	Metabolic disease
	Mental health
	Cardiovascular
	Cancer

	ICPE18
	-MTF is helpful in overweight/obese adolescents. 

-MTF improves ovulation and testosterone levels in non-obese adolescents.

-Where available, triple low-dose combinations of MTF, SNL and PGZ is favourable than OCP aimed to reduce hepato-visceral adiposity, central fat, pregestational oligo-anovulation.
	-Not reported
	-Not reported
	-Not reported

	AE-PCOS26
	-Offer MTF only if no improvement in IGT after LST or in women with IGT and normal weight.

-Combine pharmacotherapy with LST for persistent HTN. 

-Anti-obesity agents are not recommended.

-Check OGTT in women with BMI >30, or if older >40yrs, history of GDM or Family history of T2DM)  
to detect IGT or T2DM and repeat every 2 years or sooner if additional risk identified. 

	-Assess for depression, anxiety and QOL routinely.
	-Categorise CVD risk as at risk in those with obesity, smoking, HTN, dyslipidaemia, subclinical vascular disease, IGT, FHx of premature CVD. At high risk in those with MBS, T2DM or overt vascular or renal disease.

-Record WC and BMI at every visit.

-Check lipids every 2 years or sooner if weight gain occurs.  

-If no CVD risk factors aim for LDL-C <130mg/dl, if high risk for CVD aim for LDL-C<70-100mg/dl (CPP).

-Check BP at each visit  aiming for ideal BP ≤120/80.
	-Not reported

	NHMRC14
	-Test for IGT and/or T2DM in all women with PCOS and OGTT should be performed every two years in women with no risk factors and annually in those with risk factors for T2DM.

-Assess the risk of developing T2DM by screening for the following risk factors: age, gender, ethnicity, parental history of diabetes, History of high blood glucose level, use of antihypertensive medications, smoking, physical inactivity, waist circumference.
	-Screen routinely for depression, anxiety, negative body image, Psychosexual dysfunction, disordered eating and offer appropriate management if detected. 

	-Assess individual CVD risk factors (obesity, smoking, dyslipidemia, HTN, IGT, lack of physical activity, MBS and T2DM)
-Check weight gain at every visit using age and gender appropriate BMI.

-Check lipids every two years or annually in those with abnormal lipid profiles and/or excess weight.

-Check BP annually with BMI ≤25kg/m2 and at every visit with BMI ≥ 25kg/m2.

-Offer interdisciplinary care, with multiple health professionals involved where appropriate based on the chronic and complex nature of the disease. 
	-Not reported

	ES21
	-Do not use MTF as a 1st line treatment for cutaneous manifestations or prevention of pregnancy complications. 

-MTF can be used as 2nd line for the treatment of obesity, for T2DM or IGT who fail LST.

-Do not use insulin sensitisers, such as inositols (due to lack of benefit) or thiazolidinediones (given safety concerns), for the treatment of PCOS.

-Do not use statins as treatment for hyperandrogenism and anovulation in PCOS and only used in women who meet indications for statin therapy.

-Use OGTT to screen for IGT and T2DM every 3–5 years, or more frequently if clinical factors such as central adiposity, substantial weight gain, and/or symptoms of diabetes develop.

-HbA1c test may be considered if a patient is unable or unwilling to complete an OGTT.

-Routine screening for NAFLD and NASH is not recommended but raised awareness is supported.  
	-Screen women and adolescents for depression and anxiety by history and, if identified, providing appropriate referral and/or treatment.

	-Screen women and adolescents for risk of adiposity using BMI and waist circumference.

-Screen overweight/obese adolescents and women for symptoms of OSA, seek a definitive diagnosis using polysomnography, a refer affected women to specialised treatment centres. 

-Screen for CVD using the following risk factors: family history of early CVD, smoking, IGT/T2DM, HTN, dyslipidemia, OSA, and obesity especially increased abdominal adiposity.


	-Routine ultrasound screening for endometrial thickness in women with PCOS is not recommended. 



	IFS20
	-In women with risk factor of T2DM, screening at a clinically feasible periodicity is suggested.

-Screen for IGT and T2DM using a OGTT; an HbA1c test should only be used when an OGTT is not feasible.

-Early referral to specialist diabetological care is recommended for timely management of T2DM.

-Use MTF only in adolescents with hyperandrogenism and IGT confirmed using OGTT.

-Use MTF alone or in combination with OCP in women with IGT or T2DM.

