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2. Uvod- monoklonalni gamapatie obecné poznatky

2.1 Charakteristika klinickych jednotek

vt 1fFRYN OKFENF{GSNRAGA]2dz (S22 aldziAaye 2
AYdzy23t20dzZ Aydz 6aLD0 @ &aSNMz 6A @ Y26A LI OASy
Bence Jonese z roku 1840(® WRS odzr 2 12YLX SGyN Y2t S dz dz
Y2t SldAf & @ LIRR206S @2fyeldK >t 510820 K Srijf YRS TNFANR(
65016 0Kp npSSicSai IBAl S2A 282dz T Fadz2dzLdSye AYdzy23f :
molekuly IgM. Velmiraritni je vyskyt molekul IgD a IgE (2,3). Zdrojem produkce
AYdzy23ft20dA AYyA @ fARA1SY 2NHlIYyAaYdz 2a2dz LI} |
stadium Bf @ YF20& Gt NY N @éeg2220S @GSHi0S KSYIFi2L32S0A
tohoto monoklonalniho imud 3f 206 dz Ay dz YdzaAN @ 12a4GyN RnSyaA
1f2y LEFTYIFIGAO1eOK o0dzyS1zZ 6ST ySK2O o6& LIjNG?2
2 TyFr6yS KSGSNRISYYN &aildzLllAydz 2ySY20ySyN a @8
logicky vzniknoutliagnosticka kritéria, ktera jednotlivé podjednotky z této rozsahlé skupiny
OK2NRO @QeRStND® WIH12 2A0 6laitz2z @ LINAOSKdz Jé
RSaSGAESGN A 1 ©Qée@g22Ai LRKE{SRdz yF 3FYFLFGAS
oy SY20ySyN a8 yI12yS0O dadttAt &aeadisy RStSyN
La2D 6n0d %2SRYy2RdzOSyS 1S yI {G2Yid2 YNadas

0SYA3IYyN | YFEtAIYNST LIA6SYO G2G2 RStSyN &8
aAa20A20 yeOK & 2AyeéY 2ySY20YySYNY o6yl Lhhje asS a
AYFS{TONZT ARAZ2LI GAO1EéY aidnS@OyNY T1TtySGSyYy I LXx

Y2y 21 ft2ytfyNOK 3AFYFLIGAN 2SS dz0SRSY @ ¢l 0d H«

referovano v nasledujicich kapitolach.
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Tab. 2.1. Klasifikace monoklonalnich gamapatii (Kyle 2006)

Monoklonalni gamapatie nejasného vyznamu (MGUS)
.SYyA3IyN o6LAD: LI!S LIS LIasz | @
1 2a20A20FyS a ytR2NEB 1T o0dzyS1 ySLN

Biklonalni a triklonalni gamapatie

Idiopatick& Bencdonesova proteinurie

Maligni mono

klonalni gamapatie

ay2K26Satyeée vYeSftz2y oL3IADX L3!S L3AS

Symptomaticky MM

Asymptomaticky MM

Plazmocelularni leukémie

bSaSTNBS6YN Ye&Stz2y

IgD myelom

POEMS syndrom: polyneuropatie, organomegalie, endokrinopatik,

120yN TYSyeé 06&1AY0

Plazmocytom

Solitarni kostni plazmocytom

Extramedularni plazmocytom

Maligni lymfo

proliferace

Waldenstrémova makroglobulinémie

Maligni lymfomy

Chronicka lymfaticka leukémie

bSY2O0OA

= 7

§S01eé0K njSiST O4&

> | Schathdlisease

h | Schath&lisease

1| Schaéh @lisease

AL amyloidéza

11



WE]l 2A0 o6&f2 nS6Sy23 11t 13 RYNNUzIIyK oz 2¢
nemocnéhoWRS 2 yS2ail NON TytYeé yiIR2NRBGeée YI NJ] SNX
dzL2 T 2Ny AG ySTGUSNB T+H1tFRYN @e0Sin2dl ON YSi2]
at KfEA L2 aLISOAFTAT 20 yeOK @geoSin2odl ONOK YSi;
hladh y I aSNRB GBS oONf120Aye YAOS dzL2T 2NYyAG yI L
K2Ry2U alLD ySo02 L}RdzKS LhjNG2Yy2ailA fSKleéeOK njé
A1NRBlOD {2dz6FayS 2A0 KA&AG2NAROleéY dA T IFdStSYys
ey 2NXYYS 1T deOSyl NRBOKf2ad aSRAYSyYydlFOS SNEGINERC
LINfNG2Yy2ai aLD®

Y RSTAYAGAOBYNYdz LINATLFT dz LINjNG2Yy2aiGdA alLD
T+1tFrRYN @80SinSyN StSTUNRPT2NBI I oNf120AYy a

22.St YRF NRYN @e80Siénj2dF ON YSi2Re

HOHOMP 9f STUNRTF2NBI I ONf120AY &SNl Kk Y2084

{dttfS A @& RYSOYN R20S 2RS 2 1t71ftFRYN &0ONEBE
gamapatii. | v zakladnim provedeni na agarézovém gelu poskytuje obvykle dostatek

AYTF2NXYEFONaG@A LajND2¥y¢Rd {2dz6FayS YSi2Re 2az2dz
Y2ay21t2yttyN INFRASY(H 2A0 LA K2Ry2idt OK 2f
RAF3Ay2aidAale 3IFLYFLIGAN 200e1tS 10StI R2adl 4GS
YSi2Re daN2gH2Sy2Y T 2AaGA0 LnNG2Yy2adG 6A ySLI
TtalRYN LINE RIFftON at SR2gtyN LI OASyiG4& NBaLld &

HOHDPHD LYdzy2FAEFOS oOoNft1208AY &SN} Kk Y264
¢FG2 YSU2RI YdaAaN ySioedldyS ylI @NRON G sy Ad320 Sk
WS2NY avyeatSy 2SS RSGS10S GelLldz 2SRyz2Gf Ageée oK
f SK1SK2 nSGdSTO0S o611 LILI 6A fFYORIO 6T0® 12N
zpracovany na gelu a po inkubaci s jednotlivymi anfisge obarvi navazané precipitaty.

+éK2R2dz 1Si2 YSi2Reé 2SS 2S2N OSGON OAGft A@G2al
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12tSY wnn Y3kt &SN | @ Y26A R212yO0OS LA nn
pro posouzeni hloubky kompletni remiseiRy 2 0 f A @ OK 2y SY20y Sy No®

