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e Physical exam—BP=\Y./VO RR=Y- PR=A- T=YV/0 W= Vb Height= Y00
e BMI=Y\/Y
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e Lab test-

e CBC: HB=\Y HCT YA MCV=Ab Plat=Yd.. .. WBC=F0. .
e BUN=YY CREA=-/A

e FBS=\).

e TG=\Y. CHOL= 4. HDL=¥. LDL=\YY

e TSH=Y/0

e AST=YO ALT=Y"- ALK= ).

e Total Testestrone= 9.

e VitdY=Y0

e Na=\YOo K=Y/b
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Evaluation of premenopausal
women with hirsutism



e Hirsutism

Clinical diagnosis defined by the presence of excess terminal hair growth (dark,
coarse hairs) in androgen-dependent areas (eg, upper lip, chin, midsternum,
upper and lower abdomen, upper arms, upper and lowerback, and inner
thigh/buttocks) in which women typically have little or no hair

Hyperandrogemia/hyperandrogenism
Other types of excess hair:

Vellus (lanugo) hair

Hypertrichosis

Unwanted hair



* APPROACH TO THE PATIENT

 The presence of an underlying disorder can be obtained by the history, physical
examination, and appropriate laboratory testing

e Goals
e Distinguish true hirsutism from other causes of bothersome hair growth

e Determine if the patient is taking any drugs

|dentify the most serious causes of hirsutism

|dentify polycystic ovary syndrome (PCOS), Vo to A+ percent

e |dentify nonclassic congenital adrenal hyperplasia (NCCAH) due to Y- hydroxylase
deficiency

e |dentify other uncommon causes of hirsutism such as Cushing's syndrome or acromegaly

e Determine the degree of emotional distress caused by the excess hair as this has
important implications for treatment



e Overview of our approach

* The history should focus initially on the time course of symptoms, whether the patient has
become virilized, and the degree of emotional distress

* The physical examination should focus on, virilization, severe hyperandrogenism, the
patient has true hirsutism

* measuring a serum total testosterone in all women with an abnormal hirsutism score

Do not measure testosterone in women with normal menstrual cycles and "unwanted
local hair growth

* The choice of additional tests is based upon the patient's presentation (time of onset,
pace of progression, presence or absence of virilization, and menstrual cycle status).

* Further evaluation is indicated in all women when an ovarian androgen-secreting tumor is
suspected (serum total testosterone > Yo - ng/dL) pelvic ultrasound as the next diagnostic
step

e If the ultrasound is negative and/or serum dehydroepiandrosterone sulfate (DHEAS) is
greater than V- . mcg/dL, we suggest adrenal CT for an androgen-secreting adrenal
tumor.



* History

Age of onset

Stable versus progressive hair growth

Virilization

Emotional distress/depression

Menstrual history

Family history

Weight history

Ethnicity

Medication history

Other endocrine disorders associated with hirsutism

Women with NCCAH due to Y \)-hydroxylase deficiency have a clinicalpresentation that is
indistinguishable from PCOS



R

Approach to the premenopausal patient with hirsutism

Premenopausal patient with hirsutism

and no evidence of virilization*

v

Is the patient on medications
that cause hair growth?
(minoxidil, exogenous androgens)

|

I 1
Yes No

¥

Stop medications if possible
and reassess in 6 months

I—I—I

Hirsutism Hirsutism
resolves persists
¥ ¥
No further Does the patient have

evaluation regular menstrual cycles?
I

Yes

¥

No

¥

Is the patient on combined oral

Biochemical testing:
= Serum total T

estrogen-progestin contraceptives (OCs)
(or combined estrogen-progestin
patch or wvaginal ring)?

= 8 AM serum 17-OHP
= hCG, PRL, TSH, and FSH to
evaluate oligomenorrhea

I

r 1
No Yes

¥ ¥ v

PCOS T or IHA are most likely
diagnoses. Measure serum T only.
= T is typically elevated (but not Evaluate tempo and

>150 ng/dL) or high-normal in severity of hair growth
patients with PCOS
= T is normal in TH

Is T >150 ng/dL?

| ' ' 1

Stable and Severe and/or ¥
- as
not severe worsening
v v v

No

v

Evaluate for androgen-secreting
tumor or ovarian hyperthecosis

Refer to UpToDate content on
severe hyperandrogenism

No further
evaluation is necessary

Reassure patient

Is 17-0OHP
>200 ng/dL
(6 nmol/L)?<

T
Yes

¥

1
No

¥

Evaluate for NCCAH with an
ACTH stimulation test

Diagnosis is likely PCOS 1, but results of
hCG., TSH. PRL, and FSH may suggest

Serum 17-OHP >1500 ng/dL (43 nmol/L) other causes
confirms the diagnosis of NCCAH

Refer to UpToDate content on NCCAH amenorrhea for interpretation of lab tests

Refer to UpToDate content on secondary




* Physical examination

e Ferriman-Gallwey score Using this method, nine androgen-sensitive sites are graded from -
to¥

e Score >A is considered abnormal for Black or White women

e Scores between A and )& are usually considered to be mild hirsutism, V¥ to Yo moderate,
and scores >YO severe hirsutism

Evidence of virilization deepening of the voice, temporal and/or crown balding, increased
muscle mass,and clitoromegaly

e Other important findings:

Acne, keratosis pilaris, or seborrhea, acanthosis nigricans, striae, thin skin, or bruising
should be looked for on exam

 Body mass index (BMI)

e Abdominal and pelvic exam



\ ¥

Grading of severity of hirsutism in patients
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* Biochemical testing

