OBSAH

D = e
o R N S

L W
o

................................................................... 10
Charakteristika protein® akutnf faze (APP) . i oo eisioe s visi oo seasismalas 13
Definice APP a jejich zafazeni do systémové zanétové reakce .................. 13
Pozitival anegativillAPP .. e T e S s s e sisae et 14
I U AR A e 15
Biochemicka charakieri st e i, o S 19
Ry Z10] g CIY VY Z A . e e e 21
APP.v kontextu zin&tové odpoyedil. ot (i St U 27
Lokalni a systémova zdnétova reakce organismu .. ...............c.oveennn.n.. 27
Cyiokiny V. obranne odpoy el o Re e ot 28
CharakteriSHKa 0o o o S s b S s 28
AT 9Te A SRR A S SR IRt § L AT el o e L s S NON T IRN P 29
Plehledieytokanitcet = ot i 0 e 31
Solubiing receptory CYIOKIE . . . . ..o i i it o vvnims daio s o As s g Haemln e 31
Adhezivnli molekuly . o 0 s ot o i s s e e S e e o e e 37
EOIIROVE SIS s e s s Bl e e L e AT e 39
Rovnoviha zanétové a protizanétové odpovédi organismu . .................... 39
Syndrom systémové zanétové odpovédi (SIRS) asepse........................ 39
Syndrom kompenzacni protizanétové odpovédi (CARS) a smiSené antagonistické
OOVl (M AR S ) e o els e oot e e o ek e A et ot S bl 40
nterakce CYtOKInt A A PP et o er W SR NN ot R e 41
Prehledihlaymich A DD e T R e or 43
Hlavni pentraxiny — C reaktivni protein (CRP) a sérovy amyloid P (SAP) ......... 43
Charakter SR PRI . e et e s 44
STV AN G R B S A P e e S e D R e 45
Geneticka albiochemickaicharakteristika, .. o ol Gln L Dl e i G 45
LT e e O e s P i i e s 9 L G R S SR 0 48
WA/ E T AT Y o7 4 o o7 4 MR OO e i i A O S o G R R )
Vyznam VidiagnostiCe!: . s s . hirs st oo simi it 5 o5l oy s e st s e R i i D D)
8T G R RRNE G i SR MR Wi NS S SR £ (ORI OO E A NI .
Zakladni vlastnosti diouhychipentraxinil ' £l 708 o i s e s e 55
| ey (2 B e L M e S R L 57
Neurondlnf pentraxin 1 (NRE) o0 coien ol nsnd 8ol ot v e s e 59
Nenronaln pentraxin 2 (NP2 s ot G o il s o S R i e 60
D N i e e RS e SRR s o e 60
DI e s N s s 60
INeuron4lnl pentraxinovy receptor (INBR) 8 - s e 60
)b o R e e e e e e L B e S i A A A S b b e e HE e 61
S ) s 61
SELOVT AIVIOHL A (RIRAY, v e e 5ot e i BB o 5oh, o e st 3 e Wi 61
Genetick4 a biochemicka charakteristika. .. Ul il sioti somn i dielvend s s 62
R v s i e e A Ras e B DG wea i o o A S 64
N VBRI N DBIOROO0EY |\ i o i i i ni o sl 50 B b e i o st s 66
Ceruloplasmini(CpL) s o S s s et tre s e e e e o e 66