HPod® b2P0S aYSNE @ RAFIAY22GA0S Y2y21ft2yt i yNOK

HPodmMPd +2fyS fSKIS nSiSTOS & ASNHzxY26A

1 612tA o0& &S Yyl LINDYN LRKfSR Y2Kf2 1Rt
Yt 2A0 @ &2dzlayS R20S & @dosti@SR yhanitoyigd y S dz
Y2y21ft2ytfyNOK 3IFYIFLIFGAN® bS2LINBS 2S5 (njSol
Gell 2NONOK a$8 C[/ o =z2fyS fSK1S nSisST O0S 11 L
LINR Rdz] 20t yé @ Yy20aiG0ON | &aX p@aOK YAdRSIYYS IS
feYFILGAOLS Gl1tyS o6yvod 1 KftSRSY | ¥Fl1ddzZz OS
Il KNHzoF HHn FYAy21eaStAys LINRBOKIIN @g2fyS 3f 2"
V2NNt f yNOK 212fy2a0N NBI 0 a2ND2 O TR&A QLS G0 LAY 2
Y3 C[/ 2SS RSyyS @get2dz6Sy2 Y26N® wStl iAQdyS
oA2f23aA016é LRt261 & yahahyipthkapSayad Bodin 2d ldmbdd). &4 S N3z
Yl LI G2t23A01e0K 212t y2aliNe YADBY 1112 YOS S NE P&
AUNI YS f SRORAD2RPD & yiNOBY ST 3t 2 YSNHzE + NYN FAL G
ad2dz2d 2N 211 nSGSTOS (1rLWLWAH T GF1 €FYORI® t N
LI 6§2t23A01S VYIRLNRRdAzZl OS2 SRy ZK2 O6KE[ RN SKA S
LINfNG2Yy 230G LI G2t23A01S 1ft2ytfyN LINRPRdz] OSo |
pgeagSitdzesS L1 2NROly2dz St S@IFOA C[/ dz aidl NON
Y2NXYIEYNY C[/ NP {2d6| DPBS Ged82 i ffFNIOSYR OGS RS,
AAAYATALIYOGYS LRt26la C[/ @ &SNHzZ dz3ddy OA Sy i
omMnu® 5FfONY FIL13dSYZ {({GSNE 2SS LR(GnSol air dzo:
ledvinami dochazi ke ztratam FLCY@ 6 A = { RS LI 1 Y2K2dz 0éd St S@z
28 L1 SEOS&EAOYN LINRPRdzZ1 OS C[/ X (1Ré 1FLIOAGL!
TYyFr6yS LINSINRSESY ! @

aSt2RA1Il aldly20SyN C[/ 2SS @ &a2dzlayS R20S
OSt 2a0S@2@SS LANSBaAGSY CNBS[AGSu o6.AYyRAy3I {AiGS
YSiG2RdzZz 1 4SSN e dzON gt g1 oe SLAG2LIA nSiS]
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AYdzy 2 LINBOALIK Gt G 2a2dz LI 1 GdZNDBARAYSGONAROl @ afi
modifikovany tak} 6 & aS @t 1+ fe Lkdd S yI SLAidG2L® C[/ X
molekule imunoglobulinu. Tato metoda je velmi rychla a citlivd se senzitivitou detekce pod

M Y3kt 020 &adz@SNBYYS LInjSINI6dzeS Y20yz2aiaAa
52y SRt @yl oeéf OSt2a@Si20S> S A @ 2w Kftl @y
LINPG2 oeéefeé NBOSyilGyS LRRyAlydzie {NRi1@& )S &aes
5t ON Y20y2adGN adlty28SyN Cc[/ 28 YSi2RI 9 L{
Syl evyz2@ot AYdzy2tylrfeéell a F202YSGUNARO12dz RS{GS])
LI2Y2ON CNBS[AGSu 2&a2dz LINE gL y2al dzdSRSye @

A S

¢CFod® HOPHDP WSTENBRY CNESYRiSnge 0Sinj

Kappa 95% interval: 3,819,4 mg/L

Lambda 95% interval interval: 5¢26,3 mg/L

YI LW kfFYORI LJ2Y95% interval: 0,81,2

b2NXt YN tIBYSNY n

+28dzOAGN C[/ LINB RAF3Iy28GA1dz I Y2YyAG2NRAY =
YyS12tA1F NROAYI OK® =+ N} YOA RAF3Iyzadale 28 Rz
LI OASyiG&4 & aa omnod 5+tS 28 1ftN62FeY LINRIy?2
aD!'{ 6mMp0O® bSTIAGdzZIAGSEYS YNaAaG2 Yi @ RAI3Iyz2a
YSG2RS L126S0G &41dz2iS6yS ySaSINB6yNOK YeSt2Y4 ¢
RSGS 120G A YeSftz2ye & YIf2dz LINRPRdai e vC[ / &
RAIFI3Iy2aiA0S '[ lYeét2ARs1 &8 1RS 6lLaidz2 aLD OK
gedzONG 1S &4t SR20t yN £S6S6yS 2RLROSRA (1t &arog

tnfjA &t SR20tyN fS6S0yS 2RLROSRA LI OASy (4
LINNY24SX1 0 WBP2HYt OK® t nfSRSOONY y20S F2NydzZ 2
dle IMWG (18) zahrnuji FLCr a jeho normalizaci za znamku hloubky kompletni remise
2YySY20ySYyNod t2a2dd SYyNS@2| AVRNKRORINRE2B2&RTNNKN
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diskutovar® @ LInjNaf dzOyS (LA G2t Sd WSK2 RIf ONY RAT .
Kf2dzw1e& 2RLIOSRAI fS A (12yasSttzayPyNSEEER2 ON
2YSY20YSYNs yIF@GNO yS{TGSnN LI OASYGA iMMK2dz NBf
601 @ af ATIKG OKFAY SaolOlLlSh FSy2YSYyoO oML
YSLINRPRdzZ] dz2S 12YLX SGYyN Y2t S{dzZ dz aLDX S 2Sy
YY2K28SGySK2 YeSt2yYdz 2S5 yeyN AyaSyi AgysS 112d

HPodH { Gl y20KYNSON RBKE §R1I&T O4

¢lFid2 y20t YSiG2RI dzy20zdz2S RSGS1OA L* Nz f &
OaKSIF gekf-AJKih OKhnEyYiswmod WRS @ LRRaidGlIiS 2 Y2R
LINPGAEH G1F 2SS yFEYNNSylF LINRPOGHz YSVAGKEWBKYRYR2Y
NSGSTOSYDd t NF{1dGAO1e @1 G2 2&a2dz G§SR& LInjALINI @8
LINE L3! 1kt | L3a (kfd hLISGE aisSeysS 212 ©
2SRy2iGt AgeOK LI* NA® | 61 2t A dy2vSkinjcke 1 pyaki gey'sfale dzLJE |
T 12d2y¥ty2z 2A0 yeyN a8 TRt 0OS 20R20yS 2112
Kft2dzo1é& | Y2yA(G2NRAy3I NBYAAS dz LI OASyidi4d & aad
1Re T O0Stl 2L22YNEN AYdzy 2 FfiyoSdzt RS/ @1 Si nfiNRBS TLES |

~

alyzadliaysS tSK1S nSaasSi O0So
HPodPod LYdzy2FSy20G8LIATIEYN @&80SinSyN

¢202 RnNNOS LN 10GA01e ySgdedz-ONGlIyS @edSin$
dramaticky rozmach. Vzhledem k zavedeni nutnosti stanoveni klonality plagnéatK o6 dzy S |
@ 12a0yN RnSyA a8 116l t2 AyaSyil AgyS LINI 0201
LX T Yy20eiG4dd bl ONO & NRI@G22SY VYSi2RA|l TFt2s6(
Oeli2YSGUNRS 1S & @GSHGON aSyil AlArBr RS yAG HLIF 2044
%t 1t RYNYA Tyliez 10G4SNB OKIFNI1TGSNRT dzeN LI I
alLkRtS6yS OKFNF{OSNRAGATE 211 LN y2N¥IfyNs
LX T vy20ede LI]1 2SON ayNOSy2dz $ELNDE2OSYSMAEE LN
/| 54n% /5HYyX /500X [/5pc | [/ 5MMT® Y dz2NBSYN
FyFfel 20t yl LNG2Yy24G YAYAYLEYyS n Tyll4do
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LJAG2Rdz A LInjNd2Yy2adGA Oed2LX |1 YI drabog andlyke 1 | LILJI
YAYAYHEYN NBITARdzd t yN OK2NRBoO6& | y20S A 1 aidly
L2 GnjSBlARAMAIYNSS YA FE 2508 G2YSUONARSET 1GSNY 28§
2Sy YSYyOAyS LN} O020A0U0

