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VAKA

58 yasinda erkek, evli, 2 gcocuk
Yakinmasi: ED ve isteksizlik (cinsel ve genel)
Halsizlik / Gugsuzluk ?7?

Uriner semptomlar ?
» Nokturi: 2kez/gece

Ozgecmiste bir 6zellik yok, (HT, DM...)
Urogenital Muayene: belirgin bulgu yok.


http://img223.imageshack.us/img223/9131/yilmazamca3vs8.jpg

* Bu hastaya yaklasim:

— AKS: 98 mg/ml

— PSA: 1,2 ng/ml

— T. Test: 285 ngiml <@ ————————
— T.Koles.: 195 mg/mi

— Trigliserid: 130

— LH: 2.3lu/ml


http://img223.imageshack.us/img223/9131/yilmazamca3vs8.jpg

« Tani: ED + GBH

» Tetkik : ?7

* Tedavi Yaklasimi: ?7



LOH

European Journal of Endocrinclogy (2008) 159 507-514 ISSN 0B804-4643

CONSENSUS STATEMENT

Investigation, treatment and monitoring of late-onset
hypogonadism in males

ISA, ISSAM, EAU, EAA and ASA recommendations

C Wang, E ?:{ieschlagl. R Swerdloff, H M Behre®, W ] Hellstrom?, L ] Gooren®*, ] M Kaufman®, J-] Legros®,
B Lunenfeld’, A Morales®, | E Morley®, C Schulman'®, I M Thompson'!, W Weidner'> and F C W Wa'?

(ISA): International Society of Andrology

(ISSAM): International Society for the Study of Aging Male
(EAU): European Association of Urology

(EAA): European Academy of Andrology

(ASA): American Society of Andrology




KDT

Level Type of evidence

1a
1b
2a

Z2b

Evidence obtained from meta-analysis of randomized trials
Evidence obtained from at least one randomized trial

Evidence obtained from one well-designed controlled study
without randomization

Evidence obtained from at least one other type of well-designed

quasi-experimental study

Evidence obtained from well-designed non-experimental studies,
such as comparative studies, correlation studies and case
reports

Evidence obtained from expert committee reports or opinions or
clinical experience of respected authorities

Grade Mature of recommendations

A

Based on clinical studies of good quality and consistency
addressing the specific recommendations and including at
least one randomized trial

Based on well-conducted clinical studies, but without
randomized clinical trials

Made despite the absence of directly applicable clinical studies
of good quality




LOH/ TDS
GBH/ TYS —yasla iliskili

» Tanim:lleri yaslarda erkeklerde
gorulen saglikli geng erkek
degerlerine gore dusuk testosteron
seviyesine ile gorulen Klinik ve bio-
Kimyasal bir sendromduir.




— Tani: Bulgu ve semptomlar testosteron
yetersizligi ile iligkilendiriimelidir. (KDT kanit
derecesi 3; onerme seviyesi A)

— Libido; ED, adale kitlesinde ve gucunde
azalma, artmis vucut yag orani, osteporoz,
kemik mineral yogunlugunda azalma,
depresyon. Bu semptom ve bulgulardan en az
biri dusuk serum testosteron seviyesine eslik
etmeli.

— Soru formu (AMS/ADAM) tani icin gerekli
degil.



AMS Questionnaire

AMS soru formu

Aging Males® Symptoms (AMS) rating scale: Evaluation Form

Which of the following symptoms apply to you at this time? Please, mark the appropriate box for each
symptom. For symptoms that do not apply, please mark “none”.

10

1"

12

13

1.
16.

17

Symptoms:

Decline in your feeling of general well-being

Score =

(general state of health, subjective feeling)............___.._._____

Joint pain and muscular ache (lower back pain,
joint pain, pain in a limb, general back ache).....
Excessive sweating (unexpected/sudden episades

of sweating, hot flushes independent of strain)...._..__._.__

Sleep problems (difficulty in falling asleep, difficulty

in sleeping through, waking up early and feeling tired,

poor sleep, sleeplessness) ...
Increased need for sleep, often feeling tired ...
Irritability (feeling aggressive, easily upset about
little things, Moody) ..o

Nervousness (inner tension, restlessness, feeling fidgety) ...

Anxiety (feeling panicky) ..........ccoooooo...

O oo

ufw

Physical exhaustion / lacking vitality (general decrease
in performance, reduced activity, lacking interest in leisure
activities, feeling of getting less done, of achieving less, of

having to force oneself to undertake activities) ..

Decrease in muscular strength (feeling of weakness)........
Depressive mood (feeling down, sad, on the verge of tears,
lack of drive, mood swings, feeling nothing is of any use) ......

Feeling that you have passed yourpeak......................

Feeling burnt out, having hit rock-bottom
Decrease in beard growth ..

