NİSAN 2016 TUS – HATALI  SORULAR
Temel Bilimler  74. Soru:
74.
Aşağıdaki sitokinlerden hangisinin kaynağı TH2 tipi lenfositler değildir?

A) İnterlökin-4

B) İnterlökin-5

C) İnterlökin-10

D) İnterlökin-12

E) İnterlökin-13

ÖSYM cevabı yanlış vermiştir. Aslında cevap İnterlökin-5 (B) seçeneği değil İnterlökin-12 (D) seçeneği olacaktır.
Soruda ekstrasellüler immünitenin idareci hücresi TH2’den kaynak almayan sitokin sorulmaktadır. Seçeneklerde TH2’nin sentezlediği dört sitokin (İnterlökin-4, 5, 10 ve 13) verilmiş, doğru yanıtı oluşturması gereken İnterlökin-12 de 5. seçenek olarak konmuştur. İnterlökin-12 antijen sunan hücrelerden kaynak alan ve intrasellüler patojenlere karşı TH0 hücreleri TH1’e dönüştürerek hücresel immüniteyi aktive eden bir sitokindir. Dolayısıyla ekstrasellüler patojenlere karşı çalıştırılan immüniteyle olumlu etkileşim gösterecek bir ilişiği yoktur. Doğru yanıt İnterlökin-12, yani D seçeneği olmalıdır.
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antigen concentrations, IL-4 can be produced by responding T cells.?!
After antigenic challenge, TL-4 can also be produced by mast cells and
basophils in the vicinity of T-cell priming.*** IL-4 signals naive T cells
via the STATG6 pathway to express GATA3, the master regulator of Th2
differentiation,” a process that can be enhanced by IL-4- and STAT6-
independent GATA3 activation,” all of which drives the expression of
additional downstream activators.
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FIGURE 6-1 Helper T-cell subsets. Naive CD4' T cells proliferate and differentiate into distinct helper T-cell (Th) subsets after T-cell receptor activation
by cognate major histocompatibiity complex (MHC) dlass IVpeptide antigen (Ag) complexes during infectious and inflammatory states. Cytokine- and
STAT-mediated signals drive Th differentiation into distinct Th effector subsets that are maitained by the expression of transcriptional activators (T-bet,
‘GATA3, RORyt, FOXP3) or repressors (BCL6) and secrete distinct effector cytokines. The origin of follicular helper T cell (Tfh) remains controversial; these:
cells may arise from naive CD4" T cells or from Th cells that have previously assumed characteristics of Th1, Th2, or Thi7 cells (dashed arrows). There is
emerging experimental evidence that individual Th-cell subsets demonstrate plasticity and may interconvert during infectious challenges to faciltate

microbial eradication and reduce immune-mediated tissue injury.
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Temel Bilimler  94. Soru:
94.
Tiroidektomi materyalinde histopatolojik olarak papiller yapıları döşeyen hücrelerde buzlu cam görünümde nükleus, intranükleer inklüzyon ve yarıklanma saptanıyor.


Bu hasta için aşağıdaki en olası tanı ve patogenezinde rol oynayan genetik faktör eşleştirmelerinden hangisi doğrudur?

A) Folliküler karsinom - RAS

B) Foliküler varyant papiller karsinom – p53

C) Foliküler karsinom – PTEN

D) Papiller karsinom - RET
E) Foliküler varyant papiller karsinom – Retinoblastom

Doğru cevap YOK

Doğru cevap seçenek olarak açıklanan D seçeneği eksik kurgulanmıştır. Doğru kurgulanış şekli “Papiller karsinom – RET /PTC” Olmalıdır. Çünkü sadece RET yazdığında klasik olarak Papiller karsinom değil Medüller karsinom akla gelir bu da standart bir pratisyen hekim adayı yanıltmak için yeterlidir. 
Soruda tanımlanan buzlu cam tipi nükleus, intranükleer inklüzyonlar ve yarıklanma papiller karsinomun özelliğidir. 

