2018 YDUS KADIN HASTALIKLARI VE DOĞUM HATALI SORULAR
Kadın Hastalıkları ve Doğum 28. Soru
Kontrollü ovaryan hiperstimülasyon sikluslarında, ovaryan stimülasyona başlandıktan sonra LH düzeyinin yükselmesini engellemek için aşağıdaki ajanlardan hangisinin kullanımı en uygundur?
A)  hCG
B)  hMG
C)  Ganirelix
D)  Follitropin beta
E)  Buserelin
Doğru cevap C ve E
Kontrollü ovaryan hiperstimülasyon sikluslarında, ovaryan stimülasyona başlandıktan sonra LH düzeyinin yükselmesini engellemek GnRH agonistleri (Buserelin) ya da GnRH antagonistleri (Ganirelix)  kullanılabilir. Bu haliyle soru çift cevaplıdır. 
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Kadın Hastalıkları ve Doğum 45. Soru
	Cinsel olarak aktif olan 33 yaşındaki kadın, genital bölgede yara nedeniyle başvuruyor. Muayenede her iki labium minusta birer adet olmak üzere 1-2 cm çapında, kenarları ciltten kabarık, tabanında eksuda bulunmayan, ağrısız ülsere lezyonlar görülüyor. Ayrıca inguinal bölgede ağrısız ve sert lenfadenopati saptanıyor.
	Bu klinik tablodan sorumlu en olası patojen aşağıdakilerden hangisidir?
A)	Chlamydia trachomatis
B)	Haemophilus ducreyi
C)	Herpes simpleks virus tip 2
D)	Treponema pallidum
E)	Klebsiella granulomatis
Doğru cevap YOK
Olguda tarif edilen 1-2 cm çapında, kenarları ciltten kabarık, tabanında eksuda bulunmayan, ağrısız ülsere lezyonlar sifilizi (Treponema pallidum) düşündürmektedir. Ancak sifilizin ülserasyon döneminde lenfadenopati eşlik edip etmemesi ile ilgili iki referans kitabımızda farklı bilgiler mevcuttur. Berek & Novak Gynecology 15. Baskı, sayfa 1037 de ülsere lenfadenopatinin eşlik etmediği açıkça belirtilmektedir. Diğer bir referans kitabımız olan Comprehensive  Gynecology 7. Baskı, sayfa 533 de hastalığın ilk haftasında ağrısız ve sert lenfadenopati eşlik edebileceği belirtilmektedir.
Bu bilgiler ışığında her ne kadar verilen ülser özellikleri doğru cevap olarak verilen Treponema pallidumu düşündürse de, olguda verilen ağrısız ve sert lenfadenopati bilgisi doğru cevaptan uzaklaştırabilecek niteliktedir. Bu nedenle sorunun bu haliyle iptal edilmesi gerektiğiniz düşünmekteyiz.
Referans kitaplarımızda yer alan ilgili bilgilerin bulunduğu bölümler ektedir. 
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31 Induction of Ovulation

or more. Logically, sequential therapy generally is useful only in women who respond to
clomiphene, at least to some extent. Otherwise, treatment does not effectively begin until
gonadotropin therapy starts.

The elevated endogenous LH levels in many clomiphene-resistant anovulatory women
with PCOS predispose to premature follicular luteinization during exogenous gonadotro-
pin stimulation®’- 0% %! and have been implicated as a contributing factor in the higher
incidence of spontaneous miscarriage observed in those who conceive. 2% Adjuvant
treatment with a long-acting GnRH agonist before exogenous gonadotropin stimulation
suppresses endogenous LH levels and continued GnRH agonist treatment during gonado-
tropin stimulation can prevent premature luteinization.?*-0%-3%¢ The risk that residual GnRH
agonist-induced LH suppression might result in poor luteal function after ovulation induc-
tion appears more theoretical than real >

Nonrandomized clinical trials have suggested that combined treatment with a GnRH ago-
nist and exogenous gonadotropins can improve cycle fecundity in clomiphene-resistant
anovulatory women. % 3% 3 However, randomized controlled trials comparing combined
treatment with a GnRH agonist and exogenous gonadotropins to stimulation with gonado-
tropins alone have failed to demonstrate any differences in cycle fecundity or the inci-
dence of ovarian hyperstimulation. 7 37.30%.310 Adjuvant GnRH agonist therapy also has no
proven benefits for unselected subfertile women receiving gonadotropins to induce super-
ovulation®! and may even increase the amount and duration of gonadotropin stimulation
required, at least in some.*”**° Although combined treatment with a GnRH agonist and
exogenous gonadotropins is the established standard for controlled ovarian hyperstimu-
lation in IVF cycles, it has no proven advantage over gonadotropin stimulation alone for
ovulation induction.

