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Sindrome dell'ovalo policistico

Table 1. Criteria for Diagnosis of PCOS

National Institutes of Health
criteria, 1990 (must have both

Rotterdam criteria, 2003
(must have any two of the

Androgen Excess and PCOS
Society, 2009 (must have A

Clinical finding of the findings marked below) findings marked below) plus either B or C)
Hyperandrogenism* X X A
Oligomenorrhea X X B
Polycystic ovaries X C

PCOS = polycystic ovary syndrome.
—Clinical or biochemical evidence of excess androgen.

Information from reference 19.

Polycystic ovarian syndrome (PCOS) is a common endocrinopathy typified by oligoovulation or anovulation, signs of
androgen excess, and multiple small ovarian cysts. These signs and symptoms may vary widely between women as Well

as within individuals over time. As a result, women with PCOS may first present to various medical s

ding gynecologlsts internists, endocrinologists, or dermatologists. Thus, a familiarity with PCO

of these specialties.






CATE-
NO. GORY

QUALITY#
AND
RECOMMENDATION GRADE

1

Screening, diagnostic assessment, risk assessment and life-stage

1.1

Irregular cycles and ovulatory dysfunction

1.1.1 CCR

1.1.2 CCR

1.1.3 CPP

1.1.4 CPP

Irregular menstrual cycles are defined as: o o oo o

e normal in the first year post menarche as part of the pubertal transition
e > 11to < 3 years post menarche: < 21 or > 45 days
e > 3 years post menarche to perimenopause:
< 21 or > 35 days or < 8 cycles per year
e > 1 year post menarche > 90 days for any one cycle
e Primary amenorrhea by age 15 or > 3 years post thelarche (breast development)

When irregular menstrual cycles are present a diagnosis of PCOS should be considered
and assessed according to the guidelines.

In an adolescent with irregular menstrual cycles, the value and optimal timing of RS
assessment and diagnosis of PCOS should be discussed with the patient, taking into
account diagnostic challenges at this life stage and psychosocial and cultural factors.

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 combined oral contraceptive pill (COCP) commencement, those with persisting
features and those with significant weight gain in adolescence.

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

2 181Tal e TOr the agee MmMent anad @@=

= | I




Classificazione ecostrutturale delle ovaie

Tipo 1:
Tipo 2:
Tipo 3:
Tipo 4:
Tipo 5:

Tipo 6:

(numero e diametri follicoli)
solido, pattern omogeneo in assenza di follicoli
microcistico, piu follicoli <4mm
paucicistico, <6 follicoli 4-9mm
multicistico, >=6 follicoli 4-9mm
macrocistico, almeno 1 follicolo >9mm

cistl isolata >2cm




Volume normale

6-10 cisti di 4-10mm
Distribuzione corticomidollare

Stroma normodenso



Ovaio multifollicolare (MFQO)

® Condizione fisiologica durante il pubarca, quando aumenta
I'ampiezza della pulsatilita notturna delle gonadotropina

® Pazienti affette da amenorrea secondaria e clo ponderale con
regressione prepubere della secrezione di gonadotropine.

- pattern reversibile con il ripristino della pulsatilita di LH e FSH
- SONno ovaie intrinsecamente normali, la cui struttura dipende da
un inappropriato segnale ipotalamo-ipofisario.




Ovaio policistico:
criteri diagnosi ecografica
Rotterdam 2004

® Qvaie di volume aumentato (>10mL)

® Presenza di piccole (2-8mm), multiple (>=12) cisti

Altri aspetti ecografici:
® nucleo stromale ecodenso
® (distribuzione periferica

® Ecografia 3D (VOCAL: Virtual Organ Computer-aied AnaLysis, Sono AVC:
Automatic Volume Calculation)

® Rapporto volume stromale/volume ovarico

~ Dopplerflussimetria 3D, vascolarizzazione dello stroma ovarico.
-‘-'“-.‘ R
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Ovaio policistico: criteri diagnosi ecografica




Ecografia: indicazioni

Donne giovani, <8anni dal menarca: non ancora raggiunta maturita ovarica,
non indicata diagnosi di PCO per alta incidenza di ovaie multifollicolari
Rischio di sovra-diagnosi di PCOper criteri ecografici

L'utilizzo dell’'ecografia in questa fascia di eta e inappropriato

per la diagnosidi PCO.

L'ecografia non e strettamente indicata nelle donne adulte nelle quali siano
gia soddisfatti gli altri criteri per la diagnosi di PCO



14 Ultrasound and polycystic ovarian morphology (PCOM)

1.4.1 CCR Ultrasound should not be used for the diagnosis of PCOS in those with a gynaecological — «s s ¢«
age of < 8 years (< 8 years after menarche), due to the high incidence of multi-follicular
ovaries in this life stage.

142 CCR The threshold for PCOM should be revised regularly with advancing ultrasound R EXES
technology, and age-specific cut off values for PCOM should be defined.

1.4.3 CCR The transvaginal ultrasound approach is preferred in the diagnosis of PCOS, RRXEXE
if sexually active and if acceptable to the individual being assessed.