Papiller karsinomların çoğu, RET ya da NTRK1 reseptör tirozin kinaz genlerini ya da serin/treonin kinaz olan BRAF genini ilgilendiren mutasyonlar sonucu gelişir.

Papiller kanserlerde, 10. kromozomda parasentrik inversiyon ya da 10. ve 17. kromozomlar arasında meydana gelen resiprokal translokasyonlar, RET geninin tirozin kinaz alanının yerini alır. Papiller kanserlerde sıklıkla bilinen füzyon geni RET/PTC, bu tümörlerin %20-40’ında mevcuttur.

Benzer şekilde 1q21 kromozomunda bulunan NTRK1 geninde parasentrik inversiyon ya da translokasyonlar, %5-10 arasında görülür.

Papiller kanserlerin %33-50’sinde BRAF geninde sıklıkla codon 600’de valin-glutamat değişimi şeklinde fonksiyonel mutasyonlar görülür.

Papiller kanserde RET/PTC translokasyonu (gen düzenlenmesi) varken RET proto-onkogeninde somatik mutasyonlar tiroid medüller kanserinde görülür. Yani şıklarda RET/PTC verilmediği için soru direkt RET mutasyonunu düşündürtmektedir. Bu detay bilgiyi bilen bir TUS adayı, şıklarda doğru cevap olmadığı için soruyu işaretlemeyebilir. Dolayısıyla şıklarda doğru cevap yoktur. 

Referanslar

1- Rubin's Pathology: Clinicopathologic Foundations of Medicine, Sixth Edition, page 1057, 1059
2- Robinsten Saand Cotran Pathologic Basis Of Diseases, Ninth Edition, page 1094,1095
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Klinik Bilimler 9. Soru
9.
Kırk iki yaşındaki kadın hasta son 6 yıldır gittikçe artan solunum sıkıntısı yakınasıyla başvuruyor. Öyküsünden çocukluk çağında sık sık streptokokkal farenjit geçirdiği öğreniliyor. Fizik muayenesinde vücut sıcaklığı 36.5°C ölçülüyor, her iki akciğer bazalinde raller ve juguler ven trasesinde belirgin sistolik dalga saptanıyor. Akciğer grafisinde billateral pulmoner ödem ve büyük sol atrium görünümü tespit ediliyor.


Bu hastanın ekokardiyografik incelemesinde en sık tutulum görülen kapak çifti aşağıdakilerden hangisidir?
A) Triküspit ve pulmoner
B) Aort ve triküspit
C) Triküspit ve mitral
D) Pulmoner ve aort
E) Aort ve mitral
Doğru cevap: E ve C 
Bu vakada, soru kökü ile vaka arasında net bir uyumsuzluk dolayısıyla adayı yanıltan bir durum sözkonusu. 
Hastanın geçmişinde geçirilmiş bir akut romatizmal ateş (ARA) öyküsü mevcut. ARA’da en sık tutulan kapaklar mitral ve aort kapaktır. Ancak bu vakada büyük sol atriyum demesiyle mitral kapak hastalığını, Juguler ven trasesinde belirgin sistolik dalga saptanmasıylada triküspit kapak hastalığını göstermektedir.
Aort kapak hastalığı ile ilgili klinik veya fizik muayene bulgusu verilmemiştir. Bu soru vaka şeklinde değilde ARA’da en sık tutulan kapaklar nedir diye spot soru şeklinde sorulsaydı cevap mitral ve aort kapak olacaktı.Ancak vakada klinik ve bulgular eşliğinde en sık tutulan kapaklar mitral ve triküspit kapaklardır.
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fat is unresponsive to medical management. Less common causes
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Clinical Presentation
The clinical stages of TR are depicted in Table 63-13.

