NİSAN 2017 TUS – HATALI  SORULAR

Temel Bilimler 9. Soru

Kadında erektil doku içeren yapılar aşağıdakilerin hangisinde birlikte verilmiştir?
A)
Clitoris – Labium minus pudendi

B)
Clitoris – Bulbus vestibuli 

C)
Bartholin bezi – Glandula vestibularis minor

D)
Labium minus pudendi – Hymen 

E)
Bartholin bezi – Mons pubis

Doğru cevap: A ve B

Kadın genital traktusunda erektil yapılar; clitoris, bulbus vestibuli, labium minus pudendi ve rugae vaginales (columnae vaginales)'dir.

Clitoris ve bulbus vestibuli kavernlere sahipken, diğerlerinde yoktur. Ancak buna karşılık zengin vasküler yatağa sahiptir ve ona erektil olma özelliği verir ve bu nedenle anatomi ya da anatomi dışındaki bir çok kaynakta ve araştırmalarda bu yapılar da erektil olarak kabul edilir. 

Ülkemiz Tıp eğitiminde yaygın olarak kullanılan ve aynı zamanda uluslararası alanda önemli referans kaynaklardan biri olan “Moore Anatomi”de de bu yapıların erektil olduğu ifade edilmektedir.

İşte bu ayrıntının gözden kaçırılması, soru da iki doğru cevaba neden olmuştur. 

Soru çift doğru cevaplı olduğundan iptali gerekir.

Tüm bu kaynakların referans bilgileri aşağıdadır:

	[image: image1.jpg]fat increases at puberty and decreases after menopause.
The surface of the mons is continuous with the anterior
abdominal wall. After puberty, the mons pubis is covered
with coarse pubic hairs.

Labia Majora. The labia majora are prominent folds
of skin that indirectly protect the clitoris and urethral and
vaginal orifices (Fig. 3.67). Each labium majus is largely filled
with a finger-like “digital process” of loose subcutaneous tis-
sue containing smooth muscle, and the termination of the
round ligament of the uterus (Fig, 3.68). The labium majus
passes inferoposteriorly from the mons pubis toward the
anus (Fig. 3.67D).

The labia majora lie on the sides of a central depression
(a narrow slit when the thighs are adducted—Fig. 3.67A),
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the pudendal cleft, within which are the labia minora and
vestibule (Fig. 3.67C & D). The external aspects of the labia
majora in the adult are covered with pigmented skin contain-
ing many sebaceous glands and are covered with crisp pubic
hairs. The internal aspects of the labia are smooth, pink, and
hairless.

The labia majora are thicker anteriorly where they join to
form the anterior commissure. Posteriorly, in nulliparous
women (those never having borne children), they merge to
form aridge, the posterior commissure, which cverlies the
perineal body and is the posterior limit of the vulva. This
commissure usually disappears after the first vaginal birth.

Labia ora. The labia minora are rounded folds
of fat-free, hairless skin. They are enclosed in the pudendal
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FIGURE 3.68. Female perineum. Skin, subcutansoustissue (including perineal fascia and ischio-anal fat bodies), and the investing fascia ofthe muscles
have been removed, On the right side, the bulbospongiosus muscle has been resected to reveal the bulb of the vestibule. Deeper dissection ofthe superficial
pouch (right side) reveals the bulbs of the vestibule and the greater vestibular glands,
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cleft and immediately surround and close over the vestibule
of vagina into which both the external urethral and vaginal
orifices open. They have a core of spongy connective tis-
sue containing erectile tissue at their base and many small
blood vessels. Anteriorly, the labia minora form two lami-
nae. The medial laminae of each side unite as the frenulum
of the clitoris. The lateral laminae unite anterior to (or
often anterior and inferior to, thus overlapping and obscur-
ing) the glans clitoris, forming the prepuce (foreskin) of
the clitoris. Tn young women, especially virgins, the labia
minora are connected posteriorly by a small transverse fold,
the frenulum of the labia minora (fourchette). Although
the internal surface of each labium minus consists of thin
moist skin, it has the pink color typical of mucous mem-
brane and contains many sebaceous glands and sensory
nerve endings. (See the blue box “Female Circumcision,”
p.432)

Clitoris. The elitoris is an erectile organ located where
the labia minora meet anteriorly (Figs. 3.67 and 3.68). The
clitoris consists of a root and a small, cylindrical body, which
are composed of two crura, two corpora cavernosa, and the
glans clitoris (Fig. 3.69). The orura attach to the inferior
pubic rami and perineal membrane, deep to the labia. The
body of the dlitoris is covered by the prepuce (Figs. 3.67 and
3.68). Together, the body and glans clitoris are approximately
2 cm in length and <1 cm in diameter.

In contrast to the penis, the clitoris is not functionally
related to the urethra or to urination. It functions solely as
an organ of sexual arousal. The clitoris is highly sensitive and
enlarges on tactile stimulation. The glans clitoris is the most
highly innervated part of the clitoris and is densely supplied
with sensory endings.

Vestibule of Vagina. The vestibule of the vagina
is the space surrounded by the labia minora into which
the orifices of the urethra and vagina and the ducts of the
greater and lesser vestibular glands open (Figs. 3.67C & D
and 3.68). The external urethral orifice is located 2-3 cm
postero-inferior to the glans clitoris and anterior to the vagi-
nal orifice. On each side of the external urethral orifice are the
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FIGURE 3.69. Clitoris. The surrounding soft tissues have been removed
to reveal the parts of the dlitoris,

apenings of the ducts of the para-urethral glands. Open-
ings of the ducts of the greater veséibular glands are located
on the upper, medial aspects of the labia minora, in 5 and
7 o’clock positions relative to the vaginal orifice in the lithot-
omy position.

The size and appearance of the vaginal orifice vary
with the condition of the hymen, a thin anular fold of
mucus membrane, which partially or wholly cccludes
the vaginal orifice. After its rupture, only remnants of
the hymen, hymenal caruneles (tags), are visible (Fig.
3.67C & D). These remnants demarcate the vagina from
the vestibule. The hymen has no established physiologi-
cal function. Tt is considered primarily a developmental
vestige, but its condition (and that of the frenulum of the
labia minora) often provides critical evidence in cases of
child abuse and rape.

Bulbs of Vestibule. The bulbs of the vestibule are
paired masses of elongated erectile tissue, approximately
3 om in length (Fig. 3.68). The bulbs lie along the sides
of the vaginal orifice, superior or deep to (not within) the
labia minora, immediately inferior to the perineal mem-
brane (see Fig. 3 52D & E). They are covered inferiorly and
laterally by the bulbospongiosus muscles extending along
their length. The bulbs are homologous with the bulb of
the penis.

Vestibular Glands. The greater vestibular glands
(Bartholin glands), approximately 0.5 cm in diameter, are
located in the superficial perineal pouch. They lie on each
side of the vestibule of the vagina, posterolateral to the
vaginal orifice and inferior to the perineal membrane; thus
they are in the superficial perineal pouch (Fig. 3.52D). The
greater vestibular glands are round or oval and are partly
averlapped posteriorly by the bulbs of the vestibule. Like the
bulbs, they are partially surrounded by the bulbospongiosus
muscles. The slender ducts of these glands pass deep to the
bulbs of the vestibule and open into the vestibule on each
side of the vaginal orifice. These glands secrete mucus into
the vestibule during sexual arousal. (See the blue box “Infec-
tion of Greater Vestibular Glands,” p. 433.)

The lesser vestibular glands are small glands on each
side of the vestibule of the vagina that open into it between
the urethral and vaginal orifices. These glands secrete mucus
into the vestibule, which moistens the labia and vestibule.

Arterial Supply and Venous Drainage of Vulva. The
abundant arterial supply to the vulva is from the external and
internal pudendal arteries (Fig. 3.68-; see also Fig. 358B;
Table 3.8). The interal pudendal artery supplies most of
the skin, external genitalia, and perineal muscles. The labial
arteries are branches of the internal pudendal artery, as are
those of the clitoris.

The labial veins are tributaries of the intemal puden-
dal veins and accompanying veins of the internal pudendal
artery. Venous engorgement during the excitement phase of
the sexual response causes an increase in the size and con-
sistency of the clitoris and the bulbs of the vestibule of the
vagina.