234. +20SGnSYN 3ISy2Ydz

S rostowimi poznatky o biologii monoklonalnich gamapatii roste také vyznam
Oei23a3SySGiAO]ISK2 I 1S8S2YSyl 0St238y2Y20SK2 @@
YSG2RFYA CL{l R2@SRS 2RKIFIf Al OKNRY212Y23S (N
YeSt2Y®P t Z2RNROYIREGRI{PY nodnw LI G23SyST S aad bSal
R20& 2S5 alGly20SyN LINRTFAfdz 3Sy20S SELINBAS 06D
ARSYUGATAL120ty2 T1Tn @e&az20S8S NAIAl20e0K 3ISya |
celkem 7expBay NOK LINPFAf A & NATyeéeyY LINRIy2aGA01éY
a1 dzLIAydz | &aA wmp 2 @eaz20S NRIA120e0K LI OASyi
YAY2nt RyS OLJI Gy2dz LINRAysldz + ylF2L) 1 ToeéféoOK
mnohaleSOK &8 11 RInN T NaljlGz o6eU ySgItAR20I yé
LINRIysidz LI OASyi&4d & aa @ SnS Y2RSNYN fSé6o0eé

>

Il r2adGt draN 11 ge@g22SY GSNIXILASH® ¢ed2 D9t Y2
provadlSy & A yI 2AyeéeOK LN} O20AO00GNOK OHpZHcOX | 1
LJA2RS 2AaiS 2 2SRydz I g@gelylyYyeOK RAIF3Iyz2aihi

LINREIysT & LI ONByIdy @y arddt $R1dz A 25S2A0K f S6068@
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3. Monoklonalnigamapatie nejasného

3.1. Epidemiologie

vyznamu

az2zy21ft2ytfyN 3JFEYIFILIGAS ySa2laysSK?
3406500 t NBOIfSyO0S @ OStS LkLlzZ I O;

AN) Rdzt £ yS a2 dzLa
YdzO4 yI R yn f8i

6aisSa2ar ySO OSyeod %KNHzmlI Ttn 22 aDbD!{

20D t NS OdzeN Gl

aD!{ LRKfNOSy2 2I
ySasS 1+ ORé 2SRy?
vlastnostech MGUS.

3.2. Etiologie a patogeneze

gel yl Ydz

R2a4LJSt éOK

a ¢S1S8SY | dz tARN YyIFR pn 8
28 LI 1 LINBglIfSyo0S oNOS ySO
"2 e2S @S an

S ftSK1S nSisSi 0% ayISLIRIZ 6&6¢ 1 &>
12 yI LINB{lIYyOSNEkI dzd t 2R20 Y ¢

Gt Age LI OASyd &a ab!{ @2AYS

Celatatokap G2f | o0& &S RFfI TF6NG | &a2dzl aysS d
LJ §23SyST S abD!{ yYySyN TytYlII @ &a2dzlaysS R20 S
RSGS10A 6layedOK 3ISySiad1éeokK 1TYSy dz abD! { I LN
Byly popsany KNHzo F n T+ {1{fFRYN YSOKIFIyAavYezr 10SNB &
TYSyt OK @ NRI @22A abD!{® waz2dz (2 L3Il GNIyaft2]
Mo | RSNB3Idz I OS 3ISya4 LINR OelfAy 5 dé6omM0d aSlSi:
pof 2 gAye LI OASyiG&d & aD!'{ | @eOON LINROSyili2 dz
leukémii (32). Hyperdiploidni jadra byla detekovana u zhruba 30 7z LI OA Sy (14 & a
I gelyly (2K23G2 28@dz 28 AyiSyl AgyS 1gnedzyt ys
53t SOS OKNRY212Ydz mo ¢620@0e1tS OStSK2 OKNRY?2

aD!'{ o6onuv® YiSNB

3Sye yI mMod OKNRY2I 2Ydz

fytyze /2 &S (68 Oe{fAydz 55 2RSS 2
@ LINNLI RS abD!{ o6op0® hLISH |tS ydziy?z
GFr1 dzRt f23GA @SR2dzON 1 GNIYaF2NXISYN

prozkoumany.
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3.3. Diagnostika a diagnosticka kritéria

Diagnostika MGUZ 21 1 2A 0 o6é&f2 dz@dSRSy2 RnNOSs &8
elektroforézou bilkovin s naslednou imunofixaci. Zakladni diagnosticka kritéria pro MGUS
jsouuvedenav Tab. 3.1.yWN 28 (I 1S dz@8SRSy2s OS TtH1fFRYNY
1t 2z20PK22NH3 0y 20SK2 LRAGAOSYNDd ¢2G2 2SS 2SRy
AYGSNILINBGEFEOA (1ftAYAO] SK2 20NI¥1Tdz aD! { & WS vy dzi
FYSYASE aStKtyN fSROAYSI LINGI2Yy2aGA KELISNJ I f
jnoupSSEA&GdZ2NON YItAIYyAldzd +ORe 28 ydziyS LIS6
Y2K2dz yS02 ySY2K2dz 0éeld @ az2dzorafzaidir a abD! {
OK2NRBOLF LIN6AYy2dz aD!{ 6A 2S2NY ytatSR1SYo /
T gt OAGT TRI 28 2LIN} ORdz AYRA120lySed alStz2 oeé
2 1S12ftA 2NBtly20S LRaAGAOSYN 6A 28 1tAyA01S |
0A2LIAAN RnSyS &a2dzl ayS 6ocod WSty pdzaaickyenrS Ry S 2
odzyS1X 28 ySioeldyS A AYdzy2FSy20G@LIATF6YN 6A
YNT 12dz KfFRAYy2dz aLD | &a2dzlayS |oaSyOoON 2l
2NBt y20SK2 LRaGAOSYyN GSRe ySyN (ypSiaoaRyWtS ay3dzi
Ll2dzZl S 2 AYRAGARdIzZ f yN LINNLI Re&d Y Ll2&a2dd SyN N
g2t yeOK fSK1eOK nSiST O4ds 2 10GSNB 06dzRS SEGSyYI

Tab. 3.1. Diagnosticka kritéria MGUS

M-protein v séru <30 g/l

(@]

YE2YEEYN LXFT YFGAOLS dzzl1 & O

bSYN RATIT 2 LIiNG2Yy2a0GA 2AYyS

bSYN LIhjNG2Yy2 2NBtyYy20S ySo2 i

odnd YEAYyAO1é LINAOGSK

bSa26laitsSair 2SS aD!{ ylItST Syl 10Stl ytK2RY:?
RAG2Rdzd ¢20G2 LIYyS 2RNION FaevYLliz2YlLGAS6y2ai 2
INAGSNAND b2aA6aGON aLD ySLAazoN 2o0geytS O
2NHt y20e 0K Fdzy{ ONd® Waz2dz fS T KNHzlF W 21 NHzKe
g LRGIT® WRS 2 1060SyS NAIT A2 (GNRBYO2SYO2fA
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LISNAFSNYN ySdzNRPLI GAS dz LI OASYy(G A& & arBmc{ o6ovyo0

YyS12fA1l &0ddz2RAN dodInnInm0 LINRB{tTHy2s 0SS LI
GNRYO2SYo2f AdYdz S aNRGytyN & @S120S aiuSayzc
il 2SRSy 1T NATA12080K Tl 1G2NA LINR ravékne o1 yA

