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Receptor pro anafylatoxin C5a prispiva k zanetu tukove tkanée
a k inzulinové rezistenci
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FIGURE 4-9 Pathways of complement activation. The activation of the complement system may be initiated by three distinct pathways,
all of which lead to the production of C3b (the early steps). C3b initiates the late steps of complement activation, culminating in the production of
peptides that stimulate inflammation (C5a) and polymerized C9, which forms the membrane attack complex, so called because it creates holes in
plasma membranes. The principal functions of major proteins produced at different steps are shown. The activation, functions, and regulation of the
complement system are discussed in much more detail in Chapter 12.



Cil a metody

* Bylo uz zjisténo, ze C3aR-KO mysSi maji snizeny zanét, nepfribiraji a maji
lepsi fyziologické znamky

* O propojeni C5a-C5aR neni nic znamo

e C5aR-KO a WT (wild type) mysi kmene C57BL/6J byly krmeny
vysokotucnou a kontrolni dietou (60% resp. 10% kalorii z tuku)

 \/Sechny skupiny byly hodnoceny — vaha mysi a organu, velikost

adipocytu, glukdzova tolerance, inzulinova rezistence, akumulace
leukocytU v tukové tkani, vliv na jatra, vliv na pankreas



exprese C5aR a pritomnost C5a stoupa pfi
DIO (Diet induced obesity)
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Vysokotucna a kontrolni dieta
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Hmotnost organu a velikost adipocytu
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Glukozova tolerance a rezistence k inzulinu
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C5a deficience vede k lepsi citlivosti na inzulin

Mysi & byly 28 tydn( na HFD, 24 h bez jidla a poté injikovany insulinem
Po 8 minutach byly usmrceny a gWAT (gonadal White Adipose Tissue) bylo odebrano
Z gWAT byl pfipraven lyzat a zmérena fosforylace Akt pomoci Western Blotu
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C5a deficience vede k nizsi akumulaci MF v
tukove tkani (gWAT)
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C5a deficientni mysi jsou chranéné pred fibrozou
o\WAT a zanetem
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Analyza leukocytu v gWAT — C5a deficience

vede Kk nizsSimu poctu prozanéetlivych MF
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/adna zména v lipogenezi gWAT
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/adny vliv C5a deficience na pankreas a beta
bunky

Barveni inzulinu na rezech pankreatem
mnozstvi méreno plochou Langerhansovych ostruvku
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Shrnuti

* V modelu obezity navozené vysokotucnou dietou byl studovan vliv
C5a na obezitu a na zanét tukové tkanée

* C5aR deficientni mysi (C5aR-/-) byly porovnany s C57BL/6J (wild type)

e C5aR deficientni samci vykazovaly mensi vahovy prirustek a zlepsené
parametry zaneétu v gonadalni tukové tkani

* Nebyl pozorovan vliv na jatra ani na pankreas