Proteiny akutni faze

34.1
342
343
344
345
3.4.6
3:5

351
3.52

(5%}

WLWWwWwWww
b=

w
W —

(5%

N -

AR LA PLPLLWLONNNON =~~~

LW W W W
Wi =

Genetickl a biochemicks RSB . . . . ooz onnssos 0 i snssnvsmnsimmns 67
<1 e sy A S T R SRR S TR VB R MR 1 X0 (R S 68
VY ZnamEVipatopenezit el s el AN b e e i e SR B SR e 70
VS On OV Ch RO DA L i R e sk iorens - e A e b 70
MERKSSOVE CHOIDDE o' o 0o i il i e i o % v s v i 06 000 4 A w6 e 71
Heteditm) acertlopiasiiieie . | .. o s oo samuss =5 sl an s aans s aives S o 71
I FTarro7ed (1o 1 W0 5 1) R SR SRR e S Tl e O TR IR E & L= = R 73
Cieneticks a biochernicks charakteni8Oka . . oo cuovvo s oo vvinmninvssnss bnesns 73
R L R el A 2 L e e o N, v b miy et 74
VY ZNaM VI DAt SCTICZI R R bR e DIy o 5 s i s e GBI g S oM 31 77
N VREIEEEE L e e e e T 78
Hemopexin {(H X Ittt 0 0 L e S WA o el 78
Cenetickd a biochemickn charaktetisiled /.o o vl o ie s a5 v peh dun s 55 e s wanne 78
B K e S e e e NI e e o st s P o L 11, 8 el R Sl e, 79
STOVN AT DA H DX TP it 0 5 i s 5 w0 B 5 81
o, -Kysely glykoprotein (AGP, orosomukoid)................................ 82
Genetickd a biochemicka charakteristika . ................. ..., 82
UK e o sy o U s e PSS a i e oy e iy Mot P/ AR SE R e, 5 84
W G W alRoNOIieE . Ll s e S ey L TG T, I sl T L L 86
Eipekaliny for it e e e R e s i o e s s e 87
(0280 11 57074 Lo b ET o0, e B T B P e S S 5 e e 87
Genetickd a biochemicka charakteristika .. .. ............................... 87
B R L e e e e R R s o el e R s s 88
N AP T Ao | (0] (Tt A1 SRR e A at e o e v o St e R M B e 0 e 90
o= AT By DS Iy (A AT e s o T o e S e S 93
Inhibitory serinovych proteaz (SERPINY .. ..o cimmnisn v dntnnensonancanssns 93
Genetickd a biochemicka charakteristika .. ................................. 93
BUD K e o e e etiod b 4.8 & i el oo sl e o 95
Hereditdral Jeiicienee AT s s i i s 95 ik b 5L L0 ol om0 0w 95
LECha AAT IBSUECIOHCE .o . ¢« -« hvuiss smmms viinsne sy s s 8 9d 38 0% 4 4550 5 43 3 98
VY ZnaAmEVIdiagnosteerSVS-Ton S KeRR Lo Sl o T B R e e 99
o=Antichymotrypsina(AACT) R St ol S s Satine 0 o, ot it 99
GenetickA a biochemicks charakienstika . . ... ccvevsiassessssinssssmsvsn 100
D G L P D DI e W, St oo R ISRl O 100
Hereditarn! deficience AACT . .. o iioicvomsuiinneassns vis s basdnns nssnsas 101
ARCT 2 AlZheRNerovs CHOTODA . i il s samimnnss Sosnisas snssmsnmssssn 102
AATEARC T aleysackATbroZzal s i ticsi ol ol Bk s arne s TRl A it B 0 102
Jababator proteinn C (L) © . oo i iibng i iiomnses 5 A os S & & i sm = s 5 wivi 103
Geneticka a biochemicka charakteristika ... .....................cvin.... 103
BUNKCE AT ke ot e T R UL G s e s eeite ol 5 AR st ol s ol o 104
SYROrOm deticiieer Y o2l i ke e a5 % e PR & A RN A 104
Vyznam Ve dIagnOoStCe S s LAt m il s e sttt s oon s e 1 YL ol st s see s e 105
Inhibitor aktivatoru plasminogenu 1 (PAI-1) .............. ..., 105
Genetickd a biochemicka charakteristika ... ........... ... .. ... ... ... ... 106
|21 1] o S e AR o e I e o oot B R R e S O Sl R T 107
NYZDOI Y PRIOSONEEL . .« oo asins v o g s b d s b hs s BN S 5 B e s 108
(i N B T U D) o 5 o0 S o ol o it sl Sor oA 45 o ol et B 108
B ]y A SRR e R P I T TS SR S Pl i S I 108
SN EDCIBRE AP e e e s e s 4 B 109
i D O I (D 2 e e e 109
Genetick a biochemicka' charakteriStika . o e vl o e 3 & wihsrsins sratiats oo ioias 110
| SV TT Col el R E B s S RN SN Y o DN Sl B I Bt S AP P P, 113
VYZnamsV, patogenezi ro e et Sl L R et Sl s i s e 114