GSYIFLd + a2dz6layS R20S ySyN AT 2t20Fyt LRfey
2NBt y20SK2 LIRAGAOSYN LA aD!{X LINRG2 IYyA @
L2 Kf SRdz AYRA1 23t Yyl GSNI LASD® WS @Okneuropafiit Y22 C
a IgM MIG je prokazan vyskyt protilatek aati D 64 Y@ St Ay SY | a2 0A2 G yé
pn 22 é6nHO® L LihjSa GSyaGz2z TFrH1d LinNYé LI G238y
LI2f @y SdzNR LI G KA S MGISWSIKE fd drdl SGNSnyyiRdorysS

t fANRT Syé LINAOSK 2ySY20ySyN Yt 20@81tS ¢
LINEIANB&AS R2 YIFIfAIYNK2 2ySY20ySyNo bS26FaidsSe
YeSt2yYdz ! ] FYef2ARsT &3 2FfRSyaidNlvY2gde YI ]
BYF2LINRPEAFTSNIFOND® ¢ 1 YyIFLNN]lIfFR & LINNLI RS aa
yI aa ySO 2aGlFdyN L2LMz I OST 211 R21F1d2$8 SEI

3.5. Prognostické faktory transformace MGUS

Monoklondlni gamapatie nejasného vyznamuf By Rf 2 dzK2 LJ2 @I O2 @t y
0SYAIYyN 2ySY20ySyNed 51 GF T L2at SRYN R2o6& @Ol
LINAO SKdz 61 adz Yt ATy N LRGISYOAt X R212y0S 2§
YY2K26SGyée YeSt2y 2S5 Ljiedigbtd SayMGED jJako nad nn 0 &
LINB1FYyOSNsT yN aidl @ t23A01& VYdzaN yt+O TtaSy
2SRy2G1ed % KAAG2NROl1éeOK 11dz0Sy2aiN @@L} e di
OK2NROodzZ 1GSNI ySyYt OF RYyS jsor pdcieal;, 8 iaen@hdojgesk @1 G |
YFEEATYNYdz 1T ONFddz I ylradgrkyS dz yAOK LINRPINBAS F
| St2apSti20S 2SS (GSReée yeyN TIFYSn20dtyl LRI12Ny2.
NATA12 LINSOK2Rdz RAAYEKAzIZES2a OKRKBIOA PRI BBD b OGN
ARSYGATALFI OA yS2ONOS NRT A120S &ldz2llAyeé LI OASy
2S0GS INIGON 6Faz GSRe YSaANOS IO yS12fAl Yt f
vytipovat nejrizi 2 3S2O0ON LI OASyiées dz yAOKOn®SR @y r| S
symptomatickéy  f Ay Ade | G111 2SN @l yAl LRTRNODSIZ
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WSRYNY 1 AYGSyT A@yS aitdzR20FyeOK LINRIAY?23
diagnostiky MGUS, j@ i y2 Sy N @2t yeOK fSK1eOK nSisST 04
a0l y28SyN LIRYSNHz 1FLILI Kkt YOREFE nSiGST O4dd t NIy
progndzy MGUS byly poprvé prezentovany v roce 2004 Rajkumarem (46), kdy nejprve z
FylFftele YIfS aptdalyrdgte? sSLIOCH SO[W/ANI @ LI OASy G4 & |
Foy2NXYt EyNZ LRGS 2A0 yI @St1S 12K2NIS LI OASy
oef2 20SnSy2s 0OS 2SRAYOA & Ioy2N¥tfYyNY LIYS
YIfAIAYySREY PGS Oa 2y 2NNt yNY C[/ N omp0od ¢Syid2z2 TS
YER T+H{1tFRYN 0A2t23AN aD!{® t NPRdz] 0S5 Y2y2]tf
1f2ytfyNOK LI FTYFGiAO1eOK o6dzyS1 @ 12adyN RnS
obwl £ S YSOARNYS GSGON Yy2080G0N LI I TY208i4s Y
12YLRySyide 2RNITSY 2S2A0K YSiFro2tA01S F{GAD
I ONI Gdzd ¢2(2 @eOSinSyN oefz2 GSRe Rt fS AYLX S
1G4SNE {NRYS C[/NJTFKNydz2S GF1S 19QFyilAildz aLD
gei@d2nSye &1dZAy2dz al&2 /[ fAYyANE YOA&E oFOyES 215
LINY ES + &adrt &8 GF1 &a2dztadN adl yRIUSRYNK?2
''Y20zdz2S ytY NRIT6tSYyAlG LI OASyieé-3 Repativnich & | dzLJA
LINRIy2aiA01e60K FFL{102NA® bl T4+ {1€tFRS Ydzt G§GAGI N
ARSYGAFALI2C8tye o TH1fFRYN LI NIFYSONBEMINAT A I
L2 YSN) g2t yeOK tSK1éeOK nSiST O4 @ aSNHzd ay203

LINEIANB &S | &a2dzlayS (F1S 2SRYNY 1T Kfl @yNOK F
MIG pod 5 g/l maji relativni riziko progrese ve 20 letech 14 %, pacieriti® y I R up Ik f
pn 2d® WFE12 RAAGINAYAYIFIGSYN KilRAYL oefl 0208

dadl @Syl KfFRAYyl alLD wmp 3Ikftd [23A01e& GSRe& &)
YEEtATIYyAGed 51Tt ONY FI10dpANBY dREAGR (I RISBE2 PR 0«
NAT A12 LINPINBEAS LI OASyi(i&d & L3I! alLDb oefz2 geaod
G202 120SOyAt2 yI -10DBOKYDI LI OSGNG@LISI YRIMSR:
rizikovou skupinu (p=0,001). Abnormalni2 Y SNJ @2f yé OK f SK1 & O0OK njSiGsS
LI2af SRYN NATA120e FlL 102N ¢Syid2 Foy2N¥ttyN L
NAT A12 LINPINBaS R2 YIfAIyNK2 2ySY20ySyN 28§
L2 YSNBY C[/ ® tnSKIASRY S 6N WSREe &8RSy @ ¢
LI OASYyGA 68T NAT AL 2 Jeélodatito MiGde Mg/l @ dirdianinl 3D a
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C[/NDL YIFI2N NARTA12 NRI@22S YlIftAaayrdae p 2 0SKS
GnSYA LRTAGAEYRYMNAYIA] & & aANAOSKdz wn £SG O
Gl yArAltr @ NROS wunnd R2LE2NH2SYN La2DX | GSNI
g2 OSién2dF ONK2 LI yStdz aD!{X I G2 @ R206S RALl 3y
sledovani vyvoje chioby, ale jen jako popis faktického rizika progrese choroby do malignity.
bNT OS NATA]120S LI OASyide 2%okgalimcd \§Ree rikav®y S &
LI OASyGe 28 ydziyS Y2ych (2NRNOAI o6ridaoids2A > G2
YNRYS (SOKGIK 4dINGtY2SdilNgée OK2NRo&e &S AyidSyl
L2Y20yS LI NIFYSGNE 1S TK2RYy2O0SyN NATA{l LNR3I
20SnAtl LI Fdy280 FF{1GdzZz OS 2SRYNY 1T NAT Al208é
12y asS| dzi AVOVOKO KO pYiSinds 5 f ONY Sl o6t 231 yéeyY LI NI Y
RnSyS LI LT YIGAOleéYA o6dzlYAZ (G(SRe 6NY ONOS |
LINfNG2Yy 2> GNY @eOON 2SS NAITA12 LINRBINBaAaS R2
Poslednil i dzl I T dz2NZ OS LI 1dzR 2S5 LijNi2Yy2 VYIR d
BOSOK LA FT YFGAO1 0K o0dzyS1> 2SS NATA12 OGNXyas?z
YIELNN{fFR 3SySiAadl1eldK Foy2N¥YFtAd 6A TYSy 3
vyzkunu.

Tab. 3.2. Riziko progrese MGUS do malignity (Kyle 2008)

Absolutni riziko progrese ve !

