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Olgu

« 8 yasinda erkek hasta

* Yakinma: Bayllma
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Olgu

« Okulda arkadaslart ile futbol maci yaparken kosarken durmus ve bayilimis.
YUzunun UstUne dusmus ve basini yere carpmis.

« Bayilma éncesi herhangi bir yakinma tariflemiyor, hatirlamiyor.

« Bayllmasini géren ogretmeni bilin¢ kaybinin yaklasik 5 dakika sirdigunu, o
sUrecte kol ve bacaklarinda kasiima oldugunu sdylemis.

« Kendine geldiginde sersemlik hissi varmis, 112 ile cocuk acil servisimize
getiriimis.
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Ozgecmis-Soygecmis

3 ay once yine okulda futbol oynarken bayllmasi ve kasilmasi olmus.

Kronik hastalik/dUzenli ilac kullanim dykUsU yok.

Ailenin ikinci cocugu,
« 1. cocuk: 12 yasinda, erkek, sag-saglikli

« 3. cocuk: 18 aylik, erkek, sag-saglikl
Aillede AKO 8ykUsU yok.
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Fizik Inceleme

AQirlik: 23 kg (25-50 p)
Boy: 123 cm (25-50 p)
Kan basinci: 920/60 mmHg
sp0O2: 100

Nabiz: 80/dk

SS: 22/dk

Genel durumu iyi, GKS:15

YUzde alinda ve dudakta
laserasyonlar mevcut.

Kalp ritmik, S1 S2 dogal,
KTA:80/dakika

UfOrOm duyulmadi, AFN+/+.

Diger sistem muayeneleri dogal.
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Laboratuvar
e Hb:11 gr/dl « BUN:14
- BK:11.700 e Cr:0.47 mg/dl
« Htc:33 « AST:30 IU
« PIt:296.000 « ALT:131U
« Na:138 mmol/L
« K:3.6
- Ca:9
c MQg:2
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Patolojik bulgular

« 2 kez futbol oynarken olan bayllma ve bayilma sirasinda kasiima dykUsu

e QTc:0.51/0.50/0.52 sn
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Konjenital Uzun QT sendromu (LQTS)

* VentrikUl miyokardinin repolarizasyon bozuklugu

« En sik gorulen kardiyak kanalopati.

o Uzamis QT intervali ile karakterize olup bu durum hayatl tehdit eden
ventrikOler aritmilere ve ani kardiyak d6lume neden olur.
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Konjenital LQTS

« Konjenital/edinsel

« Konjenital LQTS:
« OD Romano-Ward
* OR Jervell-Lange-Nielsen

« 17 LQTS geni tanimlanmis.
« Yaklasik % 75-80'ini 3 gen mutasyonu olusturur (KCNQT,KCNH2,SCN5A)
* % 15-20'sinde genetik test negatif.
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Konjenital LQTS-Patofizyoloji

* Mekanizmalar:
* Uzamis repolarizasyon

« Tetiklenmis aktivite---ventrikUler erken depolarizasyona neden olarak TdP
baslatabilir.

« Bradikardi, hipokalemi ve hipomagnesemi de bu mekanizmalar ile QTc
uzamasina neden olurlar.




Single lead electrocardiogram (ECG) showing torsades
de pointes

Couplet
Preinitiating Initiating Torsades de pointes
cyde cyde

The electrocardiographic rhythm strip shows torsades de pointes, a polymorphic
ventricular tachycardia associated with QT prolongation. There 15 a short,

preinitiating RR interval due to a ventrnicular couplet, which 15 followed by a long,
initiating cycle resulting from the compensatory pause after the couplet.
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LQTS-Genetik

KCNQ1—11. kromozomda potasyum kanali geni, LQTS1, %35-40

KCNH2---7. kromozomda potasyum kanali geni, LQTS2, %25-30

SCNSA---3. kromozomda sodyum kanali geni, LQTS3, % 5-10
Mindr LQTS genleri---% 5

Genotip negatif LQTS
 Klinik LQTS var ancak tanimlanmis genetik mutasyon yok.
* % 15-20