Obsah

Vazebny: protein.lipopolysachardui (BB 0 i s s oo S8 i e sttt 117
Genetickd a biochemicka charakteristika . ............ ... ... ... ... ... 117
e e e o L e N T s 118
Protein zvySujici baktericidni permeabilitu (BPI) ................ .. ... .. ... 119
RECEPOTY PROLPS . il s o be s o et b i vis oo s awbis wn b ook e s 119
Vazebny protein mannosy (IMBE) L e it v chiii s Sioie st hetstei s wioistes 120
Geneticka a biochemicka charakteristika . .......... ... ... ... ... .. ... 120
s W R R N e U R DA o 121
Syndion deBcience MBP ... 0. 5l slfic i a5 5 e s eyt 122
Cytokiny viindukci APP - .o ot o e S s e i e 123
(@becné zdkonitostiiindukce APP Gytokiny- . iiser. e s S b 123
Cytokiny tepnlaiicl expecRi ARE - 00l s e o e s R s R 124
VU BN 1 07 o)) TSR RS o T R0 O R TR T I SN St S S e i 127
Interienkin-1 (IL-1) vV reRUIBCI AFF .o i o oo vicbiv e st was & 55 v o6 vcigimsnibon 129
Uloha 11! v/ ZAnEtoVE OaPOVEIc:: x -aishe et o andeoia S o S0l s o8 ke e 129
|ESTRATTIT LT (o7 172N o SN S A el SRR S L 0 L e A T PR A RS 130
Faktor nekrotizujici tumory o (TNFat) v regulaciAPP ....................... 130
Uloha TNFa. v zAn€tové odpovedi . ... ......oviniiieaei e, 131
TNEG v IMBECIATP ... .o chots So st s onnn s sishas da s v o svsosn s 131
Interleukin-6:(1E-6) iy re gulac A PR e ot ikt ek oot oot st o 132
=6V systémoveé:zAnetove odpovedi i, o ol i S S S R L e 132
Spektrumincinkin [I-6iv synteze APP. & & oo donon s s e s 133
Receptor IL-6 a postreceptorovy mechanismus indukce APP . .............. ... 134
Dal¥i cytokiny skopiay JE=6) 5 o 0obn o a e ohe v it 5 e om0 Shes 0k b 137
Charakteristika rodiny cytokin® IIL-6. ... o .o .. ssioi viseiiisniaieis s siois olal osiesinbeaiais 137
Inteslenlan= 10 (M= LI R e s i i s oS o e Teit e e ohved sRevs skl e o 139
Granulocytarni kolonie stimulujici faktor (G-CSF) .......................... 140
Haktorinhibuyiciieuke mii TR . e e A e e e s 140
B r s R e S e 141
Ciliarni neurotrofni faktor (CNTF)........... ... ... i, 141
| (€ 1 1) ) B B R e e T 1 S s P R SRR 141
T B e Py D S 142
5SS SR U ISV RY TR OO S P 1L NSO T S s SO L N 142
Cytokiny:skupinyiIlL:6 veindukeil APP T oo gt oty C i e A i e 143
Cytokiny se selektivnim pusobenim na APP syntézu . ........................ 144
et B D TR S S TS T I P e D i44
7o G A el B e i e B R O e o S e e 145
InteTlenkan= 2 (Tl D B e o e AP I RO e 146
ProRzsnetove cytokiny -y regulach AP . .. . i i winian oism s oow st tas w s 148
Receptorovy antagonista interleukinu-1 (IL-Ira) .......... ... ... ........... 148
BErenkin-d (H-0), < onooinn il s s butems svmn i o ans Sulales « sl viins 149
v T B L R e R e 150
EapiEnkn-d A1 200 ol Sl s TE R SR A A ke ik b ik 150
Rilstovy faktorhepatocyti (HGE) v sl e s ot g o s iymate ol o smsisiersis 151
Transformujici ristovy faktor BiCEGER) vt oo cion o i bhn e aialnhorsiel e feune s ol 151
Hormony: regulujicli AP L o ol o 0 0l B Aes s i s s s 153
Obecna charakteristika hormonalni regulace APP . .......................... 153
GlukoKortikoIdy s o ot o e e e 154
Glukokortikoidy viregulaciiAPP & s it o son st e i s s e 154
Interakce glukokortikoidl a cytokini v syntéze APP . ........................ 156
Mechanismus puasobeni glukokortikoidli na hepatocyty . ...................... 157
Rstond Boemnon (G . 008 oh e S Sl SR e B L 28 o ik e b T e 160