Rizikova skupina Relativni riziko | letech

ol ZNAala o6alLD + |

normalni FLCr (0.26.65) 1 5%

o [ AndermediateNA a 1 a O

abnormalni) 54 21%

o | Al@dfmediateNRA a 1 &

abnormalni) 10,1 37%

ol ANNNKA 1 & 60 T 1(208 58%
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obdcd [ S606l | at SR2@t yN

WE]l 2A0 geLiegt 1 LRJIIKe 2ySY20ySyNszZ S6
0dzR2dz0y I 2S8 ayl Kl OB RARSYy B& (A 2YWS | NBT 28203
LINEIANB&AS R2 YIFfAIyAlGe O6yIFLInjd m NRBlO | Gedz

OK2NRoed %l GNY @0F1 ySYyN 1 RAALRITIAOA ¢go6Ayye
zamezit riziku progrese, aninehig Yy S 1 GSnN LI OASydA o6& YStA
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n® ay2K26Siyeée YeSt2y 6aabv

4.1. Epidemiologie

ay2K26SiGyeé YeSt2y 2SS Hd yS26laiS20N KSYI (
Man 22 KSYFd2t23A01éO0KKz2rdzd WaAYR (0 dzy 2uWNA: AGSDEK 6
I 2RLR2OSRye T Fa&A H 22 gYNIN yI YIFIEAIYN 2y SY;
NI 120Aydz 285 @ ! {! RAIFL3Ay2aiGA120ty2 | &A wWn nnj
2a2dz RIGF Ay OARS ygbétel goddbriaStedl$ adpoyidajicizintidedei asi 3
LINfNLJ R& yI wmnn nnn 206&@F3iSt NREYyS® WRS 2 OK?
cdP RSOSyAdzz yS2azdz @O0 @éa2AY]12dz LI OASYy (A Y
St YA G111 OPe OdzaNN)Y 8z0AINFI R OSYlFYAZ | (G2 @ L%
6FraiS20ON @ 6SNy20a1S LRLJzZ I OA 6T RS 28S AyOAR
212 2SS G2Ydz dz aD! {3 A @ LINNLI RS aa R2YAydz!
nNSGST OAS Iyt1ad SIRFEBN @i+ OyS LIS refaavyelt2%Di
existujejen malo publikovanych dg65,56,57).

4.2. Etiologie a patogeneze

ay2K26SiGyeée vYvYeStz2y 2SS (t2ytfyN KSYIFG2LR2S
YFfAIYN LINPEfAFSNI ON T NI f eOR YERLINFE A FONE OK 6 d

LINE Of @8 3ISNNX¥AYLEYNY OSYUNBY | a2YF{dAO] 2dz Ydz
podereSy Gy NOK RIG LINSROKIT Sye Yzy21ft2ytfyN 3 Y
oef2 TYNySy2 @edSz Yy2kK26Siyeée vYesStz2y | abD! {

gO2Rdz OK2NRo6ed ¢NIyatz21l 0SS 3Sy4d L3Il =2a2dz 25§
hik Gy N &1 dzLJAyé 3ISy4&4 1s5sRdZ2NONOK O&ltAy 5 OMIH
¢CNIyat21F0S 1s5Rddz2NON OelftAy 200e1ftS alve 2 .
RSNX3dzZ dz2N 12y UNRfdz 6dzy S6y SK2 0Oe | fodzBlujici! C 35
/1 b5H o060&81fAY 5nH0 |  SELNBar OStS njlRe RI
LI I TYFGAO1LeOK o6dzyS1 1 YAINRBLNR&AGNSRN 12aGyN
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TFTGNY 12Y0GNRPOBSNI yNd WSRy2dz T R20njS sloakdeR 1 1 2 dzYy
#4140 1 0SNY 1 GA@Bdz2S CDCwo | GNY &aLkRdzOGN 2y 1:
Hyperdiploidni typ myelomu (tedy takovy, ktery obsahuje zpravidla7%8
OKNR Y21 2Y4 & Yy2K26%i7y® YIA15a RI) je B\ 19 YoAspojen se
d2dz6 ay2dz SEWNB &N ASYA1l ONOK 1T YNySyeoKk geo
KELISNRALI 2ARYN (GeéL® YIlI2N Ged2 LnSadlgdoe LN
KBLISNRALIX 2ARAGF 2SS @St YA 61 aG2 dz Y&@St2Ydz LN
nelze nyni s jistodz nNfNOGX 2F1é& Yt @flradyS GSydz KeLlS!
GNROGYAd hoSOyS LI GNEZ OS KeLISNRALI 2ARYN &L
hyperdiploidni (62).

LYGSNF{10S &aidiNRYlIiGdz {2aldyN RnSyS Ipro2aSaNK?2
Rf 2dzKS LINjSONGt YN LI TYFGAO]10OK odzyS1 T y2Nd
GNYG2 LINPAGHNSRNYZ 2112 VYylLhje .!CC 6A !twl
LX T YFGAO]L 0K odzyS1 .12 202000 di2INe A Q Ui Ko 2 2Rdxk
0dzyS1 6co0® adzit OS @ ASYSOK (35 RdAdZ2NONOK LINE (¢
g6l adyN LINPINBAADGYNOK RS2 @ GdzyY2NA3ISySI A aa

9EA&(Gdz2S OStt njt R RIf ONOK 3ISySiAd1éeodoK 1
OK2NROREY 2a2ddz @IyISONRVYBYIN2 dt GLINF {GAO1 & &S yS¢
T YSyeg LI GnN yI Lnjo Ydzil 08 a,/ 3ASya4ds 2S2A0KO
bcno® 51 tON @StYA @GéelylyYy2dz 3SySiAa012dz 1 YSy?2
prop53 (65). Tot€ S LINIF { GAO1 & dzyAGSNIt fyN YySLInNIYyAge
OSt 2dz njl Rdz 2y 12ft23A01&80K 2ySY20ySyNz | aitsSe
LI2T RYNY dzRt £ 2a0SY 6dz y20S RAIL3Ay2aidA]20yeéelK
nacN2Y21 2Ydz mljum 28 LI2af SRYN RAftSOAG2dz | oy2
el yIYSY o6ccuz 2SS LINY @RSLI2R20YyS TytyYl2dz ySa
R2adzR TytYlrLo % @edS dzwSRSySK2 ySt1 S LINRT
202l aySyltRIF2§ST RBLBGST SyeOK 20Gt17S81 | RNfG6N
Yyt Kt SR (SiG2 oA2t23A01& @StYA at20AGS OK2NRoO®@

+ [J2af SRYNOK YSANONOK aS 202S8SgAafe @ GAraic
YeSt2Y20é 0K odzyS1 o bl 100 HREYH SPRG A Sit B 6&IN
YY2K26SliySK2 YesStz2yYdz Clldz OS 3SySIi S GdzyzNn
Rf 2dzK2 Tyt Yd YdzydzZ | OS 3ISySiA01edK TYSy @ LINE
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yiat SRYS GSNXYAyYytL YN LINBeOINSBEzAaM@S edaikbadi nebyloS Y 2 Oy
Y20yS LINR1tT G 28 FILH1GX OS 2A0 @ R26S RAL 3y

d2dz6 ayS | OS 2S8S2A0K dzL) I GySyN &S YSYN @ LN
celogenomovych analyz byl tento fakt prokdy @ 54t SOAG2dz LINI 1 G4A O 2 dz
28 OS 1+1ORe 1T (G(SOKiG2 1t2y&4 28 2Aayl |1 &aSyilad

gaLISOYyS SNIRATIFIOA R2YAYIYyUYNK2 LWAG2RYNK2Z {f:
YA&O0S dzLJ I Gy A oBby Rk m&joritNiSTotb hudedmit @dbudoucna obrovsky

gel yryz (GSNB 1nS2YS 1T0StF TYSYN LRKESR yI
f S60l o6GSRe LR2dZOAGN 1 ORSK2 1 ¢g6AyyeoOK S|4
YdzaSiG oéeid LInjSk2mpeI @Syl Oia 3 d2@Rdz T & OSy2 02