Summary of heritable arrhythmia syndrome susceptibility genes: Long QT

syndrome (LQTS)

i
Gene Locus Protein
Major LOTS genes
KCNGQI (LOT1) 11p15.5 Ii;; potassium channel alpha subumit (KVLQT1, Kv7.1)
KCONHZ (LQT2) 7035-36 I potassium channel alpha subunit (HERG, Kv11.1)
SCNSA (LQT3) 3p21-p24 Cardiac sodium channel alpha subumit (NaVv1.5)
Minor LOTS genes
AkAPa 7021-g22 Yohiao
CACNALIC 12p13.3 Voltage gated L-type calcum channel (Cavl.2)
CALMI 14q32.11 Calmodulin 1
CALMZ 2p21 Calmodulin 2
CALMS 19g13.2-g13.3 Calmodulin 3
CAVI 3p2s Caveolin-3
KCNEI 21g22.1 Potassium channel beta subunit (Mink)
KCNEZ 21g22.1 Potassium channel beta subunit (MIRP1)
KONIS 11q24.3 Kir3.4 subunit of I a-y channel
SCN48 11g23.3 Sodium channel beta 4 subumit
SNTA1 20g11.2 Syntrophin-alpha 1
TRODN 6ql2.31 Triadin

Adapted from: Tester 0OJ, Ackerman MJ, Genetics of cardiac arrhythmias. In: Braunwald's Heart Disease: A Textbook of

Cardiovascular Medicine, 10th ed, Mann DL, Zipes DF, Libby P, et al (Eds), Elsevier, Philadelphia 2015.
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KLQTS-Epidemiyoloji

* Prevelansi 1 /2000 canli dogum.

« Genotip pozitif/fenotip negatif olgularnn sikhgi 1/1000.
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KLQTS-Klinik

Basvuru genellikle ilk 3 dekadda.

Basvuru zamani QTc uzunlugu ve semptomlarin ciddiyeti ile iliskili.

Mayo Clinic LQTS kliniginde ortalama yas 12 iken,

Pediatrik Elekrofizyoloji Toplulugunun kayitlarina gore;

« Ortalama basvuru yasi 6.8 vil,

* % 20 olgu yenidogan doneminde, % 36’'si ise 9-15 yas arasinda tani almis.
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KLQTS-Klinik

« EKG taramasi ile saptanan olgular siklikla asemptomatik.

« Pediatrik Elekrofizyoloji Toplulugunun kayitlarina gore;
* % 61 olgu tani aninda semptomatik.
+ % 80 senkop/ndbetler
* % 12 fetal aritmi
* % 8 kardiyak arrest
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KLQTS-Klinik

» Gebelikte aritmi tetiklenebilir.
e Postpartum ddnemin ilk 6-92 ayinda kardiyak olay riski yUksek.

* Menopoz baslangicinda rekurren senkop riski LQTS1'de azalirken, LQTS2'de
arttigr gosterilmis.
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KLQTS-Klinik

Oldukca degisken.

Asemptomatik

Carpinfi
Presenkop

Senkop
Nobet

Kariyak arrest ve ani kardiyak dlum.
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KLQTS-Klinik

« Aritmiler gecici ya da kendini sinirlayici nitelikteyse carpinti/presenkop ile
basvuru.

 Aritmi surekli olup hemodinamik kollapsa neden olursa senkop/ani kardiyak
arrest gelisir.

Bir calismada olgulann % 13'Unde basvuru aninda ani kardiyak 6lum
gelistigi bildirilmis.
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KLQTS-Klinik

« VentrikUler aritmiler ile iliskili senkop epizodlarnnda tonik-klonik kasiimalar
olabilir ve bu nedenle bu hastalar epilepsi tanisi alabilir.

LQTS deki nbbetleri epilepsiden ayirt etmek oldukca zor olabilir ve bu iki
durum Ust Uste binebilir.

Nedeni aciklanamayan senkop ve afebirile ik ndbette EKG cekilmesi
dnerilmektedir.
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KLQTS-Klinik

« Cogunlukla ventrikuler tasiaritmiler
« Bradikardi, AV Blok, atriyal aritmiler
« 287 hastanin oldugu Pediatrik Elektrofizyoloji Toplulugu kayitlanndag;

* % 16 olguda ventrikUler aritmiler

« En sik aritmi polimorfik VT (TdP)—istirahatte % 6, efor testinde % 9 hastada
gorulmus.
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KLQTS-Klinik

enkop ya da resusite edilmis kardiyak Single lead electrocardiogram (ECG) showing torsad
rrestlerin % 80'inde polimorfik VT de pointes
[dP) oldugu saptanmis.