Proteiny akutni fdaze

6.4.6

GHivisyntetze!APPiv klidovém obdabl i i nt S ol oo it s el vl il hosis 161
GH.y syntéze APPistimmiloyané cytokiny . Sieiitie. o8 o i T i e e s 161
Syndrom| GHi rezistence’ pli ZanEw . nkl o liidn b s S o b fus 3 SRS o bwie & 162
ShIEUMEIE sl bR e f F R ool ot st o e e el b s o e o i 164
B I R e v et o a e s e et w o A M el o W o 164
ProlakTinee et ind . D SO T e SR T vt S A AR I BT b s 165
o T RO SRR TS ISR TR 3 WV RSN SN R e TN M 166
(€1 T4 (o) R el O [ D et e R SR S S XD SN Rt 168
g R R P Loy B e o e 169
Dalsi faktory ovliviiujici tvorbu APP . .......... ... ... . i 171
BB L e R A S s R B e 5 171
Vicenenasycené mastné kyseliny ............... ... .. it 171
d e d (ol ) A S S G S i U NIRRT 1R 171
Patofyziologicke aspekty APP ™ (. oo i i ol cim o m ibba o8 s tiac wisls sossss 172
CeiehickE deliCHy BTE 70 s i s R s r e e 173
INE st ST mUtaCe AN PROTEAZ i h VTt o rebe oo o fo s Aoz ARSI o S o SRS o e 173
CIXIIA0HI e 0 o e NG ot e e e i e e e 175
Poruchy koagulace a fibrinolyzy ................... it 177
Experimentélni deficity APP. Jsou APP nezbytné pro zivot? ................... 178
Experimentalni deficience A s i s e e s e R e 178
Experimentalni deficience P o .l choi st v Sisidiaiaio s see 615 5 o onst et imible 179
Experimentalny deficience DS ot e o e e o el i e e s 179
Experimentalniideficience  Hpxae. s o ool s e B SR S 180
EapeninmentQinl AeBCIence AP ... . c oo i e DR s e A e R 180
O] 1711 I S AN =t T s SR B DR o 1 D Sl S 181
Geneticka variabilita APP a jeji patogenetické dusledky ...................... 182
VAt a b i ta T D e e S S T r TS A e e I 182
Variabilita AGP b sl i et fsvsisomsios ove oe Simidiass Sio d s 183
VariabilitaiAM e oo oot o8 s h s S e i e s R s e S e et 183
VartabilitaPAATROENE S s IR S L S i 0 ol o, SIBE E 8 e se 183
Vanabili7AACT el S i el i s s s s i e Ml s 184
VariabiliaVPAT- 1S, N oes S Gl RO R SN n . s m e o n S T Ll 184
Varabilita FDge oo i oo oo s o it o s e e S e S e s e 185
ATt oS TH b v 2] St e LR e e B i p s SO e T S YR 185
APP v patogenezi nékterych chronickych onemocnéni . ...................... 186
APPAY: procesUiaterosklerozy st s F ol it L S S a st asion 2l ARl e 5 s e 186
APP a trombembolickAichorobal. .t ot il s oiiailiom e oo s i o s 188
APPv:rozvolisekundami amyloidOzy . ' i s e i inpaiio i s shorsbel 516 eiersolalhs 189
AP R ATzl im0y Y Ch OOy e e et e = o e S Rl R e 189
AFPRCOVBHRER TIIOER . o0, .o i annmio s sbad A vas s Vs as s osi s s ies 190
L e R R T 191
APP ve vybranych klinickyehistavechv: . st Uiiuminess s 5 s via s 516 1 s e 192
Plasmaticka hladina jako odraz syntézy a eliminace APP ..................... 192
APP:viklinickychimodeloyych sitnacich -t il Ll s vt We o ahoista tsiolammid sidiose 193
InfekCnf ZANCE" - o0 o e s e v sk d R s e e S B 195
Poopera¢ni obdobi: model neinfekéni zanétové stimulace . .................... 199
Reakce APPmaioperaCisvKoniE & -t s o e ets s Mt s 199
Zmény jednotlivych APP v ¢asném poopera¢nim obdobi .................. ... 201
Srovndvaci chirurgick€ studieis VyuZitim APP e v sieiviioni o crorsiisl s o isro o osivions 203
Sy OIEE SIEURDDEIIE .. e L s et s R s R e 204
Celotélové ozafeni a transplantace kostni dené . .. ........... .. ... ... ... .. 205
APP u potransplantacniisepse s GVHD) ¢ ;.o s cide S os Sae dhenaiarsial i aie & cinis 212