Moore Clinically Oriented Anatomy, 6. Edition, Page 430


	[image: image3.png]1

Fig. 1.1 Bony pelvs

The b maora are homalogous il the male

T Tabia minorsare encosd by he i majoa and
re i s tho ncos he cvars oy and
s poserorly behind he wginal orie 1 form the
poscnor ourcheie o1 poseer margin of he vl
ot Ao e v minor e o hcose the
ors, e e 1ld forming 1 prepue and the
omror Told i fenlum. They s ey ascultsed
ot et and e il e do s ot bt
Dt are e I scbaceos glands

The cltots s the el homologae ofthe prs and

e benwea he amrirends o e abie minors

T bod o the s ot of o copora cveoss
of Sl Ussue entosod 1 Hbrous sheah. Posterion,
e e oy ok i Al O
e i bones The e end ofte s conas he
glane, composed of rectle issue covered by skin and

Cy spphedwith sensonsneme endings and hence vy
ensive T chtors plays i porom. 1le i scnt
s e e

i rami of





Essential Obstetrics and Gynaecology E-Book,  5. Edition, Page 4


	[image: image4.jpg]ANATOMY AND PHYSIOLOGY OF GENITAL ORGANS — WOMEN 41

A knowledge of the embryonic differentiation of sex-
ual apparatus is important to understand congenital mal-
formations, so-called miillerian anomalies. They have a
prevalence of 4-7% (Chan et al., 2011) and result from an
altered fusion of the MD, leading to different abnormal-
ities of the uterus and upper vagina (Lin et al., 2002).
From the same embryologic origin, congenital genital/
sexual malformations are often associated with renal
abnormalities: comorbidity may be as high as 40%.
The common associated anomalies are unilateral agene-
sis, ectopia, renal hypoplasia, multicystic dysplastic kid-
ney, and hydronephrosis (Morcel et al, 2007).
Therefore, the urologic system should always be evalu-
ated when millerian anomalies are documented
(Jaramillo et al., 1990).

According to the gravity of failure of fusion of
the two paramesonephric ducts, it is possible to identify
different anomalies such as the Mayer—Rokitansky—
Kuster—Hauser syndrome (characterized by congenital
vaginal agenesis and an absent or rudimentary uterus in
genotypic females), uterus bicornis, either unicollis or
bicollis, uterus septus and vaginal septum (Epelman
et al., 2013). The septum can be longitudinal, when it
derives from an incomplete fusion of the caudal end
of the two MDs. In its extreme form, it may lead to
two distinct parallel vaginas, two cervices and
two uteri.

The vaginal septum can be transverse, complete or
incomplete, single or multiple, when it results from
incomplete cavitation of the vagina that initially is a solid
organ. The hymen is generated when the still solid vagina
connects with the cloacal tissue which leads to the exter-
nal genitalia: it is just an embryonic remnant of the for-
mer fusion line, incompletely separating the lower end
of the vagina with the vulvar vestibule. It is a circunfer-
ential skin structure composed of non-hair-bearing skin
(O’Connell et al., 2008). It may have different shapes
(e.g., annular, cribrous, septate) and thickness: it may
be very elastic and/or subtle (“complacent”) or so
fibrotic and thick as to constitute an anatomic, mechan-
ical barrier to penetration, causing introital dyspareunia
(Graziottin and Murina, 2011). In the most severe cases a
tight fibrotic hymen may require surgical incision with
topical analgesia, to allow painless penetration. Due to
its strategic position at the entrance of the vagina, it
had (and still has, in some cultures) an enormous sym-
bolic meaning (proof of virginity) that far outweighs
its otherwise irrelevant function as a simple embryonic
remnant. The vestibule and the outer part of the basis
of the hymen are densely innervated (Bohm-Starke
et al.,, 1999; Bornstein et al., 2004): they are among the
critical sites of coital pain (“introital dyspareunia’)
and of genital pain (“provoked vestibulodynia”) in
premenopausal women.

THE ADULT GENITAL ORGANS
The external genitalia

The external genitalia consist of the mons pubis, labia
majora, labia minora, clitoris, and the vestibule of the
vagina; they are supported by superficial and deep mus-
cles of the perineum and their fasciae (Yavagal
et al., 2011).

THE MONS PUBIS

The mons pubis is an inverted triangular area of fatty tis-
sue, covered by hair-bearing skin lying on top of the
pubic bone; it extends from the pubic hairline (the base
of the triangle) to the glands of clitoris inferiorly
(Standring, 2008). The labia majora are two prominent
longitudinal cutaneous folds situated between the mons
pubis and the perineum. They fuse together forming the
anterior labial commissure; posteriorly, they are not
really joint, but fuse with the surrounding tissue into
the posterior labial commissure. Each labium has two
surfaces: an outer one, covered with pigmented
skin and pubic hair; and an inner surface, which is
smooth and has sebaceous follicles (Williams and
Bannister, 2008).

THE LABIA MINORA

The labia minora are two small cutaneous folds 34 cm
long, situated between the labia majora and extending
from the clitoris anteriorly to the fourchette posteriorly
(Putz and Pabst, 2008). Anteriorly each labium is divided
into two portions: the upper division passes above the
glans of the clitoris to fuse with the opposite part and
forms the preputium clitoridis; the lower division passes
under the clitoris, forming the frenulum of the clitoris
with its contralateral part. The labia minora are rich in
sebaceous glands, connective tissue, and vascular erec-
tile tissue, with a considerable number of sensory nerve
endings and receptors (Netter, 2010).

THE CLITORIS

The clitoris is an erectile structure, homolog to the male
penis, formed by two corpora cavernosa and the glans,
covered by the prepuce. Only a fifth (or less) is visible
(glans) while the rest is hidden under the skin
(O’Connell and De Lancey, 2005). The corpora caver-
nosa are made of cavernous erectile tissue and diverge
and follow the pubic rami on each side, forming the
crura. It represents the hidden part of the clitoris which
is covered by the ischiocavernosus muscle: it may reach
7 cm or more in length. The glans of the clitoris is the free
extreme of it: it is 4-7 mm long and covers the distal part
of the corpora cavernosa, from which it is not dependent
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AB144. Histological structures of female genital tissues from angle of the entry of topical drugs

Kweon Sik Min, Dong Il Kang, and Won Ik Seo
Abstract

Objective

Genital skin is composed of three tissue layers including epidermis, dermis and hypodermis. There are limited histologic and morphologic data concerning the skin of female genital erectile tissues. Knowledge of the histology of female genital erectile tissue is important to the development of safe and effective drug delivery system with topical vasoactive agents for management of female sexual arousal disorder. The aim of this study was to determine the structural and morphological components of various aspects of the external female genital erectile tissue to evaluate the entry of topical drugs for treatment of female sexual arousal disorder.

Methods

Female genital erectile tissues including glans clitoris, labia minora and labia majora were sampled from 20 female cadavers by punch-biopsy (2-3 mm diameter, 5-8 mm long). The tissues were fixed in formalin to be embedded in paraffin, and cut as 12 mm transverse sections, which were stained with haematoxylin and eosin. Thickness of epidermis and dermis, keratin-layer in epidermis, skin appendage in dermis and adipose tissue density in dermis and hypodermis was evaluated.

Results

Epidermis of the glans clitoris was thin compared to general skin area but thicker than other genital tissues. Thickness of the Rete ridge of glans clitoris was also thicker than other genital tissues. However, thickness of dermis and hypodermis was much thinner than other genital tissues. Skin appendages such as hair, sebaceous gland and sweat gland and adipose tissue were observed in labia minora and majora but not in glans clitoris. Blood vessels were abundant in all three genital tissues. Hypodermis in labia minora and majora was fatty but not in glans clitoris. In the glans clitoris, no tunica separating hypodermis from the corpus spongiosum (labia) was observed. Also skin of glans clitoris with thin epithelium was easily connected to erectile tissue through loose connective tissue in hypodermis.


Temel Bilimler  33. Soru


Aşağıdakilerden hangisinin yapısında sülfat içeren karbonhidratlar bulunur?