Symptoms. In the bsence of pulmonary hypertension, TR gener-
ally is well tolerated. However, when pulmonary hypertension and TR
coexist, cardiac output deciines and the manifestations of right-sided

heart falure become intensified. Thus the symptoms of TR resuft from
2 reduced cardiac output and from ascites, painful congestive hepa-
tomegaly, and massive edema. Occasionally, patients exnibit throb-
bing pulsations in the neck, which intensify on effort and are caused
by jugular venous distention, and systolic pulsations of the eyeballs
also have been described. In the many patients with TR who have
mitral valve disease, the symptoms of the latter usually predominate.
Symptoms of pulrmonary congestion may ebate & TR develops but are
replaced by weakness, fatique, and othermanifestations of a depressed
cardiac output.

Physical Examination. Evidence of weight loss and cachexiz, cye-
nosis, and jaundice often are present on inspection in patients with
severe TR. AF is common. Jugular venous distention also is evident,

the normal » and ' descents clsapoear, and &'piominent systolic
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the y descent, is sharp and becomes the most prominent feature of
the venous pulse except with coesting TS, in which case it is slowed.
A venous systolic thrill and murmur in the neck may be present in





Braunwald’s Heart Disease – A textbook of cardiovascular medicine, tenth edition volum-2 page. 1500
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FIGURE267-1 A& Juguler venous pulse wave racing (op) with heart
sounds (oxtom). The A wave represents right il presystolc con-
acton and ocurs ust ater the eectrocardiographic P wave and just
efore the st heart sound () n this cample the A wave s accen-
tuated and large than normal due to decreased right venticulr
complance, a5 50 suggested by theright-ided S, V) The C wave:
may eflec the carotd pulaton i the neck and/r an ey systlic
increase n fght tial pressure 2 th right ventrcle pushes the closed
ricuspid vahve ino the right trium. The x descens follows the A wave:
just s atial presure contines o fl. Te V wove representsatial
fillng during ventricular systole and peaks a the second heart sound
1) The  descent conesponds to thefall i right il presure after
icuspid vive opering.B. Jguiar venous wave forms in mid (mig-
) and severe (op)ticuspi reguraitation, compased with normal.
with phanocardiographic representation of the carresponding heart
sounds below. With increasing degrees of ricuspid regurgiaton, the
‘Waveform becomes ‘ventriculrized. C. Hlectiocardiogram (ECC) (rop).
Jugular venous waveform V) (i, and hear sounds (bortom)
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TRICUSPID STENOSIS

Tricuspid stenosis (TS), which is much less prevalent than mitral
stenosis (MS) in North America and Western Europe, is gener-
ally theu origin, and is more common in women than men
(Table 285-1). It does not occur as an isolated lesion and is usu-
ally associated with MS. Hemodynamically significant TS occurs
in 5-10% of patients with severe MS; theumatic TS is commonly
associated with some degree of tricuspid regurgitation (TR).
Nonrheumatic causes of TS are rare.

PATHOPHYSIOLOGY
A diastolic pressure gradient between the right atrium (RA) and right
ventrile (RV) defines TS. It is augmented when the transvalvular
blood low increases during inspiration and declines during expiration.
A mean disstolc pressure gradient of 4 mmHg is usually suflicient to
clevate the mean RA pressure to levels that result in systemic venous
congestion. Unless sodiumm intake has been restrited and diuretics
adminisered, his venous congestion is associated with hepatomegaly,
ascites, and edema, sometimes severe. In patients with sinus thythm,
the RA a wave may be extremely tall and may even approach the level
of the RY systolc pressure. The y descent is prolonged. The cardiac
output (CO) at estisusually depressed, and i fall 1 rise during exercise
“The low CO is responsibl for the normal ar only slightly clevated left
ateial (LA), pulmonary artery (PA), and RV systolc pressures despite
the presence of MS. Thus, the presence of TS can mask the hemody-
namic and clinicalfeatures of any associated MS.