Decrease in ability/frequency to perform sexually ...........
Decrease in the number of morning erections ................

Decrease in sexual desire/libido (lacking pleasure in sex,

lacking desire for sexual intercourse) .....................

Have you got any other major symptoms?
If Yes, please describe:

extremely
none mild moderate severe severe
[ 1 1 1 1

1 2 3 4 5

O | [l O

O | | O
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O O O O

O O | O
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O O O (|| O
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| O | 0 O

O O O £ O

O O O O O

O O O O O

O O | a O
Yes....O No........ O

THANK YOU VERY MUCH FOR YOUR COOPERATION

Once the AMS questionnaire 1s completed by the respondent, the following form can be used if a evaluation on paper

is intended. However. we recommend a computerized evaluation

The scoring scheme of the AMS scale is simple: The questionnaire has for each of the 17 item an option to check one
of 5 degrees of severity (severity 1.5 points at the questionnaire). Put the severity points of each of the items into the

form below.

The composite scores for each of the three dimensions (sub-scales) 1s based on adding up the scores of the items of the
respective dimensions. The composite score (fotal score) 1s the sum of the three dimension scores. The three
dimensions. 1.e. psychological, somatic, and sexual subscale. and their corresponding question numbers are detailed in

the form.

This form explains how the total sum-score and the sum-scores of the subscales are determuned: Add up the severity
points from each of 1tems belonging to one of the subscales (indicated by an arrow into a blank field) to get the sum-

score for the respective subscale
The “total score” is the sum of the sum-scores of the three subscales.

Question| Score | Psychological Somatic Sexual
Number Subscale Subscale Subscale
1 »
2 >
- Ll
3 >
4 >
5 >
6 —
7 EE E—
8 e
9 >
10 >
11 ——»
12 >
13 N
14 >
15 »
16 >
17 >
Sum of Sum-score Sum-score Sum-score
scores m PSYCH SOMAT . | SEXUAL
subscales
Tatal sum of scores of all subscales = Total score:




Serum Androjen Olgim

« Sabah 07:00- 11:00

« Serum Total Testosteron
—> 350 ngr/ml [12 nmol/l]

— < 230 ngr/ml [ 8 nmol/l]
— Serbest testosteron < 225 pmol/l (65 pg/ml)

— PRL; LH; E2; GH; ILGF....



» Tedavi Suresi: 3-6 ay ED ve lidido icin
yeterli...
— Vucud Kompozisyonu
— Kemik Yogunlugu/ Kemik kiriklari

— Seksuel fonksiyon
« ED+<Ilibido+hipogonadism (TRT-kanit 2a/oneri A)

— Sinir degerlerde 3 ay denebilir.



ED/ Testosteron |
TRT+ PDE-5-Inh kullanimi

* ED ve hipogonadal/sinirda testosteron seviyesi
olan erkeklerde TRT+ PDE-5-Inh kullanimi
sinerjik etkisi var ( kanit 1b, onerme B)

yeni ¢calismalar gerekli.

* ED ve hipogonadism saptanan erkeklerde mono
tedavi veya kombine denebillir.

* Mono terapi yanit vermeyen hipogonadal ve ED
olan erkeklerde mutlaka kombine tedavi.



Vucut Yag/Adale
Kemik Yogunlugu

* Yag Kitlesini azaltiyor/ Adale gucunu
artiriyor (Kanit 1b, onerme A)

» Osteopeni, osteporoz ve kemik kirigi
sikligl genc ve yasli hipogonadal
erkeklerde daha siktir (Meier et al., 2008).

 TRT sonucu kemik yogunlugu artiyor
(Kanit 1b, onerme A)



Testosteron/Metabolik Sendrom
Obezite/Tip 2 DM

» Obesite, hipertansiyon, dislipidemi,
azalmis glukoz kontrolu ve insulin direnci
dusuk testosteron sendromu ile birlikte
olabilir.

* Obez erkeklerin % 20-64 dusuk serum T
testosteron var Kalyani &Dobs, 2007).

» Hipogonadal obez ve Tip 2 DM
hastalarinda TRT metabolik durumlarinin
duzelmesi beklenenden daha lyi
olmaktadir



Tedavi Sonuclari

e 7 Avrupa ulkesinde 14 Merkezde 322 adet LOH tanili
50> erkek

Serb. Tes: <260 nmol/L

12 ay sureyle oral 80-160-240 mgr/gun testosterone
undecanoate -plasebo

« Sonucg: Tedavi sonucu TRT AMS total skorda
duzelme var fakat istatistiksel anlamli degil. Sadece
160 mgr/gun kullanalarda cinsel fonksiyonla ilgili
bolumde duzelme saptanmis.