NAT yeY YSOKIYyA&aYAY ¢go6Ayldz 2SRy2iGtAgeOK fS14&
YyS2@SGONY LINAf2YSY @ 2062l az20tyN LI G23SyST S
AAIAYATALLF R Y ONMGA & EISALIOS YN LINR3Iysi & ySyz20yeée OK
t3238yS1T S aa 2S5 (SRe GStYA 12YLX SEYyNo ¢
SGA2ft23A01SK2 G6AYAGSES OK2NRoeé& VYSyN LINI{GA
geat SR2gtye yS{TUSNB LR GSdgeOon éxpoyioN radimdi, yklylidet S o 4
R2aldzllye OK &0GdzRAN o0&fl L} 02Y0lFNR23t YN | ANERC
AYOARSYOS YeéSt2Ydz 6cp0® ¢2G2 1S LIRRINKY2dzi
letou pacientku s MM, kter& pochéazi zobkast 21 RSNY' S KI @t NAS @ 2SNy 2
GF1S RFEftON LRGSYOALEfYN B8AYAGSEST LINSRSOONY |
herbicidy, insekticidy, benzen, azbest apod. Geneticka predispozice je u myelomu také
Y20yt T yAOYSYS 20R25WRAS Yy NITNASiyANGt 2WIA101 e OK S6A YA
chronicka antigenni stimulace (EBV, HHY | L+3 &®dd0 oO6Tn0O® ¢t Ry &
YySYAOS o0éeld 2Tyr6Sy 1T 1tN6 1 NRI @22A aad

4.3. Diagnostika a diagnosticka kritéria

"@P2RSY 2S5 LR IhiSNB Y AWYWKRGE FYISIENY N y S22l ay 24
RAF3Ay2aiAldz aad WFH{12 Yy22K26Siye vyveStzy 21
L2&GAOSYNY 1280y N RnSyS | 2NBty20eYA LINR2SOE
t21dzR 2y SY20YSYN VyYSYt yNvh ¢ NR G-SNELE z d22302 g N ¥
FA8YLI2YFGAO1TSY ORNNG@S R2dziyl 2NONYkaY2f RSNA
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DurieSalmon klasifikace) (71). Tato klasifikace byla se zavedenim novych zobrazovacich
YSG2R LINjSLINI O2 @t yShimoy plus, kK] S Ya S5 daNdIS] WiSPOAf |
LR2&GAOSYIl 128Gy N RnSz | 28 LhNi2Yy2 LiRdd S m
60 dzO 12a0yNY O6Af BEORBETYSR8 I NYRYXGYNY ByjSz |
plazmocytomu, pak se jedna o multifokalnkt 1 T Y2 0@ id2Y | 2S8SK2 (G SNI LR ¢
aad® +0SOKye Geldz2z 2SRyz2G1e@ Y2K2dz oéd 2l 1 asi
ySo2 yS&A&SINBSEYNZ {1 Ré ySyN LnNG2YYl Fyix 1T @eod
Y20y2aildA adGlygRSRNI BYy2aR2 |\ BHzZDARV Y YYS dzoeéef2d
S5AF3IysT | YYy2K26SiySK2 YeéeSt2Ydz 4S5 2LINN} 2
@ ASNHzZ 2 ©@e0SinSyN (12aidyN RnSyS | 2 @&f 2dz¢
RAFIy2a0A01t 1flFraAFTA]IINOSOSP2hOK LINNYBNONK a B N.
LInjS12y+tylt  yYIEKNIT Syl 28SRy21TyIF6yS2aON RSTFAYyAC
RAFIy2aiA01S aeadsSyed W]l 2SS LIGNYysSsz 2S5 K2
LI OASYy il s LI1dR BS: LIWNEZYYENOKOBX VYBOI A O é OK
LINfNLIF RS OS ySe2&a2dz LInNi2Yyeé 2NHtyYy23S LINR2!
YY2K26SGySY YéSt2Ydzd + LINLIFRSS OS 2&2dz 2NH
deYLIW2YIFGAO1SY Yy2KRAMY2IM yye Jfl2kvd2z Sy Ne & SA6 0 @ «

Tab. 4.1. Diagnosticka kritéria SWOG

A. Velka kritéria B. Mala kritéria

M® LI FT Y20eidz2Y Rflalomx: LI I TkpzOeiad O

HO B ox: PRAIGYNO&ROP® aLD yAOON ySOf A

3. kvantita MIG c.LInfNG2Yy2aiG 2adGdS2ft e
IgG nad 35 gl Rd ayNOSyt 10lFyidadl
IgA nad 20 g/l IgM pod 0,5 g/l, IgA pod 1,0 g/l

. W ONf120Ayl @ Yz2|algGpod®g,0 g/l

(nenift A &a2dz6+ aysS | Y§

S5AF3AysT | aa I Léifo deké @&inolmda@kiitBridng, 2
ySo2 GnA YFEEt {NARGSNALF T FKNYydz2NON 1 NJ
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Tab. 4.2. Diagnosticka kritéria IMWG

MGUS Asymptomaticky MM | Symptomaticky MM

MIG < 30 g/l MIG>30g/lalnebo |MIGvséruay S62 @ Y2
nad 10 % klonalnich

LX T vy20eidé

~

Y2yt £ yN LIX I T |Absence ROTI YE2ytEYyN LXFT YL
RnNSYyA ¢ wmn 23 12adyN RnSYyA 6A
dle biopsie verifikovany plazmocytom

Absence ROTI t nfNG2Yy2aid whelL

ROTI- related organ of tissué

impairment

Hyperkalcémie Korigované kalcium > 0.25 mmol/l nad horni limit nebo
> 2.75 mmol/l

Renalni insuficience Kreatinin > 173 mmol/I

Anémie Hemoglobin 20 g/l pod dolni hranici normalniho rozmez
nebo hemoglobin < 100 g/I

Kostni léze Lytickéléze nebo osteoporédza s kompresivnimi frakturar]

Ostatni Symptomaticka hyperviskozita, amyloidéza, rekurentni

bakterialni infekce (> 2 epizody za 1 rok)

ndodm %%t {tFRYN tF02NFI2NYN ZeOSinSyN aa

w1t RYN 02R0SYiInEsiN2 BESONIGEREEADIDE apényi)Ntedy
12YLX SGYyN {NBOYN 206N}XT & YA{INRaAl2LAOlE&Y RAT:
ASNI & RANITSY yI Fdzy1OA tSRGAYyS T+H{1tFRYN A