StupTONS
Because the development of MS generally precedes that of TS, many
patients nitally have symptoms of pulmonary congestion and fatigue.
Characterisicaly, patients with severe TS complain of rlatively litle
dyspnea for the degree of hepatomegaly, asites, and edema that they
have. However, ftigue secondary to 3 low CO and discomfort due to
refractory edema, ascites, and marked hepatomegaly are common in
patients with advanced TS andfor TR. In some patients, TS may be

Postiahotomy
Endocardts
Carcincid
Anvularerlargement
Pulmorary hypertension
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suspected for the first time when symptoms of right-sided falure per-
sistafter an adequate mitral valvotoms.

PHYSICAL FINDINGS
Because TS usually occurs n the presence ofther obvious valvular dis-
ease, the diagnosis may be missed unless it is considered. Severe TS is
associated with marked hepatic congestion, often resulting incirthosis,
Jaundice, serious malnutition, anasarca, and ascites. Congestive hepa:
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there is a slow y descent. In patients with sinus thythm, there may be

G e

On auscultation, an opening snap (OS) of the tricuspid valve may
rarely be heard approximately 0.06 s after pulmonic valve closure.
“The diastolic murmur of TS has many of the qualites of the diastolic
‘murmur of MS, and because TS almost always occurs in the presence
of M, it may be missed. However, the tricuspid murmuris generally
heard best along the left lower sternal border and over the xiphoid
process, and is most prominent during presystole in patients with
sinus chythm. The murmur of TS is augmented during inspiration,
and it s reduced during expiration and particularly during the strain
phase of the Valsalva mancuver, when tricuspid transvalvular flow
is reduced.

LABORATORY EXAMINATION
The electrocardiogram (ECG) features of RA enlargement (see
Fig. 268-8) include tal, peaked P waves in lead I, as well a promi-
nent, upright P waves in lead V,. The absence of ECG evidence of RV

aseasiq an
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Patients with TS generaly exhibit marked systemic venous conges-
ton: salt resticton, bed rest, and diuretic therapy are required
during the preoperative period. Such a preparatory period may
diminish hepatic congestion and thereby improve hepatic function
sufficiently 5o that the risks of operation, particulaly bleeding, are
diminished. Surgical elief of the TS should be caried out,preferably
at the time of surgical mitral valvotomy or mitral valve replacement
(MVR) for mitral vaive disease, in patients with moderate or severe
TS who have mean diastolic pressure gradients exceeding ~4 mmg
and tricuspid orifice areas <1.5-2 cm?. T5 s almost always accom-
panied by significant TR. Operative repair may permit substantial
improvement of ricuspid valve function. f repair canno be accom-
plished, the trcuspid valve may have to be replaced. Meta-analysis
has shown no difference in overall survival between mechanical and
tissue valve replacement. Mechanical vlves n the tricuspid position
are more prone to thromboembolic complications than in other
positions. Percutaneaus ticuspid balloon valvuloplasty for isolated
severe TS without significant TR i very rarely performed.

TRICUSPID REGURGITATION

In at east 80% of cases, TR s secondary to marked dilation of the
tricuspid annulus from RV enlargement due to PA hypertension
(Table 285-1). Functional TR may complicate RV enlargement of any
cause, however,including an inferior myocardial infarction (MI) that
involves the RV. It is commonly seen in the lte stages of heart failure
due to theumatic or congenital heart discase with severe PA hyperten-
sion (PA systolic pressure >55 mankg), as wellas i ischemic and idio-
pathic dilated cardiomyopathies s reversible n part if PA hyperten-
sion can be relieved. Functional TR can also develop from chronic RY
apical pacing. Rheumatic fever may produce primary (organic) TR,
often associated with TS. Infarction of RV papillry muscles, tricus-
pid valve prolapse, carcinoid heart disease, endomyocardial fibrosis,
radiation, infectve endocarditis, and leaflet trauma all may produce
TR, Less commonly, TR results from congenitally deformed tricuspid
valves,and it occurs with defectsof the atrioventricula canal,as wellas
with Ebsten's malformation of the ricuspid valve (Chap. 262),