-MTF in pregnancy is not recommended. 

-Screen for NAFLD and NASH in women IS and MBS.

-In patients with NASH, treatment with vitamin E is preferred with specialist MDT input and MTF is not suggested for reduction of MBS.
	-Routinely screen for depression and anxiety with appropriate psychological instruments and offer
counselling by an appropriate professional.

-In women with psychosocial dysfunction, a more detailed clinical interview and appropriate treatment for improvement of QOL is suggested.

	-Routinely screen for BMI and WC as an index for increasing adiposity and development of hyperandrogenism.

-Screen for CVD using the following risk factors: family history of early CVD, smoking, IGT/T2DM, HTN, dyslipidemia, OSA, and obesity especially increased abdominal adiposity, vascular disease, high sensitivity CRP, homocysteine.

-High CVD risk factors include metabolic syndrome, T2DM, overt vascular or renal disease.

-Assess obesity (BMI and WC), lipid profile, OGTT and BP in adult women at baseline and repeat lipid profile and OGTT at 6 months for borderline risk and annually for normal profiles.

-Preconception screening for markers of obesity, HTN and IR is advised to reduce the risk of pregnancy related complications.

-Assess serum homocysteine levels for identification and treatment of hyperhomocysteinemia mediated repeated pregnancy losses in women with previous miscarriage.

-Routinely screen for OSA and insomnolence in symptomatic women using polysomnography and refer to appropriate institution for further therapy.
	-Without abnormal uterine bleeding, routine screening using TVUS is not recommended.
-Assess ET using TVUS in women with unexpected uterine bleeding and spotting.

-Induce a withdrawal bleed using progestogens every 3-4 months in women at risk of endometrial Cancer.

-Regular oncological referrals for screening at a clinically feasible periodicity are recommended for timely detection of endometrial cancer.


	CREPCOS13
	-Assess glycaemic status using OGTT, FPG, or HbA1c at baselines and then every one to three years based on diabetes risk factors (BMI > 25kg/m2 or in Asians >23kg/m2, family history of IGT, T2DM, HTN or high-risk ethnicity).

-Perform OGTT in women planning pregnancy or seeking fertility treatment. If not performed preconception, an OGTT should be offered at < 20 weeks gestation, and all women with PCOS should be offered the test at 24-28 weeks gestation.

-Use a combination of MTF and OCP in adolescents and adults with BMI ≥ 25kg/m2 where OCP and LST alone were not helpful to achieve desired goals.

-Combination of MTF and OCP may be most beneficial in high metabolic risk groups including those with diabetes risk factors, IGT or high-risk ethnicity.

-Offer MTF+LST in adolescents with a clear diagnosis of PCOS or with symptoms of PCOS before the diagnosis is made.

-Consider AOM plus LST in obsess women as per general population recommendations.

-Inositol (in any form) should currently be considered an experimental therapy in PCOS.

-Stop MTF once pregnancy is confirmed. 
	-Health professionals should be aware of the potential negative psychosocial impact of clinical hyperandrogenism.

-Use the PCOS quality of life tool (PCOSQ), or the modified PCOSQ, to highlight PCOS features causing greatest distress, and to evaluate treatment outcomes on women’s subjective PCOS health concerns. 

-The optimal interval for anxiety and depressive symptom screening is not known. A pragmatic approach could include repeat screening using clinical judgment,
considering risk factors, comorbidities and life events.

-If positive, further assessment and/or referral for assessment and treatment should be completed by suitably qualified health professionals, informed by regional guidelines.

-Consider factors that could exacerbate depressive
and anxiety symptoms and other aspects of emotional wellbeing including obesity, infertility, hirsutism.
	-Routinely monitor weight changes and excess weight and ideally waist circumference at each visit or at a minimum 6-12 monthly, with frequency planned and agreed between the health professional and the woman. 

-Screen for CVD risk factors including obesity, smoking, dyslipidemia, HTN, IGT and lack of physical activity.

-Optimise preconception factors including blood glucose, weight, BP, smoking, alcohol, diet, exercise, sleep and mental, emotional and sexual health to improve reproductive and obstetric outcomes, aligned with recommendations in the general population.

-Overweight and obese women with PCOS, regardless of age, should have a fasting lipid
profile (cholesterol, LDL, HDL and triglyceride level at diagnosis and regularly checked based on
hyperlipidemia and global CVD risk.

-Check BP annually, or more frequently based on global CVD risk.