Monitoring Gonadotropin Therapy

To achieve ovulation but also avoid ovarian hyperstimulation and minimize the risk
Sfor multiple pregnancy, gonadotropin therapy must be carefully monitored with serial
serum estradiol measurements and transvaginal ultrasonography. In effect, the clini-
cian replaces the hypothalamus and pituitary in the feedback loop during treatment with
exogenous gonadotropins. The chosen dose is administered, the ovarian response is mea-
sured and judged according to needs and expectations, and the gonadotropin dose is main-
tained or adjusted, re-evaluated, and readjusted as needed. Under normal circumstances,
the hypothalamic-pituitary-ovarian axis performs the same task, constantly and repeatedly
refining and coordinating the level of gonadotropin stimulation with the ovarian response.
By contrast, the clinician can make no more than one such assessment daily, at most. Not
surprisingly, the results achieved are relatively crude by comparison.

stradiol Levels

To best reflect the ovarian response to stimulation and provide for an efficient flow of
information, gonadotropins generally are administered in the evening, typically between
5:00 and 8:00 p.m., and serum estradiol measurements are obtained early in the morning.
Results usually are available for review by midday, and new instructions regarding the dose
and duration of treatment and the next scheduled evaluation are communicated before the
evening dose that day is due. In general, follicles less than approximately 10 mm in mean
diameter produce relatively little measurable estrogen and larger follicles secrete progres-
sively more as they grow and approach maturity. Usually, estradiol levels rise at a constant
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796 PART 3 Reproductive Technologies

In the following discussion, we focus on COS protocols
as used for IVF in the United States. In addition, we consider
decision-making in protocol selection.

Normal and High Responder Regimens

Gonadotropin-Releasing Hormone-Agonist
Downregulation Protocol

In ovarian stimulation for IVF, the main purpose of a GnRH-
agonist analogue or antagonist is to prevent a premature LH
surge (triggered by positive feedback from high estradiol),
while the follicles are still immature. Accordingly, pituitary
suppression reduces premature luteinization of granulosa
cells and premature ovulation.

GnRH-agonist analogues differ from the native decapeptide
GnRH in amino acid positions 6 and 10. They are resistant
to degradation, so they have long half-lives and prolonged
receptor occupancy. The initial administration of a GnRH-
agonist analogue is associated with an increase in LH and FSH
secretion (agonist phase). Long-term administration causes
downregulation and partial desensitization of the pituitary
GnRH receptor, resulting in the suppression of pituitary
gonadotropin secretion. In the standard downregulation
protocol, the GnRH agonist (0.5 to 1 mg daily) is begun
in the midluteal phase of the prior menstrual cycle, and
ovarian stimulation begins with or after the onset of the
subsequent menstrual period, at which time the GnRH-
agonist dose is decreased by half (Fig. 31.17; Table 31.2).
Due to the suppressive nature on the pituitary gland of
prolonged GnRH-agonist exposure, hCG is required for
ovulatory triggering, which has implications for expected
high responders (discussed later).

Compared with no suppression, the addition of a GnRH-
agonist analogue to regimens of ovarian stimulation for [IVF-ET
is associated with a lower cancellation rate, and an increase
in the number of oocytes retrieved, the number of embryos
available for transfer, and the clinical pregnancy rate.'”’!”?