>~ X w A oA 7

Y26AZ AYdzy2FAELFOS & FgRIOKI {f SREADK JB6B8B6HOANTTA
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beta2-YA { NB 3t 20dzf Aydz | FfodzYAydz 2F 12 LINRIYy2&a0.
dzL2 1T 2Nk dz2S yI 1rGro2tA01ée ail @ 2NHFyYyAaYdz RIy
je pak odrazem velikosti nadorové maspNKY S dz8SRSyeOK 1t 1€t RYNO
L2 Y2K2dz R20@2nAd T4+{1fFRYN 20NIT 2ySY20ySyN
F1TOGAGAGE [ 51 dzLJ21 2Nk dz2S yI @@ OON YSiGlo2t A0 E
FINBaAaABYS20ON OK2NRPWwidzdY{ OGS 2980 (T pe BSYIRAYRRZO
feYF2Y4 | LNt SOAlG2aldyS YAOS oeil @edzOAdl 2l
fS60&8 | OK2NRoead YGFIyuaAadladA@yN adly20SyN A
AYdzy 2 RSTAOAG 1 LJA & 20 SW2RLIOKRINE o28izx2 SiR yiNyY (1133 d A
LINE3Iy2aiArA01eOK LI NIYSGNA aD!'{ | aa o6To0U® 52
aLD 2SS @eoSinSyN @rai2TAde asSNI o

ndodH +20S0EnSYyN {1{2adyN RnSysS

%OSt I ySioely2dz a2dz6t aiN @& OSSRy DONKRS LI
@6SGyS 2RO0SNHz 1 KA&ad2ft23A01SYdz GeOSinSyNoD
Oeilz2t23A01S DeOSinSYN RnSySo b2N¥YIfyN Tl aidz2d
p 22d 1 Kt SRSY | Tl 1iddzz OS 2l (&7 IRA | @ty2yalita o] 82
@ Ll2aft SRYNOK tSGSOK yI @éelylyYdz AYdzy2FSy2ieLy
e OSin2dF ONK2 LINRPIANI Ydzd 51 ftS 2SS GOK2RYS LINROS
T YNYySysS 3ISySGAad1S | o6y 2 NNehifnutné pra stayiovedidigghdey di 2 G 2
ySLI GnN &dtfS R2 10Stl 6SOyS LIN}YES @OSOK LI
AYGSNBGAOALE YN AYyTFAEGNI OA RnSyS o6tnus 28 GS
LI FT YFEGAO]1 @eO0OK odzySyS yBNIBA {1 VEA O] S 2ABRST njSy N
YI GNBLI y20A2LIGAO0TSY G1 2N]ldz N2y SO Y20y S LINI
TytT2NYSYNY LINSRSOGONY FyiAa3aSyad /5moyk/ 50y |
kL2 G NI Sy Nk ge f IRTd6ISYNO & @K | d deoyli 81 @t
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4.3.3. Zobrazeni skeletu u MM

tnjA  L}* GNI YN L2 (2atdyN OK2NRO6S 2a2dz ydziy
aidlyRFNRSY TA&4&adt @t A yIRIHES TK2_G208SYyN LINRA
Y2 OAlftAOH 26 Ade2Qk RUSAST NHX|OALIZ12NOG A 6+ aA  on

{2dz6FayS 2SS 6l az2@dS @GSt YA yiNRBG6Yyt | LINR LI OA ¢
LINE OSRSYN & 2L 120FyéyY LRt2K20t yNY @St YA ySI
skeletujsdz ySYSyyt | (dzZRNO 6a @eéea2AayY]2dz LINPINBaASO

&S yI yS1TGSNEBOK LN} O28AO0GNOK a&aidt tS LRdAdONDH |
LINSRSOGONY RN1& @StYA yNI 1S aSyilAiA@OySKE yS
e dzOAGN aL.L aO0OAYGAINITFAS 617cuod aST A Y2RSNYy
O0St203St20S /¢ & R20NRBdz aSyT AGAGAG2dzz £S5 N
YSG2RA1IFYA T20NIT SyN a18tSidz g ARa3SRYN TR2HON
YAGNRRNSz20S LRAGAOSYNZ SEGNI YSRdz + NYN L2 &0,
aSYTAGAGAGL | RSGSTOA 2aiGS82te(irA01e0K 12aiyN(
t9¢k/ ¢ & LRdZOAGNY wmy C 1 efificita$yo net@ly szungdi Rolem { Sy T 2
don 22 | 2RSS GF1 2 2SRy2 1 yS2fSLIONOK @e0Sins
t9¢k/ ¢ dzl T dz2S 2SK2 LINR3Iy2aitradlée deiylry ySe
YVIELIN® {1 LINBRA]OA N fatacliréz78.y SY2 0y Sy N L2 (NI ya

nond® YEAYAOl & LINAOGSK

tnSaG208 a8 LINR3Iyslt aa &aidttsS 1¢tSLIOd2S |
NEYAAA K2@2nAld 2 Y20ySY OREBHEEPTONINRBNEGS RS
BSHUOAYE AYyldzNIoAf YyYNOK KSYI (2f23A071 eédikayYl fAd
12adGdyN ySYy20sx yS{i{Reée Al 2t20LyS NByttyN &St Kt
12y OSYy(iNI ON aLD Y&AOS YNi @ ¢§g@2Rdz LINP2S@e K¢
1FNRAFEYN RS12YLISYyT I 0ST NB&LIA NI 6 yIN ischefmiedzfF A OA ¢
FL2RPOD +S8 Gt S1tSY LINAOGSKdz 2ySY20ySyN &8 2¢

choroba po letech trvani dospiva do refrakterni inkurabilni faze.
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4.5. Prognostické faktory MM

Odrokutht p 28 @ LI | (y 2sysiém mhed2a@ RiyWNS KAl + YOR I 20¥Nd:

5dzNASK2 F {lftY2yl T 1ft208yé yI {NAGIGSNRtILEYNY &
28 adGttS NHzZiAyyS LRdzONGtyYyd ¢Syiiz2 &deaidsSy alL
YeSt2Y2@S Yl ae | LA &2 dzédh seyrgiiam jednSiNgch d&adii A O &
TGN ON® =+ NROS wHnnp oéf dz@SRSy @ LX I lGyz2aid &i
OA2O0KSYAO1 80K @eOSinSYNOK olFfodzYAydz | i HalO®
2A0 fSLIS 2RNI ON Qa0 iz N SENBIY Rildz 1L @SS yYiSAR A |
ditRAdz LL nn YSaNO& | @S &Gt RAdz LLL Hd YSAN

LI OASYy G4 @ NByttyN AyadzadAOASYyOAsS ySo620 Kfl RA
ledvinami. Oba syl SY®& R2@SR2dz & dz2NBAGEYA fAYAGEFOSYA
VR20S RAI3Jysl ez yaAOYSyS adattsS LXFGN 2SRSy yS
ySYy20yskK2 2S5 yS2RAtSOAGS20ON o0A2f23A01S OK2 Ji

nowwch prdy2aiGA 010K Y2RSt4x 1048SNB 2a2dz 11f20
2YSY20ySYyNd %S2YSYyl IFINJlFyalait aldaZRiyl @ega
SELINBaS aax | LER2RInAt2 4SS 2N NRIRStAG aa VY

biologické chovani aké prognozu (23, 81).
¢Fod ndod {&aidsSyY-SamohaO2 @t y N

{GFr3sS LY @0S 1 ytat SRdzeNQ

Hb > 100 g/l

normalni koncentrace kalcia

Skelet: normalni nebo osteopor6za nebo jen solit
ft20Aa11 2

MIG < 50 g/l pokud IgG, < 30 g/l pokud IgA

9ETNBOS {SK1éeOK nSisSioé

{GFr3S LLY ySalLXzdzzS {NROS

Stage llI: jedno nebo vice z nasledujicich

Hb < 85 g/l

Kalcium > 3 mmol/l

Skelet: 3 a vice lytickych lézi

MIG > 70 g/l pokud IgG, > 50 g/l pokud IgA

Exkrecd SK1 @ OK njSGST 04 R2 Y7

{GtRAIF &S RtftS RSEN RftS L

A: kretinin < 177 umol/l

B: kreatinin > 177 umol/l
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¢Lod nodnd L{{ &ait 020+ ON &aeaidsSy
{GF3S Lyr3akufas rl fooSdgY Ay x op 3IkKf
{G13S Bpbmglaabamnr<3akt Yy So6255mgla o3Ip
{0138 LLMYl i Ha X p=p
ndcd [ S60F | at SR20t yN
t2 Rf2dzK2dz R206dz 0&f aa LRGFIO20ty 11 OK2N.