Legros JJ, Meuleman E, Elbers J, Geurt P: Oral testosterone replacement in symptomatic late-
onset hypogonadism - effects on rating scales and general safety in a randomized, placebo-
controlled study.

Eur J Endocrinol 11, 2009



BPH/ P Ca

» TT (testosteron tedavisi) subklinik prostat
Ca klinik kansere cevirmez

(Kanit duzeyi 4, onerme C)

* TT lokal ileri evre ve mesastatik prostat
kanserini ilerlemesini ve septomliarini
artmasina neden olur (kanit 2a, onerme A).



BPH/ P Ca

45 yasin 1 TT kullanilacaksa mutlaka
prostat yakin takip edilmel
(Kanit 3, oneri A)

Tedavi oncesi rutin TRUS ve Biopsi
onerilmiyor.

TRT baslanan erkeklerde 3-6-12. aylarda
PSA, rektal muayene yapilmall suphede
biopsi alinmali (kanit 2b, oneri A).

IPSS >21 TT relatif kontraendikasyon



BPH/ P Ca

* Tedavi edilmis ve makul/ihtiyatli bir sure
nuks olmamis ve hipogonadism
yakinmalari var ise tedbirli olarak TR
kullanilabilir (kanit 2b, onerme C).




Cochrane Kutuphanesi

Effect of Testosterone Replacement Therapy
on Prostate Tissue in Men
With Late-Onset Hypogonadism

A Randomized Controlled Trial

Leonard 8. Marks, MD

Norman A. Mazer, MDD, PhD

Elahe Mostaghel, MD, PhD

David 1. Hess, PhDD

Frederick J. Dorey, PhD

Jonathan 1. Epstein, MD

Robert W. Veltri, PhD

Danil V. Makarov, MD

Alan W. Partin. M. PhD JAMA, Movember 153, 2006—Vel 206, No. 19 2351
David . Bostwick, MD
Maria Luz Macairan, MD
Peter 5. Nelson, MD




« 40 adet 44-78 yasinda serum testosteron
duzeyi <300 ng/dl hasta 19 plecebo/ 21 150
mgr/gun testosterone enanthate 6 ay sureyle
aliyor.

 Tum vakalara 0-6 ayda biopsi yapiliyor:



|
Flgure 1. Flow of Participants Through the

Study
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Table 1. Baseline Characteristics*

Testosterone
Replacement
Therapy Placebo P
(n=2) (n=19) Valuet
Age, y 68 (44-78) 70 (45-78) AT
Body mass indext 28.34 (22 70-37.90) 2057 (23.60-37.80) 5E
Testosterone level, ng/dL 221 (163-320) 252 (144-328) 22
Prostate-specific antigen, ng/mL 1.55 (0.27-5.78) CI a7 (0-2.47) 02
Prostate volume, mLE 43.75 (15.50- 1 2 D'D‘ 675 (17.20-106.00) 36
Transition zone volume, mL§ 20.00 4.76-76.5 15...*8[ A4-54 00) kTi
International Prostate Symptom 13 {0-26) 12 [0-27) AT
Score (voiding symptoms)
Urofiowmnetry rate, mL/=s 14.0 (4.0-31.0) B (7.3-22.7) AB

— - . v aman



Table 2. Clinical, Hormonal, and Histological Results for Baseline vs & Months*

Testosterone Replacement Therapy Placebo
{n=2) (n=18)
| 11 |
P P
Baseline & mao Valuet Bazeline 6 mo Valuet
Clinical
Intermational Prostate Symptom Score 13.0 {0-26.00 12.5(0-30.0) 43 11002700 9.5 (2.0-28.0) 50
(woiding symptoms)
Urcfiowmetry rate, mL's 14.0 (4.0-31.00 10.6 (4.8-18.9) 09 106 (7.3-22.7) 8.5 (3.0-20.1) 13
Prostate volume, mL
Whole 438 (15.5-112.0) 42.0(198-117.9) A6 368 (17.2-105.00 20.4 17.8-03.00 20
Transition zone 216 [4.8-TB.A) 1654 (4.1-T4 B) A 16.4 (6.44-54.0) 16.0 (6.9-55.2) A7
Prostate-specific antigen, ng/mL
Total 1.55 (0.30-580) 2.20 {0.40-7 A0) <001 087 ({010-2.50) 1.10 (0.02-6.90) 006
Fres 0.49 {0.20-1 60) 068 [0.20-213) =001 021 [0.04-0.66) 0.30 [0.01-5.47) 13
Hemoglokin, o/dl 145 (11.0-18.0) 1650 (12.1-20.4) =001 140(1286-1861) 1458 (12.8-16.00 230
Hematocnt, % 43.2 (35.2-50.5) =001 436 (37.4-45.2) 43.4 (37 8-47 B) 20