‘entrikUl hizi 160-250/dk arasinda,
JUzensiz R-R intervalleri

'dalgalann dansi’’

Iklikla kisa sUreli ve spontan olarak
onlanir.

This is an atypical, rapid, and bizarre form of ventricular tachycardia that
characterized by a continuously changing axis of polymorphic QRS

irka¢ epizod seklinde olabilir. morphologies.

‘entrikUler fibrilasyona ilerleyebilir.




KLQTS-Klinik

« T dalga alternansi elekiriksel
instabilitenin belirteci

« Yakinda gelisebilecek TdP'in
habercisi olabillir.

ECG macroscopic T wave alternans

Example of T wave alternans from a 3-year-old patient with long QT syndrome with multiple
epizodes of cardiac arrest. Tracings are from a 24-howr Holter recording.

ECG: slecirocardscgram.

Reproduced from: Schwartr P, Cretly L. Long QT and short QT syndromes. [r: Cargiec
Electrophy=iclogy: From Cell bo Bedside, Eih ed, Zipes OF, Jalife J (Eds), Seunders, Philadeiphis 2014,
Iustrabion used with bhe permission of Elsevier fnc. All nights reserved.
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KLQTS-Klinik

« AV Blok-—Ozellikler yenidoganlarda
Aritmi riskinde artis, kdt0 prognoz gostergesi

« Bradikardi oldukca sik gorulur, fetal bradikardi uyarici.
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KLQTS-Klinik-Aritminin tetikleyicileri

e Egzersiz, yUzme, dalima 175 hastalk bir calisma:

o Akut uyarilar % 67 egzersiz

» Ses

% 18 egzersiz+duygusal degisiklik
« Duygusal degisiklikler

% 7 duygusal degisiklik
« Alarm saati ile aniden uykudan v gk

uyanma

% 3 gUraltu ve egzersiz

 Telefon sesi

% 2 anestezi

« GOk gUriItusy
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KLQTS-Klinik

. . . . N - KCNQ1 (LQT1)
LQTS1'de aritmi siklikla egzersiz ile v ;

tetiklenir, egzersiz sirasinda QT intervali
uzar.

- |}

oo B8 88 8|

Ani suya dalma ve yarnismall yuUzme
aktiviteleri LQTS1 icin spesifik olabilir.

Telefon ya da alarm sesi LQTS2 icin
daha tipik.

Otesy O Omar

Auditory Triggers Postpartum Period

SCNSA (LQT3)
Dinlenme ya da uyku sirasinda aritmi ' EL e |

LQTS2 ve LQTS3 i¢in daha fipik.

%




Triggers for cardiac events in long QT syndrome are related to

TTTTTTTTTTT T T T T T i NI

100
|. Exercize ] Emoten [ ﬂun.reﬁnil:l'mtmal]
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i
g
i 40
: 20 =
n_
Lgra LgT2 LT3
(n = 532) (n = 38) (n = 20)

In a study of &70 patients with long QT syndrome and known genotype, all symptomatic (synoope,
aborted cardiac arrest, or sudden death), the occurrence of a lethal cardiac event (n = 110)
provoked by a spedfic trigger {exercise, emotion, and sleep/rest without arousal) differed according
to genotype. LQT1 patients experienced most of their events (90%) during exercise or emotion,
These percentages were almost reversed among LQT2 and LOT3 patients whao had mast of their
events during rest or sleep (83 and 80%, respectively); by contrast, they were at almost no risk of
major events during exsrcise (arrows), which is explained by their having a normal I, current.

ACA: aborted cardisc arrest; SC0: sudden cardisc death.

Madified fram: Schwartz PI. Prior 506G, Sperrglin C, =t al. Genotype-phenotyoe comelabion i1 the loang-0T
syndrome: gene=specific triggers for life-threatening armfythmies. Circulation 2001, 104:89.
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KLQTS-Klinik

OR gecisli LQTS---Jervell-Lange-Nielsen sendromu
1 /1.000.000

Sensorindral isitme kaybl

Daha malign bir klinik seyir

Konjenital ve bilateral isitme kaybi olan her cocuga EKG cekilmesi
dnerilmektedir.