A)
Glikozaminoglikanlar
B)
Glikolipidler

C)
Glikoproteinler

D)
Glikojen

E)
Peptidoglikan

Doğru cevap: A ve B
Sülfat içeren karbonhidratların sorgulandığı soru temel biyokimyanın temel kaynak kitaplarında da görüldüğü gibi çift seçeneklidir.
A seçeneğindeki glikozaminoglikanlar (GAG) genellikle negatif yüklü, bir asidik şeker ve bir amino şekerden oluşan disakkaritlerin tekrarlayan sayıda bir araya gelmesiyle oluşan uzun zincirli heteropolisakkaritlerdir. Yapılarında sıklıkla sülfat grupları bulunur (şekil4,5). GAG’lar UDP-glukoz’dan sentezlenir. GAG’ların yapısındaki asidik şekerler glukuronik asit veya onun C-5 epimeri olan L-iduronik asittir. Amino şekerler ise glukozamin veya galaktozamindir. İçerdikleri glikozit bağı tipi ve sülfat birimlerine göre 6 tip GAG monomeri mevcuttur. Bunlar kondroitin sülfat, keratan sülfat, hiyalüronik asid, dermatan sülfat, heparin ve heparan sülfattır (Şekil 4,5). Glikozaminoglikanların yapısındaki sülfat birimlerinin kaynağı, aktif kükürt birimleri olan fosfoadenozil fosfosülfat’tır (PAPS).
Sorunun, Harper Biochemistry 30. baskısında 218. sayfasında GLİKOLİPİTLER başlığı altında: ‘’galaktozilseramid, galaktozun 3. pozisyonuna sülfat eklenerek miyelinde yüksek miktarda bulunan sülfogalaktozilseramide (sulfatid) dönüştürülebilir (galactosylceramide can be converted to sulfogalactosylceramide (sulfatide) which has a sulfo group attached to the O in three position of galactose and is present in high amounts in myelin)’’ yazmaktadır. 

Ayrıca, Lippincott 6. baskı 210. sayfada da sülfat grupları eklenmesi başlığı altında ve aynı sayfada şekil 17.17’de sülfatidin, sülfat içeren bir glikolipit olduğu ifade edilmektedir.

Yukarıdaki bilgiler ve aşağıdaki kaynaklar ışığında açıkça görülmektedir ki hem glikozaminoglikanların yapısında 

bulunan karbonhidratlarda hem de bir glikolipid olan sülfogalaktozilseramidin (sülfatid) yapısındaki galaktoz 

biriminde sülfat bulunduğundan dolayı soru çift cevaplıdır.

Tüm bu kaynakların görüntü ve referans bilgileri aşağıdadır:
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Synthesis of glycosphingolipids occurs primarily in the Golgi by sequen-
tial addition of glycosyl monomers transferred from UDP-sugar donors
to the acceptor molecule. The mechanism is similar to that used in gly-
coprotein synthesis (see p. 166).

Figure 17.16 . .

Structure of 3-phosphoadenosine- A. Enzymes involved in synthesis

5-phosphosiifate. The enzymes involved in the synthesis of glycosphingolipids are
glycosyliransferases that are specific for the type and location of the
glycosidic bond formed. [Note: These enzymes can recognize both
glycosphingolipids and glycoproteins as substrates.]

. Addition of sulfate groups

A sulfate group from the sulfate carrier 3-phosphoadenosine-5'-phos-
phosulfate ((PAPS], Figure 17.16) is added by a sulfotransferase to
the 3"-hydroxyl group of the galactose in a galactocerebroside, form-
ing the sulfatide galactocerebroside 3-sulfate (Figure 17.17). [Note:
PAPS is also the sulfur donor in glycosaminoglycan synthesis (see
p. 162) and steroid hormone catabolism (see p. 240).] An overview of
the synthesis of sphingolipids is shown in Figure 17.18.

C. Degradation of glycosphingolipids
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C. Degradation of glycosphingolipids

. Sphingolipidoses

Glycosphingolipids are internalized by endocytosis as described
for the glycosaminoglycans. All of the enzymes required for the
degradative process are present in lysosomes, which fuse with the
endocytotic vesicles. The lysosomal enzymes hydrolytically and irre-
versibly cleave specific bonds in the glycosphingolipid. As seen with
the glycosaminoglycans (see p. 163) and glycoproteins (see p. 170),
degradation is a sequential process following the rule “last on, first
off,” in which the last group added during synthesis is the first group.
removed in degradation. [Note: Defects in the degradation of the
polysaccharide chains in these three glycoconjugates, therefore,
result in lysosomal storage diseases.]

In a normal individual, synthesis and degradation of glycosphingo-
lipids are balanced, so that the amount of these compounds present
in membranes is constant. If a specific lysosomal acid hydrolase
required for degradation is partially or totally missing, a sphingolipid
accumulates. Lysosomal lipid storage diseases caused by these
deficiencies are called sphingolipidoses. The result of a specific
acid hydrolase deficiency may be seen dramatically in nerve tissue,
where neurologic deterioration can lead to early death. Figure 17.20
provides an outline of the pathway of sphingolipid degradation and
descriptions of some sphingolipidoses. [Note: Some sphingolipido-
ses can also result from defects in lysosomal activator proteins (for
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218 SECTIONY  Metabolism o Lipds

GLYCOLIPIDS
(GLYCOSPHINGOLIPIDS) ARE
IMPORTANT IN NERVE TISSUES &
IN THE CELL MEMBRANE

Glycolipids are lipids with an attached carbohydrate or car-
bohydrate chain. They are widely distributed in every tissue
of the body, particularly in nervous tissue such as brain. They
occur particularly in the outer leaflet of the plasma membrane,
where they contribute to cell surface carbohydrates which
form the glycocalyx (see Chapter 15).

‘The major glycolipids found in animal tissues are glyco-
sphingolipids. They contain ceramide and one or more sugars
Galactosylceramide (Figure 21-15) is a major glycosphingo-
lipid of brain and other nervous tissue, found in relatively low
amounts elsewhere. It contains a number of characteristic C24
fatty acids, for example, cerebronic acid.

Galactosylceramide can be converted to sulfogalactosylce-
ramide (sulfatide) which has a sulfo group attached to the O in
the three position of galactose and is present in high amounts
in myelin. Glucosylceramide resembles galactosylceramide,
but the head group is glucose rather than galactose. It is the
predominant simple glycosphingolipid of extraneural tissues,
also occurring in the brain in small amounts. Gangliosides are
complex glycosphingolipids derived from glucosylceramide
that contain in addition one o more molecules of a sialic acid.
Neuraminic acid (NeuA; see Chapter 15) is the principal
sialic acid found in human tissues. Gangliosides are also pres-

Ceramids — Glucose — Galactose —-Acalylgalaciosaming
Thcy'
sphingo-

e NeuAc Galactose

Cor —Glo— Gal — GalNAo—Gal

Neuke

FIGURE 21-16 GM1 ganglioside, a monos
the receptor in human intestine for cholera to

ialoganglioside,

anywhere from one to five molecules of sialic acid, giving rise
to di-, trisialogangliosides,etc.

STEROIDS PLAY MANY
PHYSIOLOGICALLY IMPORTANT
ROLES

Although cholesterol is probably best known for its associa-
tion with atherosclerosis and heart disease, i s has a number
of essential roles in the body. It s the precursor ofa large num-
ber of equally important steroids that include the bile acids,
adrenocortical hormones, sex hormones, vitamin D, and
cardiac glycosides.

All steroids have a similar eyclic nucleus resembling phen.
anthrene (rings A, B, and C) to which a cyclopentane ring (D)
is attached. The carbon positions on the steroid nucleus are
numbered as shown in Figure 21-17. It is important to real-
ize that in structural formulas of steroids, a simple hexagonal

horpers 30k "R Tppincots_.. W] Yeni Micrs.

o207 B




Şekil 3.Harper 30. baskı sayfa 218


	[image: image8.png]T lippincotts_6th.pdf - Adobe Acrobat Pro - X
File Edtt View Document Comments Forms Tools Advanced Window Help *

&) Crsie- &) Contins - ) Colabori~ [ Secre P Son (5] Fors~ [ i~ S Comment -

OB AP &8/ G & @] o

oy
make up the extracellular matrix (ECM) as

a flexible support for the ECM, interacting | | Slycosaminoglycar 4 k) dhe- Figure 14.1

sive proteins, and as a molecular sieve, influencing ate- Repeating disaccharide unit.

rials through the ECM. The viscous, lubricating properties of mucous
secretions also result from the presence of GAGs, which led to the
original naming of these compounds as mucopolysaccharides.

Il. STRUCTURE OF GLYCOSAMINOGLYCANS

GAGs are long, unbranched, heteropolysaccharide chains composed of
a repeating disaccharide unit [acidic sugar-amino sugar], (Figure 14.1).