7.8 Vybrana ‘chronickatonemocn &ttt e e e el 216
7:8.1 ARP chronickych OnemoCH Rl S e e et e T 216
7.8.2 Plikladyireakce APR o0 b ey s R eI T s o 217
7.9 Cushingova choroba: reakce APP bez ucasti cytokini . . ...................... 219
7.10 o Ta 10 ek oot Gt R M R Sl i B g RS T o R PO e e 222
8 Klinické a diagnosticke Vyutl A PP o e e e s 223
8.1 Amplituda a trvani APPodpovédi .......... ... ... i 224
82 APP nejeasteji vyuzivane vidiagnostece i -t o s o idiouimmicn 6 ¢ i ntaiitio s sl s s 224
8.3 Problemy AR v dia e OS i Ce e  E  e  ROe 226
8.4 APP v Casné detekci a v diferencidlni diagnostice akutnich a chronickych stava ... 227
8.4.1 Infekce asaiiae ittt len oo L NIl G e e 227
8.4.2 PooperacniyobDd 0Bl et o P I o S RN e e 228
843 S taVY SpOjeners IeuK OPE L e e R e o 230
8.4.4 ISChemicKAl ChOrOba ST eI il y. t 2 iy S O 230
8.45 1 T A R e e o el e AR s S e 231
8.4.6 Nespeclicke sHevRi SlNetY | - ... - et e 231
8.4.7 ZAn&tova onemocnENi POJIVA . . ..o vttt et 232
8.5 Dali-diagnosticky: VyznamAPR 0 s et a s s s el S e 232
8.5.1 |3 Y5073 bolo ok v o Toor s T |l R R IR B O s O s e R 232
85.2 (050 B Tard (LD sy e i e S R B s S el Ol Rl e S e e 233
8.5.3 ATbUMIN® =1t oo o i it s s e e S SR e s s skt s s 233
8.5.4 o oD 1111 PRe Rt il G RN o AU o T SRR o T i L 234
8.5.5 b = D T e e e 235
8.6 Posttransla¢ni variabilita APP v diagnostice. . . ............................. 235
8.7 INOVE Ukazatel e zame e e e lr 2 e s e 236
8.7.1 e K e e oL s e 237
8.7.2 Srovnani diagnostické vytéZnosti cytokinta APP ... .. ..o o oL 239
8.7.3 Solubilniireceptory Cytokinu i douts St Lo s e S L e S 240
8.7.4 A ez VI O RNy T N R e F. o AR s R s 240
8.7.5 {300 ST 1T b R R 5 R s B e s L G 8 241
8.7.6 MO i e e L 244
8747 15 EY AT T v D G e e e e Ak S S e e s L LSS 244
8.8 Specificita a'senzitivita zAn&tovych parametd o« oot lii s oo ieisioie s i oo s 245
8.9 Diagnosticka a ekonomickd rozvaha ............. ... ... ... il 245
BHEPAMIEA = - F e s e 250
Btehled zkratek .0 oo il s B s e s s e e 264
Seznamiitustracifehe T s ST v IR ST R R e e I e S 268
(0 5Ty e N S bR e AT e S s T L e oY o S R SR B b D T 270
L e R R e e I SN