47 B [3BB-BT 4)



]
Table 2. Clinical, Hormonal, and Histological Results for Baseline vs & Months*

Testosterone Beplacement Therapy Placebo
{n L 2'1:| [r‘l - 19]
11 |
P P
Baseline & mo Valuet Baseline & mo Valuet
liniral
Hormonal
Testosterone
Total, ng/dL 282 (162-444) 640 (272-1100) =001 282 (135-301) 273 (B0-715) 1
Free, po/mlLt 48 (17-102) 162 (35-300) =001 51 (16-68) 42 (8-114) 1B
Dihydrotestosterone, ng/dL 25 (18-56) A7 (20-121) 002 28 (11-53) 26 (7-40) 20
Estradiol, pg/mL 22 (5-41) a7 (18-05) 006 15 (12-36) 17 (10-19) B7
Luteinizing hormone, IL/L 4 50 (1.10-16.00) 0.10(0.03-13.000 <001  4.80(1.80-32.00) 410 (1.20-40.00) i
Sex hormone-binding globulin, pg/dL 06 0.2-2.0) 0ECA11.2) 005 070413 08 0.2-1.7) B2
Testosterone tissue, ng'g 0.91 (0.15-16.46) 1.658 ({0.10-23.11) 20 2000 116.02) 0.88 [0.02-20.12) 05
Ditydrotestosterone tissue, nofg 6.79 (3.26-10.59) A1 B15(1.21-168.70) 5A000.70-22.37 O

6.82 (1.57-30.82)




Flgure 2. Effects of Treatment on Serum and Prostatic Androgen Levels

Serum Levels




TT-P. Ca

Table 2. Clinical, Hormonal, and Histological Results for Baseline vs & Months?*

Testosterone Replacement Therapy Placebo
{F‘l = 21:| [r'l = 19]
I 11 1
P P
Baseline B mo Valuet Baseline & mo Valuet
Cliniral
Histological
Carcinoma, Mo, Q 2 0 4
High-grade intraepithelial neoplasia, No. 5 2 3 a
Atrophy score, % of glands 8 (1-50) 1(1-25) 0 8 (1-75) 6 (1-TH) 23
Stroma-epithelial ratio 206 (0.86-3 80 247 [0.54-5 54) =) 218 (0.50-4 98) 265 (0.11-7.85) 21




« Sonuc:

— LOH tanisi alan erkeklerde 6 ay sureyle T kullanimi
serum T seviyesini normal seviyeye getirirken
prostat dokusunda T, DHT birikimine ve bezde
biyolojik degisime yol agmiyor.

— Prostat biyopsi negatif erkeklerde sanilanin aksine
risk olusturmuyor.

— TRT genis kitlelerde tamamen guvenli anlamina
da gelmiyor

Conclusions These preliminary data suggest that in aging men with late-onset hy-
pogonadism, 6 months of TRT normalizes serum androgen levels but appears to have
ttle effect on prostate tissue androgen levels and cellular functions. Establishment of

prostate safety for large populations of older men undergoing longer duration of TRT
requires further study.

Trial Registration clinicaltrials. gov Identifier: NCT00161304
JAMA. 2006;296:2357-2361




SONUC

* Yaslanan erkek — Prostat hastaliklari
— Ates-Benzin benzerligi yok gibi
 BPH semptomlarina (IPSS) TT olumlu etki
bile bildiriimis.
Kalichenco S, Vishnevskiy EL: Beneficial effects of testosterone

administration on symptoms of the lower urinary tract in men with late-onset
hypogonadism: a pilot study. Aging Male. 2008 Jun;11(2):57-61

 Yine de dikkatli olarak TT kullanilabilir.



Prof. Dr. Tahir TURAN



VAKA

» |nfertil erkek:
— 34 yasinda; 6 yillik evli, 1 yil korunmus
— KD Tup Bebek bolumunden geliyor.
— Esi 26 yasinda; adetleri duzenli

— Spermiogram iki kez: V: 1-1.5 cc;
Sayl: Azoospermik (Pelet negatif) Hormonlar:
normogonodatropik; T test: 423 ng/ml



* Urogenital muayene:
— Penis sunnetli mea yerinde

— Her 2 testis skrotumda ve yerinde Sag:
5x3x2.5 cm ve Sol: 4.5x3x2 cm normal
kKivamda.

— Epididimler: her ikisi de testis arka bolgesinde
ve hafif hipoplazik.

— Vaz deferensler palpe edilmiyor.
— Varikosel yok.




CBAVD

* Obstruktif Azoospermi
Infertil erkeklerin

~% 5-10 bu durum
Sd ptan Ir. (Jarow et al, 1989)

« CBAVD en sik
gorulen konjenital
obstruktif azoospermi
nedeni.




CBAVD

« CBAVD infertili erkeklerin ~% 1-3
kadarinda gorulur.