[Note: A single exception is keratan sulfate, which contains galactose Gl
rather than an acidic sugar.] The amino sugar is either D-glucosamine COOH
or p-galactosamine, in which the amino group is usually acetylated, thus o
eliminating its positive charge. The amino sugar may also be sulfated on KQH i
carbon 4 or 6 or on a nonacetylated nitrogen. The acidic sugar is either HO'N el
p-glucuronic acid or its C-5 epimer L-iduronic acid (Figure 14.2). These OH
acidic sugars contain carboxyl groups that are negatively charged at D-Glucuronic acid
physiologic pH and, together with the sulfate groups, give GAGs their I o
strongly negative nature| COOH\
OH /)
HO 1/ OH

A. Relationship between glycosaminoglycan structure and function

OH
L-Iduronic acid

Because of their large number of negative charges, these hetero-
polysaccharide chains tend to be extended in solution. They repel
each other and are surrounded by a shell of water molecules. When Figure 14.2
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CHONDROITIN 4- AND
6-SULFATES

¢ Disaccharide unit:
N-acetylgalactosamine with
sulfate on either C4 or C 6
and glucuronic acid
| * Most abundant GAGs in the body
* Found in cartilage, tendons,
ligaments, and aorta
* Form proteoglycan aggregates,
often aggregating noncovalently
with hyaluronic acid
* In cartilage, bind collagen
and hold fibers in a tight, strong
network

KERATAN SULFATES (KS) ! and Il

¢ Disaccharide unit:
N-acetylglucosamine and
galactose (no uronic acid);
variable sulfate content may
be present on C 6 of either
sugar
* Most heterogeneous GAGs
because they contain
additional monosaccharides
such as L-fucose, N-acetyl-
neuraminic acid, and
mannose
e KS I found in corneas; KS Il
found in loose connective
tissue proteoglycan aggregates
with chondroitin sulfate

HYALURONIC ACID
(HYALURONATE)

s Disaccharide unit:
N-acetylglucosamine and
glucuronic acid

* Different from other GAGs:
unsulfated, not covalently

| attached to protein, and only

GAG not limited to animal

tissue, but also found in

bacteria

* Serves as a lubricant and shock
absorber

* Found in synovial fluid of joints,
vitreous humor of the eye, the

umbilical cord, loose connective
tissue, and cartilage

B1,3

1,4

H HNCOCH;

GalNAc

H HNCOCH;
GalNAc

H HNCOCH,
GIcNAc

E

H HNCOCH;

DERMATAN SULFATE
¢ Disaccharide unit:

and heart valves

N-acetylgalactosamine and
L-iduronic acid (with variable
amounts of glucuronic acid)

| '« Found in skin, blood vessels,

GlcNAc

HEPARIN

* Disaccharide unit:

Glucosamine and glucuronic

or iduronic acid; most

glucosamine residues are
bound in sulfamide linkages;
sulfate also foundon C 3

or C 6 of glucosamine and

C 2 of uronic acid {(an average
of 2.5 @ per disaccharide

unit)

¢ g-Linkage joins the sugars

* Unlike other GAGs that are
extracellular compounds,
heparin is an intracellular
component of mast cells that
line arteries, especially in

liver, lungs, and skin

* Serves as an anticoagulant

HEPARAN SULFATE
* Disaccharide unit:

Same as heparin except
some glucosamines are
acetylated, and there are

fewer sulfate groups

* Extracellular GAG found in
basement membrane and as a
ubiquitous component of cell

surfaces

Figure 14.4

Structure and distribution of glycosaminoglycans
GleUA = glucuronic acid; IdUA = iduronic acid

GlcN = glucosamine; Gal = galactose.

(GAGs). Sulfate groups (®) are shown in all possible positions.
: GalNAc = N-acetylgalactosamine; GicNAc = N-acetylglucosamine;
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Klinik Bilimler 3. Soru


HIV-pozitif bir hastada, CD4+ T lenfosit sayısının 150 hücre/mm3’ün altında olması durumunda, aşağıdaki fırsatçı etkenlerden hangisi için sekonder profilaksi uygulanması gerekir?
A)
Coccidioides immitis

B)
Cryptococcus neoformans

C)
Mycobacterium avium kompleksi

D)
Histoplasma capsulatum

E)
Sitomegalovirus

Doğru cevap: A, C, D ve E 

Bu soru hatalıdır. Soru cümlesi ve ana yönlendiriciler eksik ve yanlış kurgulanmıştır. Aşağıda Cecil, Essential of Medicine 9th edition, P: 935’teki tablonun içeriği sorudaki hataları açıkça göstermektedir.
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Human Immunodeficiency Virus Infection

~ RECOMMENDATIONS FOR PRIMARY AND SECONDARY PROPHYLAXIS FOR PERSONS WITH HIV

INFECTION
CD4 THRESHOLD
PATHOGEN (CELLS/MM?) ADDITIONAL INDICATION PREFERRED ALTERNATE
PRIMARY PROPHYLAXIS
Pneumocystis jirovecii <200 TMP-SMX SS or Dapsone, atovaquone
DS tablet daily
Toxoplasmosis <100 Anti-Toxoplasma IgG detectable TMP-SMX SS or Pyrimethamine-dapsone and
DS tablet daily pyrimethamine-sulfadoxine
Mycobacterium <50 Azithromycin Clarithryomicin 500 mg bid
avium-intercellulare 1200 mg weekly
SECONDARY PROPHYLAXIS
Mycobacterium tuberculosis Any History of exposure to TB Isoniazid depending Rifampin, isoniazid+rifapentene
confirmed by PPD test or IGRA on sensitivities
Cryptococcosis <200 History of cryptococcal meningitis Fluconazole NA
or cryptococcal antigen positive
Coccidomycosis <150 Antihistoplasma IgG detectable or Fluconazole or NA
history of coccidiomycosis itraconazole
Histoplasmosis <150 Anticoccidomyces IgG detectable Itraconazole NA
Cytomegalovirus (CMV) <50 Ocular or extraocular findings Ganciclovir 3 g/day NA

consistent with CMV infection

DS, Double-strength; IgG, immunoglobulin G; IGRA, interferon-y release assay; NA, not applicable; PPD, purified protein derivative; SS, single-strength; TB, tuberculosis; TMP-SMX,

trimethoprim-sulfamethoxazole.

is moderately effective in patients with CD4 counts lower than
50 cells/mm?®, but prompt initiation of effective ART with early
treatment of active disease is the currently preferred strategy.
Prophylaxis is very effective against recurrent HSV type 2 infec-
tion (with acyclovir, famciclovir, or valacyclovir) and against
recurrent Candida esophagitis (with fluconazole) but should
generally be reserved for those patients with recurrent symptom-
atic disease. Persons from areas where histoplasmosis or coccid-
iomycosis is endemic should be considered for primary
prophylaxis (with fluconazole) if they have detectable antibodies
and their CD4 count is lower than 150 cells/mm”. No guidelines
exist for cryptococcal antigen screening.

After the CD4 count rises on ART, withdrawal of prophylaxis
against specific Ols is reasonable. After initiation of effective ART
and two consecutive CD4 counts at least 3 months apart that
exceed 100 cells/mm?, prophylaxis against CMV and MAI may
be withdrawn safely; likewise, if the two consecutive counts
exceed 200 cells/mm?® prophylaxis against PCP and T. gondii
may be withdrawn.

g For a deeper discussion of these topics, please see Chapter

§ 389, “Prophylaxis and Management of Complications of
HIV/AIDS: Infectious, Neoplasticc and Metabolic,” in
Goldman-Cecil Medicine, 25th Edition.

@D MANAGEMENT OF SPECIFIC CLINICAL
MANIFESTATIONS OF HIV INFECTION

Clinical manifestations of HIV include not only OlIs associated
with immunodeficiency but also HIV-associated malignancies
and other noninfectious complications of HIV. The manifesta-
tions of HIV vary significantly in time of onset (see Table 101-2).
Before the onset of infectious complications, some HIV-
associated cancers such as non-Hodgkin’s lymphoma and HPV-
associated carcinomas can develop. Infectious complications
such tuberculosis can manifest at any CD4 count and occur with
increased frequency in association with HIV. Infectious compli-
cations that occur with higher CD4 counts respond to routine

therapy for the specific infection (e.g., appropriate B-lactam anti-
biotic for pneumococcal pneumonia, standard multidrug therapy
for pulmonary tuberculosis), whereas OIs occurring with CD4
counts lower than 200 cells/mm® require chronic suppressive
therapy after treatment of the acute infection (e.g., PCP pneumo-
nia, CMV retinitis, Crypfococcus neoformans meningitis).

389, “Prophylaxis and Management of Complications of
HIV/AIDS: Infectious, Neoplastic, and Metabolic,” in
Goldman-Cecil Medicine, 25th Edition.

g For a deeper discussion of these topics, please see Chapter
S
LN

Initial Assessment of HIV-
Associated llinesses

Assessment of a patient’s immunologic status is key in the evalu-
ation of persons with HIV when there is a new presenting illness
or complaint. If the patient is on ART and has had a recent CD4
assessment, that count is the best indicator of their status. Persons
without recent CD4 testing should be presumed to be immuno-
compromised unless there is clear information to suggest the
contrary. If there has been a treatment interruption, the CD4
count should return to its prior nadir after about 12 months of
interruption. During an acute illness, the absolute CD4 count
may decline; therefore, a measured CD4 count during an acute
illness can underestimate an individual’s true immune function.