1.4.4 CCR Using endovaginal ultrasound transducers with a frequency bandwidth that includes 8MHz, < s <
the threshold for 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.

1.4.5 CPP If using older technology, the threshold for PCOM could be an ovarian volume > 10ml
on either ovary.

1.4.6 CPP In patients with irregular menstrual cycles and hyperandrogenism, an ovarian ultrasound
is not necessary for PCOS diagnosis; however, ultrasound will identify the complete
PCOS phenotype.

1.4.7 CPP Intransabdominal ultrasound reporting is best focused on ovarian volume with a threshold
of 2 10ml, given the difficulty of reliably assessing follicle number with this approach.

1.4.8 CPP Clear protocols are recommended for reporting follicle number per ovary and ovarian

volume on ultrasound. Recommended minimum reporting standards include:

last menstrual period
transducer bandwidth frequency
approach/route assessed

total follicle number per ovary measuring 2-9mm

three dimensions and volume of each ovary

reporting of endometrial thickness and appearance is preferred — 3-layer endometrial
assessment may be useful to screen for endometrial pathology

e other ovarian and uterine pathology, as well as ovarian cysts, corpus luteum,
dominant follicles = equal 10mm

There is a need for training in careful and meticulous follicle counting per ovary,

[1ILT I | 1T
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1.3

Clinical hyperandrogenism

1.3.1

1.3.2

1.3.3

1.3.4

CCR

CCR

CCR

CCR

A comprehensive history and physical examination should be completed for symptoms
and signs of clinical hyperandrogenism, including acne, alopecia and hirsutism and,
in adolescents, severe acne and hirsutism

Health professionals should be aware of the potential negative psychosocial impact
of clinical hyperandrogenism. Reported unwanted excess hair growth and/or alopecia
should be considered important, regardless of apparent clinical severity.

Standardised visual scales are preferred when assessing hirsutism, such as the modified
Ferriman Gallwey score (mFG) with a level 2 4 - 6 indicating hirsutism, depending on
ethnicity, acknowledging that self-treatment is common and can limit clinical assessment.
(See recommendations on ethnic variation)

The Ludwig visual score is preferred for assessing the degree and distribution of alopecia.

% o% % <%
X R XA X X4

O o% <% %
O® 00 00 o




1.2 Biochemical hyperandrogenism

1.2.1 EBR Calculated free testosterone, free androgen index or calculated bioavailable testosterone s «s s <
should be used to assess biochemical hyperandrogenism in the diagnosis of PCOS. @00

1.2.2 EBR High quality assays such as liquid chromatography—mass spectrometry (LCMS)/mass X
spectrometry and extraction/chromatography immunoassays, should be used for the ®®00
most accurate assessment of total or free testosterone in PCOS.

Sospensione contraccettivo ormonale per almeno 3 mesi




PATOGENESI
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1.1

Endometrial cancer

1.11.1 CCR

1.11.2 CPP

1.11.3 CPP

o
<
3

Health professionals and women with PCOS should be aware of a two to six-fold LR
increased risk of endometrial cancer, which often presents before menopause;

however absolute risk of endometrial cancer remains relatively low.

Health professionals require a low threshold for investigation of endometrial cancer in
women with PCOS or a history of PCOS, with investigation by transvaginal ultrasound
and/or endometrial biopsy recommended with persistent thickened endometrium and/or
risk factors including prolonged amenorrhea, abnormal vaginal bleeding or excess
weight. However, routine ultrasound screening of endometrial thickness in PCOS

is not recommended.

Optimal prevention for endometrial hyperplasia and endometrial cancer is not known.
A pragmatic approach could include COCP or progestin therapy in those with cycles
longer than 90 days.
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4.2 Combined oral contraceptive pills (COCPs)

421 EBR The COCP alone should be recommended in adult women with PCOS for AN
management of hyperandrogenism and/or irregular menstrual cycles. ®P00

422 EBR The COCP alone should be considered in adolescents with a clear diagnosis of e
PCOS for management of clinical hyperandrogenism and/or irregular menstrual cycles. ®®00O

423 EBR The COCP could be considered in adolescents who are deemed “at risk” but not yet RRXE S
diagnosed with PCOS, for management of clinical hyperandrogenism and irregular @00
menstrual cycles.

424 EBR Specific types or dose of progestins, estrogens or combinations of COCP cannot AR
currently be recommended in adults and adolescents with PCOS and practice ®®»00

should be informed by general population guidelines.




Progestinici con effetto
anti-androgeno

ciproterone acetato (CPA);,
dienogest (ANG);

drospirenone (dRSP);

clormadinone acetato (CmA).