Magali T, BMC Medical Genetics, 8:22 2007.

Stuppia L, European Journal of Human Genetics,
13, 959-964, 2005.



» Urogenital muayene:
— Vas deferens yoklugu
— Epididim yapisal bozukluk

— SV genellikle
hipoplazik/atrezik

« CBAVD hastalarinin
%90 normal
spermatogenez vardir.

Meng MV, et al: Impaired
spermatogenesis in men with
CBAVD. Hum Reprod;16: 529—-
533. 2001




CBAVD

« Epididim- vas deferens-SV-ejakulatuar
kanal — Mesonefrik kanal (Wolf kanali)

e Bobrek anamolisi ?

— Retrospektif 104 subfertil (84 bilateral, 20
unilateral) erkekte:

 Unilateral VD yoklugunda % 26 bobrek agenezis
« Bilateral VD yoklugunda bobrek 11 % agenezis

Schlegel PN, Shin D, Goldstein M: Urogenital anomalies in men with
congenital absence of the vas deferens J Urol.;155(5):1644-8, 1996.



 CBAVD ve CFTR gen iligkisi
90 |1 yillarda saptandi.

Dumur V, et al: Abnormal distribution of DF508 allele in
azoospermic men with congenital aplasia of the
epididymis and vas deferens. Lancet 336,512, 1990.

Anguiano et al.: Congenital bilateral absence of the vas
deferens—a primarily genital form of cystic fibrosis.
JAMA 267,1794— 1797, 1992.



 Kistik Fibrozis:

— En sik gorulen otozomal resessif hastaliklardan.
(CFTR)

— ~ 1/ 2500-3000 dogumda bir gorulur. Her 1/25
tasiyici.

— Eksokrin epitelyal hucrelerden koyu ve yapigkan
mukus salgisina neden olarak klinik bulgulara neden
olur.

— |statistik:
« Genellikle (Vakalarin % 70) ~2 yasinda tani konur.
e Hastalarin ~ %40 18 yasin Uzerindedir.
» Hastalarin ortalama yasam beklentisi 37 yil.




KF

. Kisitik Fibrozis (KF) — CBAVD

—KF ile infertilite/subfertilite iliskisi 60
yillardan beri bildiriliyor.

Denning CR, Sommers SC, Quigley HJ: Infertility in male patients
with cystic fibrosis. Pediatrics. 41:7-17 1968.

—KF hastalarin ~% 97-99 CBAVD
mevcud.



+ Otozomal - resesif gegisli

» Kuzey Avrupa

- Insidansi 1/2500-3000

« 7% 98 i infertil (CBAVD)

+ Glnumuzde 4. dekad' a erismeleri mimkin

+ Tasiyici sikhgr 1/25-30



CFTR

« CBAVD ve CFTR gen iligkisi 90 h yillarda

saptandi.

Dumur V, et al: Abnormal distribution of DF508 allele in azoospermic

men with congenital aplasia of the epididymis and vas deferens.
Lancet 336,512, 1990.

Anguiano et al.: Congenital bilateral absence of the vas deferens—a
primarily genital form of cystic fibrosis. JAMA 267,1794— 1797, 1992.

 Kistik Fibrozis Transmembran kondaktans
(iletkenlik) Regulator (duzenleyici) geni



 CF geni 7. kromozomda lokalize ( 7931 )
* 1480 aminoasitten olusan CFTR proteini

» CFTR : Epitelyal hiicrelerde yiizey klor
transportunu diizenlemekte

 CFTR fonksiyon bozukluguna sebep olan
yaklasik 1500 adet degisik mutasyon
gosterilmis.



F508 del
N1303K
G542
R117H
621+16 T
1898+1g A
W1282X
G551D

— mutasyonlar

. CBAVD ( CUAVD)

* Azoospermi
« Ciddi oligozoospermi
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CFTR

 Fonksiyonu:

— Eksokrin apikal hucre membranlarinda protein
sentezini saglayarak, ozellikle c AMP
kontrolunde CIl kanali ve diger iyon kanallarini
kontrol eder.

— Akciger, pankreas, ter bezleri ve vas deferens
ozellikle eksprese oldugu hucrelerdir.