For example, one study demonstrated that treatment with
a GnRH agonist (buserelin) plus hMG resulted in more
oocytes retrieved (9.3 vs. 6.2), more embryos (4.3 vs. 2.8),
and a higher clinical pregnancy rate (20% vs. 14%) than
stimulation with clomiphene plus hMG."” In another study,
comparison of a stimulation regimen using the same medica-
tions also demonstrated that buserelin-hMG  stimulation
resulted in a higher pregnancy rate than that observed with
clomiphene-hMG (36% vs. 18%)."7* The type of GnRH-
agonist analogue used does not appear to be crucial to
obtaining the improved outcomes. Studies with D-Trp6
GnRH-agonist analogue also demonstrate improved pregnancy
rates (21% vs. 12%) compared with ovarian stimulation
regimens that do not use GnRH-agonists for IVF-ET.!”®

[t is important to note that women with normal ovarian
reserve typically will produce optimal numbers of oocytes
from downregulation regimens, but may be at an increased
risk of OHSS compared with a GnRH-antagonist regimen
(discussed later). In contrast, women with DOR may not
respond even to high-dose gonadotropin treatment after
downregulation. In some cases, employing lower doses of
GnRH agonists will allow downregulation without excessive
suppression of response.'’®!”” An RCT of a half-dose of
triptorelin (1.87 mg) adequately suppressed the pituitary,
but required a lower dose of FSH (42 + 2 vs. 59 + 3 ampules)
and more mature oocytes (10.1 £ 0.54 vs. 7.4 + 0.6), zygotes
(82 + 0.4 vs. 6.3 £ 0.4), and embryos (7.8 £ 0.36 vs. 5.9
+ 0.37) were obtained than when the standard 3.75 mg dose
was given. There were no significant differences in pregnancy
(half-dose: 38.8% vs. full-dose: 25.3%), implantation (22.6
vs. 13.8%), or miscarriage (6.1 vs. 5.0%) rates, though a
trend for improved outcomes with the lower dose agonist
was observed. Furthermore, the cumulative pregnancy rate
was significantly higher in the lower dose agonist group (56.8%
vs. 35.4%)."7® Variations of the full-dose (1 to 0.5 mg) or
low-dose (0.5 to 0.25 mg/d) long-luteal protocol include a
very low dose (0.2 to 0.1 mg/d), an ultra-low dose (0.1 to

GnRH-agonist Ovarian Stimulation Protocol

v

hCG
Oocyte Day2-5
retrieval embryo
transfer
Progesterone
rFSH / HMG
GnRHa kae h v »>
l i i i 2k SETETE l
| ' ! |
Day 1 Day 2 Day 6 * hCG given * 14—16 days after retrieval
Baseline US Start follicle  cycle day 10-12 check serum hCG
monitoring (on average) ¢ Continue progesterone if +

FIGURE 31.17 Schematic representation of the GnRH-agonist protocol for ovarian stimulation for in vitro fertilization. FSH,
Follicle-stimulating hormone; GnRHa, gonadotropin-releasing hormone-agonist analogues; hMG, human menopausal gonadotropin; hCG,
human chorionic gonadotropin; LH, luteinizing hormone; US, ultrasound. (From Cheong Y, Ginsburg ES, Macklon N: Protocols for ovarian stimula-
tion. In: Ginsburg ES, Racowsky C, editors: In Vitro Fertilization: A Comprehensive Guide, New York, 2012, Springer Science+Business Media.)
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~ Clinically, syphilis is divided into primary, secondary, and
tertiary stages. In primary syphilis, a papule, which is usually
painless, appears at the site of inoculation 2 to 3 weeks after

Usually, the chancre is solitary, painless, and found on the vulva,
vagina, or cervix, although extragenital primary lesions, includ-
ing lesions of the mouth, anal canal, and breast nipple, have been
reported in approximately 5% of patients. Egnﬁn*r F* firm
ional adenopathy is present during the first week of clini
sease. Within 2 to 6 weeks, the painless ulcer heals spontane-

ously. Hence, many women do not seek treatment, a feature that
enhances the likelihood of transmission. Confirmation that the
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A painless and minimally tender ulcer, not accompanied by inguinal
lymphadenopathy, is likely to be syphilis, especially if the ulcer is indurated. A
nontreponemal rapid plasma reagin (RPR) test, or venereal disease research laboratory
(VDRL) test, and a confirmatory treponemal test—fluorescent treponemal antibody
absorption (FTA ABS) or microhemagglutinin—T. pallidum (MHA TP)—should be used to
diagnose syphilis presumptively. Some laboratories screen samples with treponemal
enzyme immunoassay (EIA) tests, the results of which should be confirmed with
nontreponemal tests. The results of nontreponemal tests usually correlate with disease
activity and should be reported quantitatively.




