Micturate and Educate
[image: DCOM_shield_blue_outline]Biopsy of a persistent exophytic area on the vulva of a 60 year old woman demonstrates a squamous epithelial lesion.  No koliocytes are seen.  The lesions show papillary projections composed of disordered, squamous epithelium with well0differentiated cells.  The basement membrane at the dermal-epidermal junction is focally disrupted by squamous cell groups extending deep into the dermis.  Which of the following diagnosis is most accurate?
A.  Condyloma acuminatum
B. Extramamary Paget disease
C. Vulvar intraepithelial neoplasia
D. Vulvar melanoma
E. Vulvar squamous cell carcinoma
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A 14 year old girl visits her pediatrician because of primary amenorrhea.  Breast development occurred as expected at puberty, but axillary and pubic hair is still fine and unpigmented.  She is 5’ 5” tall and weighs 105 lb.  Pelvic examination reveals a shortened vagina with no discernible cervix or uterus.  Serum LH concentration is markedly increased compared to normal.  Which of the following is the most likely cause of the amenorrhea?

A. 17-alpha-hydroxylase deficiency
B. Complete androgen resistance
C. Constitutional delay in the onset of menses
D. Hyperprolactinemia
E. Turner’s Syndrome
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A 35 year old woman who is at 16 weeks’ gestation visits the clinic for a routine evaluation.  Her pregnancy has been uncomplicated to date.  This is her first pregnancy.  She has been previously healthy and does not take any medications.  On examination, her blood pressure is 160/110 mm Hg.  Urinalysis reveals 3+ proteinuria.  Which of the following is the most likely cause of these findings?

A. Anencephaly
B. Hydatidiform mole
C. Maternal renal disease
D. Neural tube defect
E. Twin gestation
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A baby is born with testicular mass.  Histologic secretions made of the homogeneous yellow-white mass after its removal demonstrate epithelial-lined spaces that have flattened-to-cuboidal epithelial cells with vacuolated cytoplasm containing eosinophilic, hydraline-like globules.  Scattered structures resembling primitive glomeruli (endodermal sinuses) are also seen.  If appropriate immunohistochemical stains are performed, the eosinophilic cytoplasmic globules would most likely contain which of the following?

A. Alpha-fetoprotein
B. Estrogen receptors
C. Human chorionic gonadotropin
D. Human papilloma virus
E. Placental alkaline phosphatase
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Hyperprolactinemia (cheice D) can suppress the hypothalamic-pituitary-gonadal axis and
produce amenorhea, however, t cannot explain the absence of pubic and axilary hair or
the absence of a uterus and uterine tubes.

Tumer's syndrome (choice E) occurs in females with the XO genotype. They are typically
short in stature, rarely reaching 5 feet. The germinal tissue i the ovariesis replaced with
fiorous streaks. The internal reproductive tract s normal. Estrogen secretion is diminished
(primary varian disorder) which leads to an increase in LH and FSH. The height of the
above patient makes Tumer's syndrome uniikely. Furthermore, Tumer's syndrome could
ot explain the absence of a uterus and uterine tubes,
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‘The correct answer is B. Athough this patient is presenting with classic signs of
preeciampsia (high blood pressure and proteinuria), one of the major diagnostic criteria for
preeciampsiais onset after 20 weeks of gestation. Onset of this condition before the 20t
‘weekof pregnancy Is suggestive of a hydatidform mole, a form of gestational traphablastic
disease characterized by excessive Uterine enlargement ('size greater than dates"), vaginal
bleeding, passage of edematous, soft grapelke tissue, and significantly elevated
beta-human chorionic gonadatropin (&-hCG). The diagnosis is strongly suggested by
ultrasound, but definitive diagnosis requires histopathologic examination

nencesraly (cholce A) may cause payhyeramrios thatcan be associated i e onset
ofpreeclampsia but ot unti the sbth month of pregnancy.