————_

Baska nedenlerle aciklanamayan senkope

I Ndbet ve senkop birlikteligiz
ResuUsite edilmis kardiyak arreste
KLQTS-Tan
> )

o Oyki— <40 yas AKO?
Aclklonamayan trafik kazalar

* Fizik muayene Aclklanamayan bogulmalar

. Generalize nbbet Oykusu?
« EKG-QTc ve T dalgo morfO© Epilepsi tedavisi ykUsii2

Alle Oykusu<™ -

24 saatlik Holter ---T dalga degisiklikleri, aritmiler

QT vzamasina neden olacak diger nedenlerin ekarte edilmesi



Congenital

Some reported causes and potentiators of the long QT syndrome™

Acquired (continued)

Jervell and Lange-Nielsen syndrome (including "channelopathies®)
Romanc-Ward syndrome

Idicpathic

Acquired

Metabolic disorders
Hypokalemia
Hypomagnessmis
Hypocaicemisa
Starvation
Anorexia nervesa
Liquid protein diets
Hypothyroidism

Bradyarrhythmias
Sinus node dysfunction
AV block: Second or third degree

Androgen deprivation therapy (GnRH agonist/antagonist therapy or
Dilateral surgical orchiectomy)

Antiarrhythmic drugs
Quinidine, procainamide, discpyramide
FlecainiCe, pilsicainde”, propafencae
Amiodarone®, dronedarone, vernakalant?
Sotalol
Defetilide, ibutilide

Antianginal drugs

Ranclazine, ivabradine

Anticholinergic drugs (antimuscarinics)

Solifenacin, toltercdine

Antihistamines
Astemizole ¥, dilastine, hydroxyzine, terfenadine®
Antineoplastic drugs
= High risk: Arsenic trioxiCe, ivosidenid, lenvalinib, vandelanid
s Moderate risk: Ceritinib, crizotinib, dasatinid, encorafenil,
gilterilinib, incluzumab czogamicin, midostaurin, nilotinid,
osimertinid, ribeciclid, toremifene, vemurafenid
Analgesic, anesthetic, and sedative drugs
Anesthetic/sedative: Chioral hydrate, propofol
Opiocids: Bupf‘enorphinex. hydrocodone, Ioperum'rae’ (in overdose).
methadone
Bronchodilators (beta-2 agonists)

Arformotercl, sibutercl, formotersl, levaibutersl, indacaterol,
clodaterci, sasimeterci, terbutlaline, vilanterol

Diuretics

Via electrolyte changes (especially hypokalemia or hypomagnesemia)
Gastrointestinal drugs®

Antigiarrheal: Loperamide® (in overdoss)

Antiemetics:

s Mcderate risk: Droperidol, ondansetron (risk with IV use greater
than oral)

s Low to moderate risk: Granisetron, dolasetron, hydroxyzine,
tropisetren’
Promotility :
s High risk: Cisapride (restricted availability)
s Mcderate risk: Domperidone"’
s Low to moderale risk (rare regorts): Metoclopramide

Proton pump inhiditors: Chronic use leading to hypomagnesemia
(rare)

Neurologic drugs

‘i




Anti-infective drugs ”
antimalarial:
1 High rizk: Delamanid 1, quinidine, guinine

s Mpderate risk: Chioraquine, halefantrine, pipe=raguine

Antitubereulous:

s High risk: Bedaguiline

fzole antifungals:

s Moderabls risk: Fluconazsie, voriconazsie

8 Lgw ba moderate risk: liraconazsie
Clofazimine {moderate risk)

Fluareguinalones [systemic):
5 Moderabs risk: ‘EI!I'I'Ii”U!IEiﬂ‘, l=waflaxasin, maxifllazacia,
:l|urf'|:|n:-l*.'inT

s Lgw ke moderate risk: Cipraflaxacin, norfioxacin, ofloxacin
Foscarnet (bow ba moderate risk)

HIV antiretrovirals
s Moderats risk: Saguinevie
s Law ke moderate risk: Efsvirenz, lopinavic-ritonavir, rilpivirine

Macralide antibiotics:
i Moderabe risk: anthremyein, erythramycin, clanthreamyon
i Law ba moderate risk: F!.u::ithru-'n',':in. telitframyecin

Pentamidine (IV), moderate risk

Pentavalent antimanials {antiparasitic/antipratazsal):
s Moderats risk: Meglumine antimeniabe, sadium stitegluconate

Telavancin (law ba moderate risk)