Constitutional Symptoms

Nonspecific symptoms may be the initial clinical manifestations
of severe immunodeficiency. Patients may develop unexplained
fever, night sweats, anorexia, weight loss, or diarrhea. These
symptoms may last for weeks or months before the development
of identifiable Ols in patients who do not receive effective ART.
Most persistent fevers occurring late in the course of HIV infec-
tion reflect a definable OI. The most common cause of unex-
plained fever and anemia in patients with CD4 counts lower
than 50 cells/mm® is disseminated MALI infection. This may be
diagnosed by bone marrow biopsy, but blood cultures in
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Klinik Bilimler 52. Soru

Kırda pikniğe giden bir ailenin 6 yaşındaki erkek çocuğunun sağ eli bir tavşan tarafından ısırılıyor ve kanıyor.

Böyle bir hastada en uygun ilk yaklaşım aşağıdakilerden hangisidir?
A)
Aile hekimine başvurmak 

B)
Profilaktik ribavirin başlamak

C)
Kuduz immünglobulini uygulamak

D)
Kuduz aşısı yapmak

E)
Kuduz aşısı + kuduz immünglobulini uygulamak
Doğru cevap: YOK
Sorunun sınava girenlere yaptığı yönlendirme hatası, seçeneklerin kurgulanmasındaki bozukluk ve kaynaktan alıntı yapılırken, yapılan hatalı tercümeden dolayı  doğru cevabı yoktur.

Doğru cevap olarak verilen A seçeneği diğer seçeneklerin aksine hekim tarafından yapılan bir yaklaşım değildir, doktora yönelik bir tıbbi içeriği yoktur. Halbuki soruda en uygun ilk yaklaşım sorulmaktadır. Bu şekilde düşünüldüğünde diğer seçeneklerin de aile hekimi veya bir sağlık kuruluşuna başvurmadan yapılamayacağı aşikardır. 

A seçeneği dışındaki tüm seçenekleri hasta kendisi başlayamayacağı veya yapamayacağına göre, onlar da bir sağlık kurumuna başvuruyu içerir. Bu da A seçeneğini diğer seçeneklerle aynı düzlem de olmaktan çıkarır. Bu soruda 
A seçeneğinde bir hekim yaklaşımı olarak “Herhangi bir tıbbi tedaviye gerek yoktur” yazılsa idi diğer seçenek olurdu.
Ayrıca ‘’Nelson Textbook of Pediatrics 20th edition, Chapter 274. Rabies’’  sayfa 1643’de konu 274.1 numaralı tabloda anlatılmaktadır. Çeşitli hayvan ısırmaları veya tırmalamalarında olay sonrası yapılması gerekenler ısıran veya tırmalayan hayvanın çeşidine göre sınıflandırılmış ve basamak basamak anlatılmıştır:

Yarasa, kokarca, rakun, kedi, köpek gibi evcil veya yabani hayvanlarda yapılması gerekenler hayvanın cinsine göre sınıflandırılarak aşı veya immünglobülin uygulaması  anlatılmıştır. Tavşan ile oluşan yaralanmalarda ise olay sonrası ilaç veya immünglobülin kullanımı gereği olmadığı vurgulanmaktadır. Hastaların olay sonrası yine kitabın yazıldığı ülkede de var olan aile hekimine (Family Physician) başvurun diye bir önerisi bulunmamaktadır.  Aksine kitaptaki önerilerde bu olaylarda ne yapılması kararı verecek merci ‘’Public Health Officer’’ olarak adlandırılan ve halkın bu tip olaylarda danışmanlık alabileceği ve tedavide zaman kaybına meydan verilmesini engelleyen özel telefon hattı olan, haftanın 7 günü 24 saat ulaşılabilen eğitimli özel kişilerin önerilerinin alınması belirtilmektedir. Soruda da belirtildiği gibi bir piknik esnasında kırda böyle bir yabani hayvan tarafından ısırılma olmuşsa doğru cevap olarak verilen A seçeneğine müracaat için geçecek zaman kaybı, aile hekimine başvurmak (piknik, kır gibi aktivasyonların hemen her zaman tatil günü olduğu da göz önüne alınırsa) hastanın sırf gecikmeden dolayı hayati tehlikesine neden olabilecektir.  

Bu ısırılan çocukta tedaviye gerek olmadığı A seçeneğine konulsa idi soruda hiçbir problem yaşanmayacakken, yabancı kitaplarda 24 saat ulaşılabilirliği ve bu konuda özel eğitim almış olması nedeniyle algoritmalarda var olan ama ülkemizde bulunmadığı için aile hekimi şeklinde yanlış olarak çevrilerek soruya adapte edilmeye çalışılan yaklaşım, soruyu yanlış yaptığı gibi ülkemizde hastanın hayatını tehlikeye atacak bir de sorun doğurmuştur.  
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" been caused Dy bat variants and that the majority of aftected patients should preclude rabies prophylaxis. Kabies PEF1S most ertjem
had no recollection of a bat bite, the CDC h: applied expeditiously. Nevertheless, the series should be inifflee -]
rabies PEP be considered after any physical contact with bats and when asymptomatic person as soon as possible, regardless of tIEEECEE RN
a bat is found in the same room as persons who may not be able to time since the bite. The vaccine and RIG are contraindicated once symp=
accurately report a bite, assuming that the animal is unavailable for toms develop.
testing. Such people include young children, the mentally disabled, and The first step in rabies PEP is to cleanse the wound thoroughly.
intoxicated individuals. Other nonbite contacts (e.g., handling a Soapy water is sufficient to inactivate an enveloped virus, and its effec-
carcass, exposure to an animal playing with a carcass, or coming into tiveness is supported by broad experience. Other commonly used

Table 274-1 | Rabies Postexposure Prophylaxis Guide
POSTEXPOSURE PROPHYLAXIS

ANIMAL TYPE EVALUATION AND DISPOSITION OF ANIMAL RECOMMENDATIONS

Prophylaxis only if animal shows signs of rabies*
Immediate immunization and RIG
Consult public health officials for advice

recommended that

as

Dogs, cats, and ferrets Healthy and available for 10 days of observation
Rabid or suspected of being rabid
Unknown (escaped)

Bats, skunks, raccoons, Regarded as rabid unless geographic area is Immediate immunization and RIG
foxes, and most other known to be free of rabies or until animal
carnivores; woodchucks proven negative by laboratory tests
Livestock, rodents, and Consider individually Consult public health officials. Bites of squirrels,

hamsters, guinea pigs, gerbils, chipmunks, rats,
mice and other rodents, rabbits, hares, and
pikas almost never require antirabies treatment

lagomorphs (rabbits,
hares, and pikas)

or ferret, treatment of the exposed person with RIG (human) and vaccine

*During the 10-day observation period, at the first sign of rabies in the biting

should be initiated. The animal should be euthanized immediately and tested
The animal should be euthanized and tested as soon as possible. Holding for observation is not recommended. Immunization is discontinued if immunofluorescent

test result for the animal is negative

RIG, rabies immunoglobulin
From American Academy of Pediatrics: Red book 2012: report of the Committee on Infectious Diseases, ed 29. Elk Grove Village, IL, 2012, American Academy of

Pediatrics.

Bite, scratch, or mucous membrane
contact from a mammal
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Local Health Officer Services

Maine LHOs role began in 1885 and have had a long and proud tradition of serving their communities. The "Local Health Officer" (LHO) is a term established by Maine Statute.

The local health officer work force has a unique knowledge about how to assist and protect Maine citizens and communities. We recommend that you first contact your town's Local Health Officer if you have a complaint, question or concern about health risks, environmental risks, or landlord tenant concerns. You are encouraged to first contact your town’s Local Health Officer (LHO) regarding all complaints or concerns. Most issues can be resolved at the local level.