Oxygen gradient
Mormal epithelia Cystic fibrogis
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Figura 1: Pathogenic idea of cystic fibrosis lung disease

Blus circls=mucus layer; yellow squares=airway epithelial cells. For copgen gradient: red=no gradient; blus=steep, hypozic gradient. Because of blocked
chlonde secretion, sscessive sodium absorption and water absorption, normal mucsziliary clearance (8) is defective in eystic flbesis (B). Mucus secretion
l=ads to plug formation (). Steep hypadc gradients (blue bar) are sensed by penetrating bacteria (D) leading to increased alginate (E) and macrocolony
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— klinik

- CBAVD ( 0/098 )
» Vezikila seminalis anomalileri
* Unilateral renal agenezi



— klinik

e Klasik form

e Orta dereceli hastalik

* Genital form : CBRAVD tek bulgu



- Infertilite

Tum CF olgularinin % 98 inde CBAVD mevcut

Azoospermi ( nadiren ciddi oligozoospermi )

Semen volimu < 1 cc ve asidik <7.5

Fruktoz <

Testis volimleri ve serum gonadotropin seviyeleri normal

Vas deferensler atretik veya yok, epididimler sert ve kalin
Spermatogenez cogu kez normal
Seksuel potens normal



— tani

Ter Testl

-Yaklasik 5 dak. cilt uyarisi sonrasi toplanan ter
icinde 60 mmol/L uzerinde klorid tespit edilmesi tani
koydurur.

USG ve TRUS
Tukruk Na ve Cl seviyeleri
Rektal mukoza biyopsisi

Kan immunreaktiv tripsin duzeyi
DNA analizi



— tani

Erkegin esi de mutlaka KF gen
mutasyonlari acgisindan arastiriimali,
otozomal resesif gecis.

Esi de tasiyici olan heterozigot erkelerde
%25, homozigot erkeklerde is %50
oraninda KF li bebek dogacagi bilgisi
veriimeli.



— Infertilite tedavi

« MESA + ICSI

 TESE + ICSI



KF

« 12 KF'li 2-12 yasindaki erkek ¢cocuklarda pelvik
US ile seminal vesikule 5/12 goruntulendi,
kontrol grubunda ise 8/16.

* Eriskin CBAVD tanili hastalarda
goruntulenemedigi bildiriimigtir.

ORIGINAL ARTICLE

Urogenital abnormalities in male children with cystic
fibrosis
H Blau, E Freud, H Mussaffi, M Werner, O Konen, V Rathaus

11111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111111

Arch Dis Child 2002;87:135-138



KF

 Kistik Fibrozis hastalarinda CBAVD gelismesi
embriyonal hayatta zaman i¢inde oluyor:

— 12-18 haftalik 2 KF homozigot agir mutasyon (CFTR)
saptanan embriyolarda histolojik mesonefrik kanal
(vas deferens) saglam bulumustur.

— Agenezisden ¢ok Atreziyi dusunduruyor.

Gaillard DA et al: Normal vas deferens in fetuses with cystic
fibrosis. J Urol;158:1549-52, 1997.



« CBAVD hastalarinin % 37.5-91.7 CFTR
gende mutasyon saptaniyor.

Casals T et al: Extensive analysis of 40 infertile patients with CBAVD: in 50% of cases only one
CFTR allele could be detected. Hum Genet; 95: 205— 211. 1995.

Chillon M, et al: Mutations in the cystic fibrosis gene in patients with congenital absence of the vas
deferens. N Engl J Med; 332: 1475— 1480, 1995.

Dork T et al: Distinct spectrum of CFTR gene mutations in congenital absence of vas deferens.
Hum Genet; 100: 365-377, 1997.

Claustres M, et al: Spectrum of CFTR mutations in cystic fibrosis and in congenital absence of
the vas deferens in France. Hum Mutat; 16: 143— 156, 2000.

Quinzii C, Castellani C: The cystic fibrosis transmembrane regulator gene and male infertility. J
Endocrinol Invest; 23: 684— 689, 2000.



Congenital Bilateral
Absence
of Vas Deferens (n = 64)

[ - 1 I
Mutations Mo, (%) h

31 Mutation panelt

AFEOE 2218 A
R117H o
WH282X 2018
RaBAW 208 — 39 Mutasyon
S540R 1{0.8)
R347P 1{0.8)
MA30EK, 1{0.8)
Extensive screent
Mutstions included in AFE0E 23(18) A
31 mutation parel E117TH o

WH282X 2018
R334W 201.8)
S540R 1{0.8)
R347P 1{0.8)
MA30EK, 1{0.8)

Mutations not included in 20EW 201.6)F

31 mutation parel PETL 11081t

1677aETA 108t
R117L 1081 h
A1 GinaT 108}t +8 M Utasyon
Da7oa 10815
MSEET 1081

NEs-5T 25 (20

Detectable mutations 72 (BB

JAMA June 16, 1999—Val 281, MNe, 23 2217



 CFTR arastirma tekniklerine gore oran
degisiyor:

— 64 CBAVD hastasi

* Allel spesifik oligonukleotid hibridizasyon 25
(% 34) +

« Rutin 31 mutasyon paneli 39 (% 54) +

« 27 eksonun genis arastirmasi 47 (% 65) +

Mac V: JAMA.;281(23):2217-2224, 1999










CFTR

o Kistik Fibrozis Transmembran kondaktans
(iletkenlik) Regulator (duzenleyici) geni

» /. kromozon uzun kolunda (7 q,31.2)



CFTR

 Yapisil:

— 7/ kromozom uzun kolunda, 18 kb
DNA yapisinda, 27 ekson mevcut.