PATHOPHYSIOLOGY

¥
of the heart sounds. Other findings may include marked hepato-
megaly with systolic pulations, ascites, pleural effusions, edema, and
a positive hepatojugular reflex. A prominent RV pulsation along the
left parasternal region and a blowing holosystolic murmar along the
lower leftsternal margin, which may be intensified during inspiration
(Carvallo' sign) and reduced during expiration or the strain phase of
the Valsalva maneuver, are characteristic findings. The murmur of TR
may sometimes be confused with that of MR unless atention i paid to
its variation during the respiratory cycle and the extent of RV enlarge-
ment is appreciated. Atral fibrilltion (AF) is usually present in the
chronic phase of the discase.

LABORATORY EXAMINATION
‘The ECG may show changes characterstc of the lesion responsible
for the TR, e.g. an inferior Q-wave MI suggestive of a prior RV MI,
RVH, or a bizarre right bundle branch block type pattern with preex.
citation n patients with Ebstin's anomaly. ECG signs of RA cnlarge-
ment may be present in patients with sinus rhyth; AF is frequently
noted. The chest x.ray may show RA and RV enlargement, depending,
o the chronicity and severity of TR. TTE is usually defintive with
demonstration of RA dilation and RV volume overload and prolaps-
ing, flal scarred, or displacedtethered ricuspid leaflets: the diagnosis
and assessment of TR can be made by color low Doppler imaging (scc
Fig. 270¢:9). Severe TR is accompanied by hepatic vein systolic flow
reversal. Continuous wave Doppler of the TR velocity proiile i useful
in estimating PA systolic pressure. Accurate assessment of TR severity,
PA pressures, and RV size and systolic function with TTE can be quite
challenging in many patients. Real-time three-dimensional echocar-
diography and cardiac magnetic resonance (CMR) imaging provide
alternatve imaging modalites, although they are not widely available
In patients with severe TR, the CO is usually markedly reduced, and
the RA pressure pulse may exhibit no x descent during carly systole
buta prominent c-vwave with  rapid y descent. The mean RA and RV
end-diastolic pressures are of ten clevated. Exercie tsting can be used
10 asses functional capacity in patients with asymplomatic severe TR,

“The prognosic significance of xercisc-induced changes in TR severity
and RV function has not been well studied.
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Klinik Bilimler 53. Soru

53.
Çocukluk yaş grubunda trisiklik antidepresan zehirlenmelerinde karşılaşılan en sık ve en ciddi kardiyovasküler sistem bulgusu aşağıdakilerden hangisidir?
A) Hipertansiyon 
B) Şok 
C) Sinüs taşikardisi
D) Ektopik atrial taşikardi
E) Ventriküler taşikardi
Doğru cevap yok
Bu soruda; soru cümlesinde “en sık” ve “en ciddi” kelimeleri birlikte kullanılarak adaylar için tamamıyla yanıltıcı olmuştur. Çünkü en sık kardiyovasiküler bulgu sinus taşikardisi iken en ciddi olanı ventriküler taşikardidir. Yani  soru  yanlıştır. 

Trisiklik Antidepresanlar’da
Patofizyoloji: Bu ajanlar norepinefrin, serotonin ve dopaminin hem santral hem de periferik sinir sistemindeki nöronal uptake’ini (geri alınım) bloke eder. Ayrıca çeşitli derecelerde sedasyona,  antikolinerjik etkilere de neden olurlar. Miyokarddaki hızlı sodyum kanallarının inhibisyonu kardiyak disritmilerin gelişimine ve miyokard depresyonuna neden olur. Çocuklarda 1-2 tabletin alımı ile (10-20 mg/kg) bile ciddi toksisite gelişebilir. 