Apamarphine, deuteirabenazine, donepezil, ezogabine, fMingalimead,
pimavanserin, tetrabenazine

Psythotropic drugs

Antipsychatics: ¥
s High risk: Chiorgpromazine. I\ halogeridal, ziprasidone
s Maoderate risk: Amisulpride”, clozapine, fMupentixslY, haloperidal
{aral), alanzapine, quetiapine, nspendone, thisridazine
8 Low to moderale risk: As=nagine, iloperidone, paligeridans,
pimavanserin

Tricyclic and tetracyclic antidepressants (TCAs; including doxegin] B

Selective serobanin reuplake inhibilars (lower risk han TCAs):
Citslopram, escitalopram, Mucseline [less than cilalagram)
Cthers:

s Afomaxeline, rarodons, walbenazine

WVasodilator drugs

Bepridil®, cilcatazal

Other drugs and herbs

Miscellaresus: Aragrelide. alfuzssin, cocaine, eligiustat, gadotenate
dimeglumire, lofexidine, mifepristons, papaverine [intracaronary),
pasireatide, protucoll, teripressinT

Herbs: Cinchons (contsing quinice). heorce extract [glyeysriazin) in
sveruse leading to electralyte changes

Other factors

Myacardial ischemia or infarction, sspecally wilth grominent T-wave
imemraiong

[ntracranial diseass
HIV infectian
Hypathermia

Touee exposure: Organcghosphate insecticides

This is not a complete list of all corrected QT interval (QTe)-prolonging drugs and does not include drugs with either a minor degree or isolated
association(s) with QTe prolongation that appear to be safe in most patients, but may need to be avoided in patients with congenital long QT syndrome
depending upon clinical circumstances, A more complate list of such drugs is available at the Credible Meds websita.
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KLQTS-Tani

QTc 99. persentil:

Prepubertal donemde 0.46 sn

Postpubertal erkeklerde 0.47 sn

Postpubertal kizlarda 0.48 sn

Genetik tanill LQTS'lu olgularnn % 20-25'inde QTc normal olabilir!
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KLQTS-Tani

P —

* Epinefrin infUzyonu
— SUphede kalinan hastalarda

» Efor testi

« Genetik test



'tz score diagnostic criteria for long QT syndrome (LQTS)

Points

cardiographic findings®

icl
2480 ms
460 to 479 ms
450 to 459 ms (in males)
TcY fourth minute of recovery from exercise stress test =480 ms
rsades de pointes®
wave alternans
stched T wave in 3 leads

w heart rate for age®

0.5

| history

mcoped
With stress
Without stress

ngenital deafness

0.5

history

mily members with definite LQTSH

explained sudden cardiac death below age 30 among immediate family members®

0.2

‘nnnNNinnnnnnnnnnin

<1 dusuk olasilik LQTS
1-3 orta olasilik LQTS
2 3.5 yuksek olasilik LQT
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KLQTS-Tani

rariants of Long CIT svndromee

| |
/\ mj,ffh mJF S\

TS type 1 LOTS type LTS 1o 3

[waves with broad base. T-wavees with low amplitude Lang ST=segment. Tosawve acours
and an additanal numg or rotch, late ard 5 pointad.



KLQTS-Genetik test

TABLE 20.1 Summary of Class | Indications for LQTS Genetic Testing (42)

1. Persons with unequivocal and unexplained QT prolongation (i.e., QTc 2500 ms in postpubertal
adolescents and adults or 2480 ms in prepubertal children).

2. Persons with clinically suspected LQTS regardless of (i) baseline QTc or (i) history of prior negative
genetic testing in research laboratories or with commercially available targeted exon testing. Rationale:
Mutation detection methods over the past decade have changed significantly and false-negatives have
been demonstrated.

3. All first-degree relatives of a genotype positive index case (genetic testing extended to other degrees
of relatedness by “following the genetic trail” down the appropriate path of concentric first-degree
relatives). For example, confirmatory genetic testing demonstrates the index case's LQT 1-associated
mutation in the father. Accordingly, the father's parents and siblings (second-degree relatives to the
index case) should be offered testing. Next, if say the paternal aunt (to the index case) tests positive,
now all of her children (cousins or third-degree relatives to the index case) should be tested and so
forth.