Klinik Bilimler 72. Soru

Epigenetik ve fetal programlamaya göre, aşağıda gebelik haftası ve doğum ağırlığı verilen bebeklerin hangisinde ileri yaşlarda artmış tip 2 diabetes mellitus riski vardır?
A)
41 hafta – 3.400 g 
B)
40 hafta – 2.300 g
C)
39 hafta – 3.200 g 
D)
35 hafta – 2 400.g
E)
32 hafta – 1.800 g

Doğru cevap: B, D ve E

Bu soru sorgulanması amaçlanan bilginin test edilme şekli  ve seçeneklerin dizaynı açısından Tıpta Uzmanlık Sınavı açısından uygun bir soru değildir.  Esas olarak sorunun oluşturulmasındaki temelin 1992 yılında  Barker tarafından yayınlanan  hipoteze dayandığı ortadadır. İncelendiğinde özet olarak bu çalışmaya ve destekleyen diğer araştırmalara dayanarak bebeğin çok erken dönemlerde karşılaştığı çevresel etkenlerin, özellikle de yetersiz beslenmenin ileride tip II diyabet geliştirme riskini etkileyebileceği belirlenmiştir. İntrauterin döneme ait koşullar düşük doğum ağırlığı ile birlikte bir adapte fenotip yaratır ve doğum sonrasında başlangıçtaki bu koşullar iyileştiğinde bu fenotip bir dezavantaja dönüşür. Sonuçta Tip 2 Diabet de bu dezavantajın bir parçası olarak  karşımıza çıkabilir.  1
Bu söz konusu yayın son derece önemli olup açılan bu yoldan ilerleyen çalışmalarla elbette birçok konuya ışık tutulmuştur. Ancak buradaki asıl sorun sorgulanmak istenen bilginin sınava giren ve uzmanlaşma arefesindeki adayların karşısına ana textbooklarda bulunan bilgiler ile çelişki yaratabilecek seçeneklerle getirilerek sorgulanmasındadır. 

Tıp fakültesi çekirdek eğitim programına göre düşük doğum ağırlıklı bebeğin  2500 gramın altında doğum ağırlığına sahip  bebek olduğunun  bilinmesi gerekmektedir. Soruyla ilgili olarak ise Nelson Textbook of Pediatrics, 20. Edition, sayfa  2783’de ise net olarak düşük doğum ağırlığının tip 2 Diabet riskini arttırdığı ifadesi belirtilmektedir.2 Bu bilgilere sahip bir aday için sorudaki B,D ve E seçeneklerindeki bebekler de düşük doğum ağırlıklı olup textbookda net olarak geçen ve yukarıda belirttiğimiz bilgiyle birlikte değerlendirildiklerinde risk altında düşünülebilmekte ve soru amacından uzaklaştırmakta, yanıtlanamaz hale gelmektedir. TUS’a giren bir pratisyen hekimin hakim olması gereken ve kendisinden beklenen yeterlilik ana textbook düzeyinde olmalıdır. Sorular bu anlamda kafa karışıklığı yaratmayacak netlikte olduğunda ölçücü olabilir. Aksi halde daha ileri gidilip literatür düzeyine çıkıldığında ve hatta nu noktada sadece kanıt düzeyi yüksek olan yayınlar baz alınsa dahi çelişkiler nedeniyle soru hazırlanamaz hale gelinebilir. Örneğin bu soru bazında baktığımızda prematuritenin de tip 2 diabeti arttırdığını gösteren kanıta dayalı bilgiler de gösterilebilir ki o noktada sorudaki iki seçenek daha tartışmalı hale gelir.3 

Bu açıdan yorumumuz; ana sorgulanmak istenen bilgi her ne kadar  “intrauterin gelişme geriliği tip 2 diabet ilişkisi” olsa da B, D ve E seçeneklerinde  düşük doğum ağırlığı ifadesi ve  ana textbookta bulunan düşük doğum ağırlığı-Tip 2 diabet ilişkisi vurgusu göz önünde bulundurulduğunda uzmanlık öncesindeki adaylar açısından soru ölçücülüğünü ve ayırt ediciliğini yitirmektedir.
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immunogenicity of the islets of Langerhans for transplantation. An
islet transplantation strategy (Edmonton protocol) infused isolated
pancreatic islets into the portal vein of a group of adults with TIDM,
along with immunosuppressive medications that had lower side-effect
profiles than other drugs. While lasting insulin independence was ini-
tially low, engraftment and insulin independence have improved over
the last decade, and over a thousand patients having undergone the
procedure. There has been improved islet engraftment by the use of
improved induction and maintenance immunosuppression. Still, in
5-yr follow-up studies, only 1 in 10 maintain insulin independence,
with an average duration of insulin independence in all of only about
15 mo. Long-term challenges remain the toxicity of immunosuppres-
sion, the limited procurement of viable tissue, and funding and limita-
tions of engraftment itself.

Alternative means of generating [ cells are being sought from islet
expansion, encapsulated islet xenografts, human islet cell-lines, and
stem cells. Regeneration of islets is an approach that could potentially
cure T1IDM because B-cell mass is actually dynamically regulated.

589.3 Type 2 Diabetes Mellitus
Britta M. Svoren and Nicholas Jospe

Formerly known as non-insulin dependent diabetes or adult-onset
diabetes, T2DM is a heterogeneous disorder, characterized by periph-
eral insulin resistance and failure of the j cell to keep up with increasing
insulin demand. Patients with T2DM have relative rather than absolute
insulin deficiency. Generally, they are not ketosis prone, but ketoacido-
sis may develop in some circumstances. The specific etiology is not
known, but these patients do not have autoimmune destruction of
cells, nor do they have any of the known causes of secondary diabetes.

NATURAL HISTORY

T2DM is considered a polygenic disease aggravated by environmental
factors, such as low physical activity and excessive caloric intake. Most
patients are obese, although the disease can occasionally be seen in
normal weight individuals. Asians in particular appear to be at risk for
T2DM at lower degrees of total adiposity. Some patients may not nec-
essarily meet overweight or obese criteria for age and gender despite
abnormally high percentage of body fat in the abdominal region.
Obesity, in particular, central obesity, is associated with the develop-
ment of insulin resistance. In addition, patients who are at risk for
developing T2DM exhibit decreased glucose-induced insulin secre-
tion. Obesity does not lead to the same degree of insulin resistance in
all individuals and even those who develop insulin resistance do not
necessarily exhibit impaired B-cell function. Thus, many obese indi-
viduals have some degree of insulin resistance but compensate for it
by increasing insulin secretion. Those individuals who are unable to
adequately compensate for insulin resistance by increasing insulin
secretion, develop IGT and impaired fasting glucose (usually, although
not always, in that order). Hepatic insulin resistance leads to excessive
hepatic glucose output (failure of insulin to suppress hepatic glucose
output), while skeletal muscle insulin resistance leads to decreased
glucose uptake in a major site of glucose disposal. Over time hypergly-
cemia worsens, a phenomenon that has been attributed to the deleteri-
ous effect of chronic hyperglycemia (glucotoxicity) or chronic
hyperlipidemia (lipotoxicity) on p-cell function and is often accompa-
nied by increased triglyceride content and decreased insulin gene
expression. At some point, blood glucose elevation meets the criteria
for diagnosis of T2DM (see Table 589-2), but most patients with T2DM
remain asymptomatic for months to years after this point because
hyperglycemia is moderate and symptoms are not as dramatic as the
polyuria and weight loss accompanying TIDM. Weight gain may even
continue. The prolonged hyperglycemia may be accompanied by the
development of microvascular and macrovascular complications. In
time, B-cell function can decrease to the point that the patient has
absolute insulin deficiency and becomes dependent on exogenous
insulin. In T2DM, insulin deficiency is rarely absolute, so patients

usually do not need insulin to survive. Nevertheless, glycemic control
can be improved by exogenous insulin. Although DKA is uncommon
in patients with T2DM,, it can occur and is usually associated with the
stress of another illness such as severe infection. DKA tends to be more
common in African-American patients than in other ethnic groups.
Although it is generally believed that autoimmune destruction of pan-
creatic B cells does not occur in T2DM, autoimmune markers of
T1DM—namely, glutamic acid decarboxylase antibody, ICA512, and
insulin-associated autoantibody—may be positive in up to one third
of the cases of adolescent T2DM. The presence of these autoimmune
markers does not rule out T2DM in children and adolescents. At the
same time, because of the general increase in obesity, the presence of
obesity does not preclude the diagnosis of TIDM. Although the major-
ity of newly diagnosed children and adolescents can be confidently
assigned a diagnosis of TIDM or T2DM, a few exhibit features of both
types and are difficult to classify.

EPIDEMIOLOGY

National Health and Nutritional Examination Surveys data (from
1999-2002) show that the prevalence of T2DM in 12-19 yr olds in the
United States is 1.46 in 1,000. The Southeastern Aerosol Research and
Characterization (SEARCH) study found that the prevalence of type 2
diabetes in the 10-19 yr old age group in the United States was 15% in
2001 and it is likely that this proportion has increased over time.
Certain ethnic groups appear to be at higher risk; for example, Native
Americans, Hispanic Americans, and African-Americans (in that
order) have higher incidence rates than white Americans. Although a
majority of children presenting with diabetes still have T1DM, the
percentage of children presenting with T2DM is increasing and repre-
sents up to 50% of the newly diagnosed children in some centers.