* measuring a serum total testosterone in all women with clinical evidence of hirsutism
* The choice of additional tests is based upon the patient's presentation

e Hirsutism with oligomenorrhea/amenorrhea

 Have an underlying endocrine disorder

Many, if not most, women will be diagnosed with PCOS
e Measuring HCG, prolactin, FSH, TSH for oligo/amenorrhea

* Measuring serum total testosterone and an early morning \V-hydroxyprogesterone
(around A AM)

\ ¥



* Serum total testosterone

e Measure serum total testosterone in women with any degree of hirsutism
e Upper limit of normal for serum testosterone in women is in the Yo to . ng/dL range

e Women with PCOS have serum testosterone concentrations that may be in the normal
range between Yo and ¥ - or elevated but below Yo

* \V-hydroxyprogesterone

e Suggest testing for NCCAH due to Y\)-serum hydroxylase deficiency in hyperandrogenemic
women by measuring an A AM V- hydroxyprogesterone level

e A morning value of \V-hydroxyprogesterone greater than Y- - ng/dL in the early follicular
phase strongly suggests the diagnosis

e Confirmed by a high-dose (Y& - mcg) corticotropin (ACTH) Y-Y¥ (cosyntropin) stimulation
test

* Free testosterone

* Do not routinely measure free testosterone

\



e Serum DHEAS

* Do not suggest measuring serum DHEAS

e Serum androstenedione

* The role of serum androstenedione in the evaluation of PCOS and/or hirsutism is unclear
e Women already taking pharmacologic therapy

 COCs(Combined oral contraceptive pill)

e Measuring serum androgens is not useful, because COCs suppress serum gonadotropins
and ovarian androgens most importantly testosterone

e Discontinue the COC for at least A to 'Y weeks

\ 7



e Additional evaluation for severe hyperandrogenemia

e If serum total testosterone >\10. ng/dL pelvic ultrasound as the next diagnostic step

e If the ultrasound is negative and/or serum DHEAS is greater than V- - mcg/dL, adrenal CT
to look for an adrenal androgen-secreting tumor.

MANAGEMENT

e For all pharmacologic therapies for hirsutism, we suggest a trial of at least six months
before making any changes in dose, adding a medication, or switching to a new
medication

e Combined estrogen-progestin oral contraceptives (COCs) to be the first-line drug

e An antiandrogen (spironolactone) is then added if the clinical response is suboptimal after
six months of therapy

e Do not typically start with combination therapy (both a COC and an antiandrogen) as initial
treatment

e Life style modification

\V



* |nsulin-lowering agents are not an effective therapy for hirsutism, and we do not suggest
their use

e Combined estrogen-progestin oral contraceptives

e For most women, COCs are first-line drug; an antiandrogen can then be added if the clinical
response is suboptimal after six months of therapy

e COCs do not have FDA approval for the indication of hirsutism.

e additional benefits such as contraception, cycle management, and reduction of other
hyperandrogenic symptoms such as acne

 Mechanisms of action in hyperandrogenism/hirsutism

Inhibition of gonadotropin secretion
Increased SHBG

e Reduction in serum total and free testosterone concentrations

e Secondary mechanisms

Y A



* Choice of pill

e Typically choose one that contains a progestin with low or neutral androgenicity, such as
norethindrone or norgestimate

e Some clinicians prefer to start with a COC containing an antiandrogenic progestin,
drospirenone, or cyproterone acetate(CPA)

e Drospirenone is structurally related to spironolactone, and it is a very weak antiandrogen
at the dose employed in many contraceptives (Y mg)

e A possible excess risk of venous thromboembolism (VTE) with both of these newer
progestins compared with other progestins such as norethindrone and levonorgestrel

e We typically avoid COC preparations containing the most androgenic progestin,
levonorgestrel.

e Start most patients on a COC formulation that contains Y. mcg of ethinyl estradiol,
particularly women with obesity or over age Y9, some clinicians may start with Y- to Yo
mcg if the hirsutism is more significant and the patient has no VTE risk factors.
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e Six-month assessment

e At |least six months before making any changes in dose, adding a medication, or switching to
a new medication

* Do not suggest routine monitoring of serum androgens to assess the response to drug
therapy

 Antiandrogens

e Add an antiandrogen to a COC when the initial response to six months of COC monotherapy
has been inadequate

e Antiandrogen therapy is also effective for those with acne in addition to hirsutism
e spironolactone trials V- - mg/day (aldosterone and androgen receptor antagonist)

e finasteride Y,0 to & mg/day (inhibits -alpha-reductase type Ythe enzyme that converts
testosterone to DHT)

e flutamide 0. - mg/day (potential hepatotoxicity)



e Other Antiandrogens

 Two weak antiandrogens, CPA (a \V-hydroxyprogesterone derivative) and drospirenone,
are the progestin component in some COCs

 CPA competes with DHT for binding to the androgen receptor and reduces serum LH and
ovarian androgen concentrations

Y v



Primordial Prevention

Primary Prevention

Secondary Prevention

Tertiary Prevention

Quaternary Prevention




Primordial Prevention
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Primary Prevention
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Secondary Prevention
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Tertiary Prevention
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Quaternary Prevention

o=l se ) oS sl Gea asar Jlad 5 38 Sy ysiiga =)
laial

2t eald S gyl (SolS L el plai) e Y
)l (s olan (s 5 (S A



	Slide Number 1
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Slide Number 19
	Slide Number 20
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	� 
	Slide Number 26
	 �
	Slide Number 28
	Slide Number 29