KLQTS-Tani
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* LQTS risk skoru = 3.5 ve QTc uzamasina yol acan sekonder bir neden yoksa ve/veya
« Genetik analizde gen mutasyonu saptandiysa veya

« Tekrarlanan EKG'de QTc 2 0.50 sn ve QTc uzamasina yol acan sekonder bir neden

yoksa

LQTS tanisi konulur.

» Tekrarlanan EKG'de QTc 0.48-0.50 sn B

» Al delehnieheln Sl el LQTS tanisi konabilir

« Genetik analiz negatif

* QTc uzamasina yol acan sekonder bir neden yoksa
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KLQTS-Tedavi

« QITc'yi uzatan ilaclardan kacinma
» Elektrolit imbalansi olabilecek durumlarda duzeltiimesi

« 40 yas alti tUm asemptomatik ve semptomatik hastalar tedavi ediimeli.

« Beta bloker (propranolol/nadolol)
¢ LQTST ve LQTS2'de eftkili, LQTS3'de tartismali, proaritmik etki?

« LQTS3'de meksiletin ve flekainid
* Intrakardiyak defibrilatér (ICD)
« Sol kardiyak sempatik denervasyon
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ICD endikasyonlari

Legend
Prior cardiac arrest? Yes
Class lla
Class llb |
No

Recurrent syncope

while on beta Yes P ICD can be useful
blocker?

Asymptomatic not
treated with beta Yes
blockers
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KLQTS-Tedavi-Sol kardiyak sempatik
denervasyon

« YUksek riskli ve beta blokere yanitsiz hastalarda aritmik olay riskini azaltir.

» |CD tedavisinin rolatif KE oldugu durumlarda:
« KUcUk cocuk/infant

Beta blokere ragmen senkop olan olgular
AsTim
Beta bloker intoleransi

ICD ile rekUrren VF soku alan hastalar




I\ reommendaions:
1. Regardless of (JT'c or underlying genotype, all com-

Spor kOTIIImI petitive sports, except those in class [A category

should be restricted in a patient who has previously
experienced either: 1) an out-of-hospital cardiac ar-
rest, or 2) a suspected LQTS-precipitated syncopal

) o episode.
« Asemptomatik/Semptomatik tUm hastalar 2. ﬂﬁj'mp(;}mat}c patients with haselineﬂQ_T prolonga-
. . . R tion (Q1'c of 470 ms or more in males, 480 ms or
sadece golf, kriket, bilardo, bowling gibi Klas more in females) should be restricted fo class TA
1A sporlar yapabillir. sports. The restriction limiting participation to class

IA activities may be liberalized for the asymptomatic
patient with genetically proven type 3 LQTS

o Genotip porzitif/fenotip negatif olan hastalar (LQT3).
il N rickil ' 3. Patients with genotype-positive/phenotype-negative
ygngmoh sporlar yapabilir. AKO riski! LQTS1'de LQTS (ie.. identificarion of 3 1GyTS-sssaciated mu.
yuzme kisitlanmall. tation in an asymptomatic individual with a nondiag-

nostic ()Tc) may be allowed to participate in competi-
. tive . Although the risk of sudden cardiac death is
o |ICD'li hastalar carpismall sporlarn yapmamali. ,mtmEurhi“dmuﬂs‘ﬂmimmmlﬁnﬂm
available to justify precluding these individuals (who are
being identified with increasing frequency) from com-
petitive activities. Because of the strong association
between swimming and LQT1, persons with genotype-
positive/phenotype-negative LQT'1 should refrain from
competitive swimming,.
4. LQTS patients with an 1CI/pacemaker should not
engage in sports with a danger of bodily collision
because such trauma may damage the pacemaker
system. The presence of an ICD should restrict
individuals to class IA activities.
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KLQTS-Prognoz

QTc>0.50 sn
TdP iliskili senkop oykusu varsa

Prepubertal erkek ‘ Artmis AKO riski ile iligkili
Postpubertal kiz

Yasamin ik yilinda kardiyak olay 6ykUsU
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KLQTS-Sonuc

» Egzersiz ile senkop, ndbet ile basvuran hastalarin 6ykUsu dikkatli alinmali ve
ayrintill inceleme yapimaldir.

* LQITS'lu hastalarin bir kisminda EKG'de QTc'nin normal oldugu gdz 6nune
alindiginda, klinik sUphe duyulan olgularda izlem 6nem tasimaktadir.




