A KİTAPÇIĞI TEMEL BİLİMLER 63. SORU

63. Aşağıdaki mediyatörlerden hangisi lökosit aktivasyonuna ve kemotaksisi artırıcı etkiye sahiptir?
A) Nitrik oksit    

B) C5a

C) Histamin    

D) Lökotrien C4
E) PAF

Cevap: B

Soruda E seçeneğinin de doğru olabileceği itirazları gelmiştir. Sorunun sorulduğu tablo net ve açıktır, tablo aşağıdadır. Ayrıca PAF ile ilgili metni de aşağıda görebilirsiniz.
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PAF is another phospholipid-derived mediator. Its name
comes from its discovery as a factor that causes platelet aggre-
gation, but it is now known to have multiple inflammatory
effects. A variety of cell types, including platelets themselves,
basophils, mast cells, neutrophils, macrophages, and endothe-
lial cells, can elaborate PAF, in both secreted and cell-bound
forms. In addition to platelet aggregation, PAF causes vaso-
constriction and bronchoconstriction, and at extremely low
concentrations it induces vasodilation and increased venular
permeability with a potency 100 to 10,000 times greater than
that of histamine. PAF also causes increased leukocyte adhe-
sion to endothelium (by enhancing integrin-mediated leuko-
cyte binding), chemotaxis, degranulation, and the oxidative
burst. Thus, PAF can elicit most of the vascular and cellular
reactions of inflammation. PAF also boosts the synthesis of
other mediators, particularly eicosanoids, by leukocytes
and other cells. A role for PAF in vivo is supported by the
ability of synthetic PAF receptor antagonists to inhibit inflam-
mation in some experimental models.

Reactive Oxygen Species

Oxygen-derived free radicals may be released extracellularly
from leukocytes after exposure to microbes, chemokines, and
immune complexes, or following a phagocytic challenge.”
Their production is dependent, as we have seen, on the activa-
tion of the NADPH oxidase system. Superoxide anion (O3
hydrogen peroxide (H,0,), and hydroxyl radical (*OH) are
the major species produced within cells, and O3 can combine
with NO to form reactive nitrogen species. Extracellular

TABLE 2-4 The Actions of the Principal Mediators of Inflammati

Principal Sources Actions

CELL-DERIVED

Histamine Mast cells, basophils, platelets Vasodilation, increased vascular permeability,
endothelial activation

Serotonin Platelets Vasodilation, increased vascular permeability

Prostaglandins Mast cells, leukocytes Vasodilation, pain, fever

Leukotrienes Mast cells, leukocytes Increased vascular permeability, chemotaxis,
leukocyte adhesion and activation

Platelet-activating factor Leukocytes, mast cells Vasodilation, increased vascular permeability,
leukocyte adhesion, chemotaxis, degranulation,
oxidative burst

Reactive oxygen species Leukocytes Killing of microbes, tissue damage

Nitric oxide Endothelium, macrophages Vascular smooth muscle relaxation, killing of
microbes

Cytokines (TNF, IL-1) Macrophages, endothelial cells, mast cells Local endothelial activation (expression of
adhesion molecules), fever/pain/anorexia/
hypotension, decreased vascular resistance
(shock)

Chemokines Leukocytes, activated macrophages Chemotaxis, leukocyte activation

PLASMA PROTEIN-DERIVED

Complement products Plasma (produced in liver) Leukocyte chemotaxis and activation, vasodilation

(C5a, C3a, C4a) (mast cell stimulation)

Increased vascular permeability, smooth muscle
Kinins Plasma (produced in liver) contraction, vasodilation, pain
Endothelial activation, leukocyte recruitment
Proteases activated during Plasma (produced in liver)
coagulation

IL-1, interleukin-1; MAC, membrane attack complex; TNF, tumor necrosis factor.
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