Prevalence in the rest of the world varies widely and accurate data
are not available for many countries, but it is clear that the prevalence
is increasing in every part of the world. Asians in general seem to
develop T2DM at lower body mass index levels than Europeans. In
conjunction with their low incidence of type 1 diabetes, this means that
T2DM accounts for ahigher proportion of childhood diabetes in many
Asian countries.

The epidemic of T2DM in children and adolescents parallels the
emergence of the obesity epidemic. Although obesity itself is associated
with insulin resistance, diabetes does not develop until there is some
degree of failure of insulin secretion. Thus, when measured, insulin
secretion in response to glucose or other stimuli is always lower in
persons with T2DM than in control subjects matched for age, sex,
weight, and equivalent glucose concentration.

GENETICS

T2DM has a strong genetic component; concordance rates among
identical twins are in the 60-90% range. It should be kept in mind,
however, that twinning itself increases the risk of T2DM (because of
intrauterine growth restriction) and this may distort estimates of
genetic risk. In at least 1 study from Denmark, both monozygotic and
dizygotic twins have a lifetime concordance of T2DM of around 70%,
indicating that shared environmental factors (including the prenatal
environment) may play a large role in the development of T2DM. The
genetic basis for T2DM is complex and incompletely defined; no single
identified defect predominates as does the HLA association with
T1DM. Genomewide association studies have now identified certain
genetic polymorphisms that are associated with increased T2DM risk
in most populations studied; the most consistently identified are vari-
ants of the TCF7L2 (transcription factor 7-like 2) gene, which may have
arole in B-cell function. Other identified risk alleles include variants in
PPARG and KCNJ11 as well as many others. But to date, all these identi-
fied variants explain only a small portion (probably less than 20%) of
the population risk of diabetes and in many cases the mechanism by
which these polymorphisms confer risk of T2DM is not clear.

EPIGENETICS AND FETAL PROGRAMMING
Low birthweight and intrauterine growth restriction are associated
with increased risk of T2DM. This risk appears to be higher in
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Klinik Bilimler 77. Soru


Aşağıdakilerden hangisi septik şoktaki bir hastada mortaliteyi azalttığı bilinen temel tedavi yöntemlerinden biri değildir?
A)
Hemen sıvı resüsitasyonuna başlanması
B)
İlk bir saat içinde antibiyotik tedavisine başlanması
C)
Hemostaz parametrelerinin düzeltilmesi
D)
Kaynak kontrolünün olabildiğince çabuk yapılması
E)
Tedaviye rağmen hipotansiyonu devam eden olgularda düşük doz steroid verilmesi

Doğrucevap: C ve E

Septik şokta mortaliteyi azaltan faktörlerin sorgulandığı bir soru…

Soru ile ilgili bölüm Schwartzs Principles of Surgery, 10th Edition 2014 Sayfa 124’de başlayıp 126’ya kadar devam eden bir konu olan Sepsis tedavisi kısmında anlatılmaktadır. 

Soruda geçen “hemen sıvı resüsitasyonuna başlanması, ilk bir saat içinde antibiyotik tedavisine başlanması, kaynak kontrolünün olabildiğince çabuk yapılması” kavramları Surviving Sepsis Campaign önerileri arasında geçmektedir… Kuvvetli bir şekilde önerilmektedir…

	[image: image16.png]Surviving Sepsis Campaign Bundles

To be Completed Within 3 Hours:
1) Measure lactate level
2) Obtain blood cultures prior to administration of antibiotics

To be Completed Within 6 Hours:
5) Apply vasopressors (for hypotension that does not respond to initial fluid resuscitation)
to maintain a mean arterial pressure (MAP) > 65 mm Hg
6) In the event of persistent arterial hypotension despite volume resuscitation (septic
shock) or initial lactate > 4 mmol/L (36 mg/dL):

- Measure central venous pressure (CVP)*

- Measure central venous oxygen saturation (Scvo,)*
7) Remeasure lactate if initial lactate was elevated*

*Targets for quantitative resuscitation included in the guidelines are CVP of > 8 mm Hg,
Scvo, of > 70%, and normalization of lactate.
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Tablodan da anlaşılacağı gibi “Tedaviye rağmen hipotansiyonu devam eden olgularda düşük doz steroid verilmesi” kavramı ana tabloda güçlü öneriler arasında geçmemektedir. Ayrıca orijinal Surviving Sepsis Campaign önerilerinde de steroid verilmesi kavramı tartışmalıdır ve özel olarak seçilmiş adrenal yetmezliği durumlarında verilmelidir… 

Yine aynı konunun 126. Sayfasında görüldüğü gibi rutin temel tedavi içinde önerilmemektedir… 

	[image: image17.png]tive adrenal insufficiency. In an international, multicenter, ran-
domized trial of corticosteroids in sepsis (CORTICUS study;
499 analyzable patients), steroids showed no benefit in intent-
to-treat mortality or shock reversal.”* This study suggested that
hydrocortisone therapy cannot be recommended as routine
adjuvant therapy for septic shock. However, if SBP remains




Schwartzs Principles of Surgery, 10th Edition 2014, Page 126


İlgili Referans: 94. Sprung CL, Annane D, Keh D, et al. Hydrocortisone therapy for patients with septic shock. N Engl J Med. 2008;358(2): 111-124

Ayrıca hastalarda “Hemostaz parametrelerinin düzeltilmesi” Surviving Sepsis Campaign önerilerinde geçmemekle birlikte genel cerrahi ve tıbbi yaklaşımlar açısında yer alan bir uygulamadır. Hastanın hemoglobulin düzeyi düşük ise hasta iskemiye girmesin diye kan transfüzyonu yapılması, trombosit sayısı düşük ise trombosit transfüzyonu yapılması, koagülasyon parametreleri bozuk ise taze donmuş plazma transfüzyonu her türlü kaynakta önerilen bir tedavi yöntemidir… Bu seçenek ile hastaya rutin yani ek tetkik yapmadan bu transfüzyonları yapmak kastedilmiş ise bu daha doğru bir Türkçe ifade ile anlatılması gerekirdi…

İlgili kaynaklarda görüldüğü gibi C ve E seçenekleri sorunun yanıtı olabileceği ve çift yanıtlı bir soru olduğu için sorunun iptali gerekmektedir.

Klinik Bilimler 78. Soru


Aşağıdakilerden hangisi şok sırasında salınan antiinflamatuvar mediyatörlerden biridir?
A)
İnterlökin-4 

B)
İnterlökin-2

C)
İnterferon

D)
İnterlökin-6

E)
İnterlökin-8 
Doğru cevap: A, C ve D

Sorunun 3 tane cevabı olduğu için iptal edilmesi gerekmektedir.

Aşağıda kireferanslar da görüldüğü gibi yanıt olarak açıklanan IL-4 gibi interferon I ve IL-6’nın antiinflamatuar etkileri bulunmaktadır. 
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Schwartzs Principles of Surgery, 10. Edition 2014 Page 118’deki tabloya göre yanıtı net GİBİ olan bir soru…

Ancak yine aynı kitabın 30. Sayfasında görüldüğü gibi bazı interferonların antiinflamatuar etkisi bulunmaktadır…
	[image: image19.png]the inflammatory infiltrate. In contrast, IFN-I appears to inhibit
inflammasome activity, possibly via IL-10.%
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İlgili Referans: 81. Kernbauer E, Maier V, Rauch I, Muller M, Decker T. Route of infection determines the impact of type I interferons on innate immunity to Listeria monocytogenes. PLoS One. 2013;8(6):e65007.