P>IANED Y InD
ODDIaD D oD e
] ] ] o | e
Exon phasing of the CFTR gene (Universal Mutation Database [25]).
The CFTR gene comprises 27 exons which were previously numbered 1-24



CFTR

/,Transmembrane Regions {TME]\

Protein Topoloji:

12 Transmembran
bolgesi,

R Domain  NBD2 2 hUCI‘e |g| nUkleld
baglayan alan

1 hicre ici kontrol
alan




CFTR

 Fonksiyonu:

— Eksokrin apikal hucre membranlarinda protein
sentezini saglayarak, ozellikle c AMP
kontrolunde CI kanali ve diger iyon kanallarini
kontrol eder.

— Akciger, pankreas, ter bezleri ve vas deferens
ozellikle eksprese oldugu hucrelerdir.




CFTR

Gende 1500 yakin mutasyon saptanmistir.

 Mutasyonlar sonucu gende eger agir fonksiyon
bozuklugu olursa: fonksiyonu fizyolojik seviyenin
<% 5 ise klasik KF hastaliginin agir formu (PY)
seklinde seyreder.

Zielenski J: Genotype and phenotype in cystic fibrosis. Respiration 67(2):117-133. 2000.

Mickle JE, Cutting GR: Genotype-phenotype relationships in cystic fibrosis. Med Clin
North Am, 84(3):597-607, 2000.



CFTR

Eger CFTR allel de her 2 sinde hafif mutasyon
yada birinde agir digerin de hafif mutasyon var
iIse CBAVD feno tipi ortaya ¢ikabilmektedir.

* Fransa’da CBAVD vakalarin %88 inde CFTR genenin 1
tanesinde agir mutasyon, %12 sinde her 2 sinde de hafif

mutasyon saptanmis.
» KF hastalarinin % 88 her iki geninde agir mutasyon vardir.

Claustres et al: Spectrum of CFTR mutations in cystic fibrosis and in congenital
absence of the vas deferens in France. Hum Mutat, 16(2):143-156, 2000.



Spermatozoon-CFTR

RIS AN CFTR antikor kullanim

DS BN sican spermatozoasinda
WAL s, Tk HCO3-bagh fonksiyonda
L"\;}_‘; o azalma— intracellular pH,
Y cAMP artis ve membran

hiper polarizasyonu ve
kapasitasyon bozukluguna

1 neden olur
*’v“ \ 1 Wen Ming Xu et al: Cystic fibrosis transmembrane
*. \ conductance regulator
_ -ﬁ\ is vital to sperm fertilizing capacity and male fertility
Immunostaining of CFTR in human Proceedi”Q? of The Natfional
sperm, using a monoclonal human CFTR Academy of Sciences of the USA

vol. 104 no. 23; 9816—9821

antibody 2007
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CBAVD hastalarin ~%85 de otozomal
resessif gecisli CFTR gene mutasyonuna
bagli olarak ortaya cikiyor.

BMC Medical Genetics, 8:22 ,2007

CFTR genin mutasyonlarindaki agirliga
gore farkli klinik tablo (fenotipik bulgu)
ortaya cikabiliyor.

CBAVD Kkistik fibrosis hastaliginin hafif
t|p| olablllr

Angui : Congenital bilateral absence of the vas deferens—a primarily genital form of cystic fibrosis.
JAMA 267 1 94 1797, 1992

Renal Anomali ve CBAVD birlikteligi farkl
bir klinik antite.

Andrologia 32,71-83, 2000.



* Renal agenezisi olan vakalar daha ¢ok
mesonefrik kanal gelisim bozuklugundan
ortaya cikiyor — Agenezisden

* KF hastalarinin ~%99 CBAVD
saptanirken, renal patoloji /agenezis yok.

« CBAVD ~ %11 de renal agenezis var.

J Urol.;155(5):1644-8, 1996.



Uz. Dr. Haluk Kulaksizoglu



Vaka

24 yasinda bekar hasta

Yakinmasi meni miktarinda azalma, bosalmada
zorlanma

2 yil once yakinmalari baglamis idrarda sikinti ve
agrili ejaklasyon fark etmis.