-Screen for OSA only in women with related symptoms, such as snoring, waking unrefreshed from sleep, daytime sleepiness, and the potential for fatigue to contribute to mood disorders using a simple screening questionnaire, preferably the Berlin tool, and if positive, referral to a specialist considered.

-Ethnic groups with PCOS who are at high cardiometabolic risk
	-In women with persistent thickened endometrium and/or risk factors including prolonged amenorrhea, abnormal vaginal bleeding or excess weight, evaluation with TVUS and/or endometrial biopsy is recommended to rule out endometrial cancer. 

-Routine US screening is not recommended and optimal prevention is not known. A pragmatic approach could include OCP or progestin therapy in those with cycles  >90 days.

	AES25
	-Offer intensive LST and weight loss in obese patients as the mainstay of treatment for all patients with PCOS and IGT. 

-Screen for IGT in all women regardless of BMI using OGTT, and if normal re screen every two years or earlier if additional risk factors are identified.

-Screen women with IGT annually for T2DM.

-Screen adolescents for IGT using OGTT every two years, and if positive offer intensive LST +/- MTF.
-Consider Insulin-sensitising agents in women with IGT.
	-Not reported
	 Not reported
	Not reported

	RANZCOG23
	-Routine use of insulin sensitising agents is not recommended

-Screen for metabolic dysfunction with OGTT and repeat screening based on key predictors such as BMI and Family history. 

-Measurement of insulin levels is not recommended.
	-Screen routinely for depression and anxiety and if positive offer management appropriately. 
	-Screening for CVD using BMI, fating lipids and lipoprotein levels and MBS risk factors.

-Screen for OSA using formal symptom questionnaires and arrange further investigation and management as indicated.
	-Not reported

	RCOG32
	-Screen for T2DM annually in overweight women with IGT or other risk factors (age > 40 years, personal history of GDM or family history of T2DM) using OGTT.

-Insulin-sensitising agents are not licensed for use in women without diabetes in the UK. 

-Offer screening for GDM at 24–28 weeks of gestation to overweight women and those with additional risk factors (age > 40, history of GDM or family history of T2DM) using an OGTT, with referral to a specialist obstetric diabetic service if abnormalities are detected.


	-Consider psychological issues and routinely screen for depression and/or anxiety. If positive, further assessment and appropriate counselling and intervention should be offered by a qualified professional.
	-Inform women of the possible long term implications risks to health at diagnosis. 

-Screen for OSA with symptoms questionnaires about snoring and daytime fatigue/somnolence, and offer investigation and treatment when necessary.

-Conventional CVD calculators have not been validated in women with PCOS. 

-Screen for CVD risk factors (obesity, lack of physical activity, smoking, personal or family history of T2DM, dyslipidaemia, HTN, IGT) at time of initial diagnosis. 

-Offer HTN treatment, however, lipid-lowering treatment is not recommended routinely and should only be prescribed by a specialist.
	-Offer treatment with P4 to induce a withdrawal bleed every 3-4 months in women with oligo- or amenorrhoea to reduce the risk of endometrial hyperplasia and carcinoma.

-Offer TVUS to assess endometrial thickness and assess abnormal uterine bleeding. Hyperplasia is unlikely with an endometrial thickness <7 mm.

-Consider an endometrial biopsy and/or hysteroscopy to assess thickened endometrium or an endometrial polyp.

-No additional surveillance is required for breast or ovarian cancer.

	PES19
	-Not reported
	-Not reported
	-Not reported
	-Not reported

	AACE17
	-Use MTF as first-line monotherapy or in combination with OCP and anti-androgen medications in adolescents. A low dose (850mg daily) may be effective in lean adolescents and a higher dose (1.5 to 2.5g daily) could be offered in overweight and obese adolescents.
	-Not reported
	-Not reported
	-Not reported

	ACOG12
	-Improving insulin sensitivity with insulin-sensitizing agents is associated with decrease in circulating androgen levels, improved ovulation rate and improved glucose tolerance.

-Screened for T2DM and IGT with OGTT. 
	-Not reported
	-Screened for CVD risk factors including BMI, fasting lipid and lipoprotein levels, and MBS risk factors.

-Screen for CAH using 17-OH P4.
	-Not reported

	ESHRE/ASRM22
	-Use MTF only in women with IGT. 

-Consider bariatric surgery and pharmacological weight loss for the treatment of obesity in PCOS.
	-Not reported
	-Not reported
	-Not reported