Ayrıca Genel Cerrahi için diğer bir ana kaynak olan “Sabiston textbook of surgery: the biological basis of modern surgical practice 20th edition 2016”da chapter 3’de The lnflammatory Response konusunda sayfa 30’daki görüntü aşağıdaki gibidir…

	[image: image20.png]malperfusion. Conversely, 11-6 has been shown to mediate anti-
inflammatory effects in other studies by inhibiting TNF and 1L-1
production and by enhancing production of other anti-
inflammatory cytokines, such as IL-1Ra, TNFRs, IL-10, TGF-B,
and cortisol.” For example, in a murine model of acute pancreati-




Sabiston Textbook of Surgery, 20. Edition 2016, Page 30


İlgili Referans: 2. Schulte W, Bernhagen J, Bucala R: Cytokines in sepsis: Potent immtınoregulators and potential therapeutic tafgetsan updated view. Mediatorslnflamm 2013:165974, 2013.
Klinik Bilimler 83. Soru


Aşağıdaki damarsal yapıların hangisi memenin kanlanmasına katkıda bulunmaz?
A)
Lateral torasik arter

B)
Posterior intercostal arter

C)
İnternal mammarian arter

D)
Subskapüler arter

E)
Torakoakromial arter

Doğru cevap: YOK

Sorunun doğru yanıtı olduğu iddia edilen subscapular arterinde memenin kanlamasına dolaylı KATKIDA bulunduğundan dolayı bu sorunun doğru yanıtı yoktur ve iptali gerekmektedir… Soru kökünde “memenın kanlanmasına DOĞRUDAN katkıda bulunmaz” deseydi soru doğru olacaktı.
Soru ilk bakışta doğru gibi görünen Schwartzs Principles of Surgery, 10th Edition 2014 sayfa 501de görülen aşağıdaki bilgi temelli hazırlanmış bir soru…… 

	[image: image21.png]Blood Supply, Innervation, and Lymphatics. The breast
receives its principal blood supply from: (a) perforating

branches of the internal mammary artery; (b) lateral branches
of the posterior intercostal arteries; and (c) branches from the

axillary artery, including the highest thoracic, lateral thoracic,
and pectoral branches of the thoracoacromial artery (Fig. 17-5).
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Metinde anlaşılacağı gibi Meme kanlanması Internal mammariyan arterin perforin dalları; Posterior inter kostal arterlerin lateral dalları;  Aksiller arterin dalları olan torasik, lateral torasik ve torakoakromiyal arterin pectoral dallarından sağlamaktadır.

Ancak soruda Meme kanlanmasında katkısı bulunmayan arter sorulmaktadır… Anatomi dersinin ana kaynaklarında GRAY’S anatomy The Anatomical Basis of Clinical Practice 41th edition sayfa 828de subscapular arterin memeyi beslen arterler ile anastomoz (bağlantı) yaptığı görülmektedir… direk değilse bile bağlantı yolu ile memenin beslenmesine KATKI da bulunmaktadır…
	[image: image22.png]Subscapular artery

The subscapular artery is the largest branch of the axillary artery (see
Figs 48.31, 48.47). It usually arises from the third part of the axillary
artery at the distal (inferior) border of subscapularis, which it follows
to the inferior scapular angle, where it anastomoses with the lateral
thoracic and intercostal arteries and the deep branch of the transverse
cervical artery. It supplies adjacent muscles and the thoracic wall. It is
accompanied distally by the nerve to latissimus dorsi. Approximately
4 cm from its origin, the subscapular artery divides into the circumflex
scapular and thoracodorsal arteries.
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Ayrıca yine aynı kitabın 947. sayfasında memenin arteryel beslenmesi konusunda subscapular arter net olarak geçmektedir….

	[image: image23.png]VASCULAR SUPPLY AND LYMPHATIC DRAINAGE
Arteries

The breasts are supplied by branches of the axillary, internal thoracic
and some intercostal arteries. The axillary artery supplies blood via the
superior thoracic artery, the pectoral branches of the thoraco-acromial
artery, the lateral thoracic artery (via branches that curve around the




[image: image24.png]lateral border of pectoralis major to supply the lateral aspect of the

breast) and the subscapular artery. The internal thoracic artery supplies
perforating branches to the anteromedial part of the breast. The second
to fourth anterior intercostal arteries supply perforating branches more
laterally in the anterior thorax. The second perforating artery is usually
the largest and supplies the upper region of the breast, the nipple, areola
and adjacent breast tissue.
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Klinik Bilimler 94. Soru


Aşağıdakilerden hangisi fıtık onarımlarında greft kullanımının avantajlarından biri değildir?

A)
Cerrahi alan enfeksiyonu riskini azaltması

B)
Gergin bir fıtık onarımı gerekliliğini ortadan kaldırması

C)
Nüks oranlarının daha az olması

D)
Karın duvarı katlarının önüne, arkasına veya arasına konulabilmesi

E)
Fıtığın laparoskopik olarak onarılmasına imkân vermesi

Doğru cevap: YOK

Soruda fıtık onarımı sırasında greft kullanımının avantajları sorulmaktadır… Fıtık onarımında diğer bir alternatif greftsiz onarımdır… İşte soruda greft kullanımının  greft kullanmamaya karşı avantajları sorgulanmaktadır… 

Gergin bir fıtık onarımı gerekliliğini ortadan kaldırması, Nüks oranlarının daha az olması, Karın duvarı katlarının önüne, arkasına veya arasına konulabilmesi, Fıtığın laparoskopik olarak onarılmasına imkân vermesi bu özelliklerin hepsi greft kullanımının avantajlarıdır…

Ancak sanılanın aksine greft kullanmak greftsiz ameliyatlara oranla enfeksiyon riskini AZALTIR… Elbetteki greft kullanmak diğer standart tiroidektomi, meme biyopsisi vb. gibi temiz cerrahi işlemlere göre enfeksiyon riskini arttırmaktadır. Ancak greft kullanmak greftsiz fıtık cerrahisi yapılan hastalara göre enfeksiyon riskini AZALTMAKTAdır…

Konu ile ilgili bilgi Schwartzs Principles of Surgery, 10th Edition 2014 sayfa 1505’de geçmektedir…
	[image: image25.png]The administration of preoperative prophylactic antibiot-
ics in elective inguinal hernia repair remains controversial. A
systematic review of 7843 elective open hernia repairs from
the Cochrane Database in 2012 revealed an overall decrease
in infection rates (odds ratio [OR] 0.64, confidence interval
[CI] 0.50-0.82) when prophylactic antibiotics are adminis-
tered; however, the absolute risk reduction was not sufficient to
justify universal recommendations for or against the practice.
Overall wound infection rates are higher than those expected
for clean operations, and there was a significant reduction in

the rate of wound infection among patients undergoing repair
with a prosthetic mesh.*'# Although there is no universal guide-
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Bu durum da A seçeneği de fıtık onarımı sırasında greft kullanımının avantajları arasında geçtiği için ve sorunun doğru yanıtı olmadığı için sorunun iptali gerekmektedir…

Klinik Bilimler 108. Soru


Aşağıdaki cerrahi işlemlerden hangisi Scopinaro ameliyatını tanımlar?

A)
Laparoskopik sleeve gastrektomi

B)
Vertikal bant gastroplasti

C)
Biliyopankreatik diversiyon + Duodenal switch

D)
Laparoskopik gastrik by-pass

E)
Jejuno ile altran spozisyon

Doğru cevap: YOK

Cerrahi teknik anlamında sorgulanan bu soruda ne yazık ki tam yanıt yoktur… Schwartzs Principles of Surgery, 10. Edition 2014 kitabında Scopinaro yöntemi diye bir yöntem yoktur… İlk defa Prof. Dr. Nicola Scopinaro tarafından tanımlanmış olan BİLİYOPANKREATİK DİVERSİYON ameliyatıdır ve bu ameliyatta “Duedenal Switch” yoktur.
	[image: image26.png]Biliopancreatic Diversion and Duodenal Switch

Background. BPD was first described by, and remains cham-
pioned by, Scopinaro in Italy.*> The operation, which is shown
in Fig. 27-17, involves resection of the distal half to two-thirds
of the stomach and creation of an alimentary tract of the most
distal 200 cm of ileum, which is anastomosed to the stomach.
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İlgili makale: Scopinaro N, Gianetta E, Civalleri D, et al. Bilio-pancreatic bypass forobesity: II. Initialexperience in man. Br J Surg. 1979;66:618-620. Şekli de aşağıdaki gibidir…
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Zaman içinde komplikasyonların ortaya çıkması ile ameliyat mofiye edilmiştir. Bu yeni ameliyatın adı da biliyopankreatik diversiyon ve duodenal switch ameliyatıdır… Ama adı Scopinaro değildir…
Duodenal switch şekli de aşağıdaki gibidir…
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Kısacası; Prof. Dr. Nicola Scopinaro tarafından tanımlanmış olan biliyopankreatik diversiyon ameliyatıdır… Doğru yanıt olabilmesi için tek başına yazılması gerekirdi... Eğer iki ameliyat yazılıyorsa Prof. Dr. Nicola Scopinaro’nun tanımladığı ve Schwartzs Principles of Surgery, 10th Edition 2014 Page 1119’da görülen referans ile yanıtsız bir soru olarak karşımıza çıkmaktadır…
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