Urogenital muayene:
* Penis sunnetli dogal
» Testis sag: 3x2x2 cm Sol: 3.5.x2 x 2 cm normal kivamda
« Epidimler: dolgu degil bilateral +
« Vas Deferenz +/+
» Varikosel: -/-

 RT: prostat orta bolgede ~2 cm yumusak kistik yapi



e Spermiogram:
—12.1.2009: (3 gun) V:1 mi
Sayi: Azoospermik (pelet+)
pH: 5.4 ; Fruktoz: +

—13.3.2009: (4 gun) V: 1.5 mi
Sayi: tek tuk spermatozoa
pH: 6 ; Fruktoz: 260
Retrograd ejaklasyon yok.



e FSH: normal; T.Testosteron: normal
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World I Urol (2006) 24:604-611)
DOI 10.1007/s00345-006-0129-4

TOPIC PAPER

Management of ejaculatory duct obstruction: etiology, diagnosis,
and treatment

Harry Fisch - Sarah M. Lambert - Erik T. Goluboft



Etyoloji (EDO)

 Konjenital:

— Kist (Mesonefrik kanal) Miillerian ve
Wolffian/Utrikulus

— Ejaklatuar kanal Atrezi/Stenoz

e AKKiz
— Travma (iatrojenik)
— Enfeksiyon
— Tas



Mulleriyen Kisti

Utrikulus Kisti

SV dilatasyon i¢in 15 mm

Ejakulatuar kanal capi
2.3 mm

Fig. 1. —Drawing shows sagittal midline view of prostate, labeled to
indicate typical locations of various prostatic cysts. 1 = utricular cyst,
2 = miillerian duct cyst, 3 = ejaculatory duct cyst, 4 = cyst of vas deferens,
5 = seminal vesicle cyst, 6 = retention cyst, congenital cyst, or abscess.



Semptomlar

*Oligozoospermia

Azoospermia

Dusuk hacimli / non-projecktil ejakulasyon
*Disuri

‘Hematospermi

«Agrili ejakulasyon,

‘Bosalma sonrasi perineal /testicular agri
‘Bel / Skrotal agri

|
Transurethral resection of the ejaculatory ducts for
treating ejaculatory symptoms

CHHISTEI'FHEFE W, fDHNSDN JGNATHF.N B BINGHHM EHII'-". T. GOLUBOFF and HARRY HSCH
epartment of Urology, College of Physicians and Surgeonrs of Columbia University, New York NY, USA

Accepted for publicatio August 2004

© 20056 BJU INTERNATIONAL | 95, 117-110 | doi:10.0171/1.1464-4100C2006.06261 x



Tedavi

- TURED

Farley ve Barnes (1973)
 TUIED
« Balon dilatasyon
Pryor JP, Schlegel PN. Management of ejaculatory duct

obstruction. In Lipshultz LI, Howard SS, eds, Infertility in the Male. 3rd
edn. Chapter 21. St. Louis: Mosby,1997



TUR Insizyon ED

Transrectal Ultrasound- and Fluoroscopic-Assisted
Transurethral Incision of Ejaculatory Ducts:

A Problem-Solving Approach to Nonmalignant Hematospermia
Due to Ejaculatory Duct Obstruction

T. Manohar, Arvind Ganpule, Mahesh Desai

Journal of Endourology., Vol. 22, No. 7: 1531-1536, 2008

» 25 hasta hemospermia ve agrili
ejaklasyon- TUI ED

« 3 ay sonra agrili ejaklasyon ve
hemospermide komlet remisyon olmus



Vaka filmi

s




Sonugclar

« TURED sonucu infertilite tedavisinde
(n 100)

— Semen parametrelerinde duzelme % 38-60
— Gebelik: % 22—-31

POPKEN, WETTERAUER, SCHULTZE-SEEMANN, DECKART &
SOMMERKAMP: Transurethral resection of cystic and non-cystic
ejaculatory duct obstructions

Int. J of Andrology 21:4, Pages 196-200 , 1998



Int Uml Nephrol (2008) 40:369-372
DOT 10.1007/s11255-007-9273-z

ORIGINAL ARTICLE

Transurethral resection of ejaculatory ducts
in the treatment of complete ejaculatory duct
obstruction

Talat Yurdakul - Gurhan Gokee - Ozcan Kilic -
M. M. Piskin

11/12 Sperm +

Ort. 12 ay takipte 3 spontan gebelik (% 25)
1 TUI gebelik
1 ICSI gebelik




Komplikasyon

Rektal Yaralanma
Sifinkter yaralanmasi
Retrograd ejaklasyon
Enfeksiyon — Kanama
Idrar reflis

Goluboff ET, Kaplan SA, Fisch H.Seminal vesicle urinary reflux as
acomplication of transurethral resection ofthe ejaculatory ducts. J Urol;
153: 1234-5 1995

Pryor JP, Hendry WF. Ejaculatory duct obstruction in
subfertile males: analysis of 87 patients. Fertil Steril 56 : 725—
730 1991



» Organizasyona
* Dikkatinize ve katkilariniza

Tesekurler ederiz.
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