Klinik ve Laboratuar Bulgular: Etkilenen primer organ sistemleri SSS ve kardiyovasküler sistemdir. Semptomlar, 1-2 saat sonra ortaya çıkar ve ciddi semptomlar genellikle ilk 6 saat içinde gelişir.  Antikolinerjik etkilere bağlı deliryum, midriyazis, kuru müköz membranlar, taşikardi, hipertermi, üriner retansiyon ve GİS motilitesinde azalma görülür.  Santral sinir sistemi bulguları arasında letarji, koma, miyoklonik atımlar ve nöbet sayılabilir. 

Sinüs taşikardisi en sık görülen kardiyovasküler etkidir. Hastalarda QRS’te genişleme, prematüre ventiküler kontraksiyonlar ve ventriküler aritmiler gelişebilir.  ancak genellikle kan basıncı etkilenmez. Oral alındıktan hemen sonra hipertansiyon gelişir, ancak nadiren tedavi gerektirir. Hipotansiyon nadirdir, kötü prognoz işaretidir ve bu hastalarda ölümün en sık nedenidir.

QRS genişlemesi ve QT ve QTc uzaması açısından hasta elektrokardiyografi (EKG) ile yakından izlenmelidir. Potansiyel bir toksisite göstergesi olarak EKG önemlidir. EKG’de QRS>100 ms ve avR’de p dalgası ≥ 3 mm olması toksisite işaretidir. 
Bu nedenle TCA zehirlenmesinde en sık kardiyovasküler bulgu taşikardidir. En ciddi olanı ise ventriküler aritmilerdir. Dolayısı ile bu sorunun net bir doğru cevabı bulunmamaktadır. 
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Tricyclic Antidepressants. Although TCAs are now pre-
scribed less commonly for depression, they remain in use for a variety
of other conditions, including chronic pain syndromes, enuresis,
attention-deficit/hyperactivity disorder, and. obsessive compulsive
disorder. TCAs can cause significant toxicity in children, even with
ingestion of 1 or 2 pills (10-20 my/kg).

Pathophysiology. TCAs achieve their desired antidepressant
effets primarily via blockade of norepinephrine and serotonin reup-
take. TCAs have complex interactions with other receptor types
Antagonism at muscarinic acetylcholine receptors leads to clinical fea-
tures of the anticholinergic toxidrome. Antagonism at peripheral
-receptors leads to hypotension and syncope. Key to the toxicity of
TCAsis their ability to block fast sodium channels, eading to impaired
cardiac conduction and arrhythmias.

Clinical and Laboratory Manifestations. Cardiovascular
and CNS symptoms dominate the clinical presentation of TCA toxicity.
Symptoms typically develop within 1-2 hr of ingestion, and serious
toxicity usually manifests within 6 hr of ingestion. Patients can have
an extremely rapid progression from mild symptoms tolife-threatening
dysthythmias. Patients often develop features of the anticholinergic
toxidrome, including delirium, mydriasis, dry mucous membranes,
tachycardia, hyperthermia, urinary retention, and slow GI motilty.
NS toxicity can include lethargy, coma, myoclonic jerks, and scizures.
Sinus tachycardia s the most common cardiovascular manifestation of
toxicity: however, patients can develop widening of the QRS complex,
premature ventricular contractions, and ventricular arrhythmias.
Refractory hypotension is a poor prognostic indicator and is the most
common cause of death in TCA overdose.

An ECG is a readily available bedside test that can help determine
the diagnosis and prognosis of the TCA-poisoned patient (Fig. 63-2).
A QRS duration of >100 msec identifies patients who are at risk for
seizures and cardiac arrhythmias. An R wave in lead aVR of 23 mm i
also an independent predictor of toxicity: Both of these ECG param-
elers are superior to measured serum TCA concentrations in identify-
ing patients at risk for serious toxicity, and obtaining levels is rarcly
hiclofal in managsmient of the scotely H natiest.
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