Maternal renal disease (cholce C) should not particularly be exacerbated atths stage of
the pregnancy.

Neuraltube defect (choice D) may als0 lead to polyfydramnios and cause preeciampsia

Twin gestation (choice E) willncrease the risk of preeciampsia but not until the 6th month
of pregnancy.
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The correct answer is A. The malignant tumor is a yolk sac tumor, also known as infantile
embryonal carcinoma and endodermal sinus tumor. The biggest tip-0ffin the question stem
Isthe presence of endodermal sinuses that resemble primitive glomerul. The cytoplasiic
globules described contain alpha-fetoprotein, indicating yolk cell difterentiation, and
alpha-1-antirypsin. Alpha-fetoprotein can aiso be used 35 a serum marker for recurrent

cisease. YOIk sac tumors occur n pure orm in infants and children and may be part of
Mived tumors in adults

Estrogen receptors (choice B) are mportant markers in breast cancer because they.
predict tumor response to hormonal manipulation.

Human chorionic gonadotropin (choice C) is found in the syncytial cells of
choriocarcinoma.

Huran papiloma virus (choice D) can be found in condylomas, cervicalcancer, perle
cancer, laryngeal polyps, and warts.

Placental alkaline phosphatase (choice E) marks the surface membranes of seminoma
cells, and is also often found n choriocarcinoma and embryonal carcinoma.
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‘The correct answer is E. The disruption of the basement membrane with cell groups
extending deep into the dermis Indicates that this is iNvasive squamous cell carcinoma of the.
‘Vulva, which may arise in vulvar intraepithelial neoplasia, in condylora, or Spontaneously.

“The latter type (which s ikely here) tends to be wel differentiated, while the former two are.
often poorly differentiated.

Condyloma acuminatum (choice A) would cotain Koilocytes andwould not cross the
basement membrane.

Extramammary Paget disease (choice B) would probably contain individual tumor cells
that stain for mucin

The lesion of vuvar iniraepithelial neoplasia (choice C) does not cross the basement
membrane.

Vuvar melanoma (choice ) Is composed of melanocytes that would mark with 100 or
HMB-45.
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‘The correct answer is B. This Indvidual has an XY karyotype and testes (probably
abdominal), but because of complete androgen resistance, developed a female phenotype
inutero. In the absence of androgen receptors, the indifferent external genital st will
differentiate into  vagina with citoris and labia. However, the vagina wil end as a bing sac
because Mullerian regression factor secreted by the testes will prevent the formation of
uterus or uterine tubes. The Waolffian ducts wil also degenerate inthe absence of androgen
receptors. At pubrty, the testes will respond to the Increased LH by Increasing testosterone.
secretion. Masculnization is not possible because of the absence of androgen receptors,
however, significant gonadal or peripheral aromatization of testosterone to estrogen wil
produce breast enlargement and other female secondary sex characteristics. LHwil remain
high because of the absence of negative feedback by the testosterone. Pubic and axilary
hair development, which is also androgen-ciriven, wil not occur.

Females with 17-aipha-hydroxytase deficiency (choice &) are borwith normal female
Internal reproductive tract and exteral genttala, This is because the "default” program is
for the female phenotype to evelop in Utero. With 17-alpha-nyaroxylase deficiency, sex
steroids (estrogen in the case of females) cannot be synthesized and secreted. Affected
females wil not mature sexualy at puberty, but will remain nfantle. Since the patient
descrined above exnibited breast development, 17-alpha-nydroxytase deficiency s unliely.
Furthermore, the absence of uterus or uterine tubes is not consistent with
17-alpha-hydroxylase deficiency.

Canstitutional delay in onset of menses (choice C) may occur in certain familes. itis
thought to be due to siow maturation of the hypothalamic-pituitary-gonaal axis. However,
rowih velocity and development of breasts and pubic hair usually occurs normally. A
Uterus and uterine tubes would be present since there is no Gisorder in embryologic
development.