Accortezze per terapia CO

Ciproterone Acetato NON prima scelta (alto rischio
trombotico)

Utilizzare dosa minima efficace della componente
estrogenica (20-30 mcg EE o bioequivalente)

Considerare nella scelta gli esgtrogeni naturali per il minore
Impatto metabolico

Consic_le_rare rischi / indicazioni e controindicazioni nella
prescrizione (es WHO)

Es. Controindicazioni assolute: emicrania con aura, rischio
tromboembolico anamnestico o presenza di fattori
protrombotici




AMH
ormone anti-mulleriano

1.5 Anti-mllerian hormone (AMH)

1.5.1 EBR Serum AMH levels should not yet be used as an alternative for the detection of PCOM RS
or as a single test for the diagnosis of PCOS. ®®00

1.5.2 CPP There is emerging evidence that with improved standardisation of assays and established
cut off levels or thresholds based on large scale validation in populations of different ages
and ethnicities, AMH assays will be more accurate in the detection of PCOM.

Given the challenges with ultrasound in diagnosis of PCOS, including in the years after menarche, serum Anti-
Mullerian Hormone (AMH) has been proposed as an alternative marker of ovulatory dysfunction in PCOS. AMH is a
polypeptide of the transforming growth factor beta (TGF-f) family solely secreted by granulosa cells of the preantral
and small antral ovarian follicles. Serum AMH levels are significantly higher in women with PCOS compared with
normal ovulatory women [79, 80]. Strong correlations have been demonstrated between circulating AMH levels and
antral follicle count on ultrasound in PCOS. AMH may also provide insight into the pathogenesis of PCOS and the
different phenotypes. However, current literature reveals significant heterogeneity and the diagnostic value of serum
AMH remains far from clear.

for the assessment
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ecografia

Sonography

Histologically, a polycystic ovary (PCO) displays increases in volume, number of ripening and atretic follicles, cortical

stromal thickness, and number of hilar cell nests (Hughesdon, 1982). Many of these tissue changes can be seen
sonographically, and pelvic sonography is commonly used to evaluate the ovaries in women with suspected PCOS.
Sonography is particularly important for women with PCOS seeking fertility and in women with signs of virilization. A
high-definition transvaginal approach is superior and has a higher detection rate of PCO than the transabdominal route.
However, a transabdominal route is preferred for virginal adolescents.

Sonographic criteria for polycystic ovaries from the 2003 Rotterdam conference include >12 small cysts (2 to 9 mm
in diameter) or an increased ovarian volume (>10 mL) or both (Fig. 17-11). Often there is an increased amount of
stroma relative to the number of follicles (Balen, 2003). Only one ovary with these findings is sufficient to define PCOS.
However, criteria do not apply to women taking combination oral contraceptive pills (The Rotterdam ESHRE/ASRM-
Sponsored PCOS Consensus Workshop Group, 2004).

In contrast, other findings are not valuable diagnostically. For example, the typical “black pearl necklace” appearance,
in which follicles are distributed just underneath the capsule in a row, and the perceived increase in stromal echogenicity
have been eliminated as diagnostic criteria. Moreover, a polycystic ovary should not be confused with a multicystic
ovary, which is normal size, contains six or more follicles without peripheral displacement, and lacks an increase in
central stromal volume.

Remarkably, studies using sonography have shown that at least 23 percent of young women have ovaries that exhibit
PCO morphology, yet many of these women have no other symptoms of PCOS (Clayton, 1992; Polson, 1988). In
addition, a polycystic appearance of the ovaries can often be found in other conditions of androgen excess, such as
congenital adrenal hyperplasia, Cushing syndrome, and exogenous use of androgenic medications. For this reason, PCO
morphology found during sonographic examination is not used solely to make the diagnosis of PCOS.
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Sindrome multifattoriale poligenica

Familiarita

Geni conivolti nella sintesi degli androgeni e nell'insulino-resistenza

Cicli anovulatori per alterata secrezione gonadotropine

Alterazione nel GnRH che porta aaumento LH rispetto a FSH

Disfunziona ipotalamica primitiva / secondaria (?)

LH/FSH > 2:1 nel 60% dei casi

Aumento di androgeni endofollicolari comporta atresia follicolare

Aumento androgeni circolanti comporta alterato profilo lipidico
Androstenedione periferico € convertito in estrone neo tessuto adiposo

con feedback cronico ipotalamo ipofisario

Stimolazione estrogenica non antagonizzata su endometrio puo portare a iperpla
La resistenza all’insulina puo portare a atresia follicolare e acantosis nigricans
Mancato sviluppo follicolare porta ad amenorrea

La sindroma pio svilupparsi come disfunzione primaria di uno qualunque di
componenti periferiche

Fattore comune e 'automantenimento del quadro ormonale non ciclico.



Sia insulina che LH stimolano la produzione di androgeni

da parte delle cellule della teca ovariche

Le ovaie quindi secernono alti livelli di testosterone e androstenedione

Alti livelli di androstenedione contribuioscono alllaumento di livelli di estrone
per conversione eriferica da aromatasi

Ridott SHBG circolanti, la sintesi della proteina e soppressa dall'insulina

e da androgeni, coritoidi, progestinici, e GH

Mafggiore ormone circolante libero

Basse SHBG sono correlate a diabete tipo 2
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Progestinici con effetto
anti-androgeno

ciproterone acetato (CPA);,
dienogest (ANG);

drospirenone (dRSP);

clormadinone acetato (CmA).
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