RS{tRe 2SS ydziysS G202 GONI SyN bR ZBNNEA NI | 2 8z
yI dzZl RN} gSyNZ yAOYSYS A (2 2S8S @ 22SRAySteéOF
AYRA1 20t Yl dz ad8YLWi2YIFIGAO|I SK2 Yy2K286SUySKz2 Y
alit RAdzy L! RftS LIAG2RYN 5{ 16sAdPRNIGDWRBOGICE 2 dz

52 cn® €SG oetl fS606F Yy2K26SGySK2 YeSsSt2®
L2 dzONGt Y YSELKEFEEl Yy aLR2tS6yS & 12NIA12ARSY 21
LINfSONI G @ LINR3IYysT S LI OASy (4 oovardidnde 198BEHN & S &
hR S R26& O R2 LRft20Aye dnd ftSG nnod &ad2f S
fS60Sd® + Ll2af SRYNOK wmp fSGSOK a4S @ tS606S 2
20t AQy At & LINR3IYs| dz LI OASHAEAG & Sddad® Wl (LRSS G
12YLIX SGYyNOK NBYAANI LINRPRf dzOdz2S &S A RSt} ¢
yS2ft SLION NBYAaAS OK2NRoO6e aAdyATFA|LFIydyS LINRBRT
GNY 2&a2dz ge@Na2Sye Y Sdghopnost, ki®& jsoy Ky SashytiNE T f A
NETARdzd fyN 1f2y2 2112 ylLno t/w 6A LNAG2] 20

4.6.1. Vysokodavkovana terapie s autologni transplantaci PKB

+S RNHzZKS LRf2OAYS dnd fSiG oefl LINPOSRSyYI
autologfN G NJ yaLX I yil OS (1YSy20é60K o6dzyS1o® %Sa2YSy
a1dzLIAAYLl &S adlte KEFGYNYA LINA]2LIWYNle @ (Si(z2
L2 Rt yN @eaz21ée0OK Rt @S] OKSY20iSNILAS oI ySoz |
samm 2 a420S 12aldyN RnSz ySoefl aoOKz2Llyl 1 NB3S
Fdzi2f 23y NK2 OGSLIJz { NBISYSNI OA | NBSIO2Nbe& R:
FtTSY £S606dz AYRdAZ1 6yN 61 O02 yS2@SGON kNI RAT I
2S2A0K a0SNJ I ytatSRy2dz @t adyN OGNIyaLX Fydal
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OK2NRoe asS adalrt ylI Rf2dzZK2dz R26dz aidl yRIFINRSY |
6ypuo® ¢Syid2 NBOAY oef 11 GNOSYy TINAIGYN dO Nif 22E54
L2 NR Gyt YN a8 &2dzl ayeyYA NBOAYE A NBflFGABYyS
Y2RSNYNYA NBOAYE ylI o0t1T A y20e0K tS14d az2oAf;
geazl 2Rl B1 20 ySK2 0% kdy pofnasiedné Mimutegpmock GBSFje 3k Y

R2al OSy2 geLd |l gSyN (1YSy20e0OK odzyS1 R2 LISNA F!
F¥SNBT & | ytatSRYyS {NeB212y1 SNB2dtyed W12 LI
aStunnz (0SNE Rf2dzK2R20S 2 S Mortylita &fu Sutddghi e & f ¢
GNI yaLXt yidlr 0SS R2 m 20 + LLJAG2RYN TNl yO2dd a1 S
52 % \b letech. U arkansaské skupiny v ramci tzv. Total Therapy 1 byl median celkového

LINfSOAGN LI OASy (& L2 sy NCGRAY 2@\Sc JiyNd oyds LK é & $ R
GOSOKYyl R2 (S R20& LXIFaGyt R23IYFGF 1 1 {/ ¢ as
L2R cp fSG I R2&adzR 28 LROFO28tyl 11 TftlFde &ai

nocdHd ! £ 23SYyN GNFryaLX Fyadr oS (2adyN RnSyS «

AR ASYYN GNIyaLXlyalOS tY.kY5 2SS 12yiNRGSN
G2 YSG2RI @StYA (go6Ayyts aattsS ylLLINRaGt Y| &
2YySY20ySyNo % LIaf SRYNOK S 2az2dz Tyt yvye geat
studiz {1 GSNB dzl FTdz2N yI o6SySFAG FE23SyyN (NI y:
LI OASy G4 oyyXydpood tnSadz adatetsS LXFGINZ OS Y
yt at SRyey NRIT @22SY ySY20A O0SLlz LINRPGA K2ai
konv/ 6 YNYA YSOG2RIFIYA fS606& @éeNIiyS ONOSod Y (2°
Ll2dzZl S YfFRN LI OASYGA & F3INBaAaiAByNs 61 aysS NBf
R2a0dzLlly2ad N LINodzl ySK2 Rt NOS:E (1Re 1S 26871
TH+1fIrFRS LI G23SySiAao]eodK RT1yril14 2 aa 1 LR
GK2RYS ({lFIYRARt e (SG2 yI NRG6YS fS60ed

4.6.3. Thalidomid

t NDYN AYTF2NXIOS 2 2SK2 (g6Ayy2aiir dz ySY2(
odborném tisku objevily v roce 1999 (90). M& 2SK2 yS26F aiS2A 1 YAz
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AYdzy2Y2RdzE F 6y N | YyaGAFYy3aA23a3SYyyN SFS{de odmu
SFS{UGADBAGdz LInNfA £ S60S NBFNF{UOSNYNK2 | LR2{INRG
RFf ONOK fAYAN odqeK2ZhpaN2 aVyVi 8/ SRRE RROAOAGN A O
Opnvd® t2RAGFHGYy2dz GéK2R2dz GKFfAR2YARdz 2S5 LIS
GAYN €S60dz LINR LI OASYyidl @SftYA LRK2Rfy2dz LN
druhou stranu je tento léklzG NOSyYy NBft | GA Gy S @eaz2l12dz G§2EAOAL
Y20yeéY NRIT @22SY LI SNAFSNYN ySdNRLI GAS YAOS oe
1 LINjSNHzOSYN fS606ed aST A RIFIfON 20t @FyS {1 2YLX A
vzniku dalel g& Odz2S a2dzl ayS LR2RI Gt yN {1 2NIA12ARA 0
G2EAOAGLI GKFfAR2YARdz 285 R2 TylL6yS YNNEB T4t @A
YSRt @y 2 dzd | @njSyS &aidzRAS hte¢La!a LRIGNRALEZ
dSyyS | @eOONZ LINRG2 LINY @S & 2Kf SRSY yI 1dzy
RSYYN Rt @11 6pyod ¢KIFfAR2YAR 2SS goé6Aayye 18
12NIAT2ARSYS S LINSRSOONY @ 12Y0AylFOA at¢
staNONOK LI OASy G4 2SRy2Tyl6yS LnSi12yltt R2a&adzR
GFr1S 2SK2 12Y0AylFEOS & 02NIST2YA0SY>X 1RS a$s (
(99).

4.6.4. Bortezomib

.2NI ST 2YA0 28 @geaz20S §6AySyNel (25185 dAISKE/R ddz¢
@ £S60S aad® WRS 2 dzyAlt Gy N AYKAOAUGZ2KB) LINR G S
LIN) ORSLI2ZR20yS T FoN)Fzdz2S RS3IANI RIFOA LINERI LI L2
LINEINI Y20l yS o0dzyS6yS &aAYNIA Yeé Pt 2tY10e QIR dzo MBS
12Y0AYlF6YyNOK NBOAYSOK /5 060e0f2LIK2aLKIYARS
LR GSYGyNOK 12Y0AYlFI ONOK® WSK2 dzOSRSYN ¥yl GNK
+L{¢!T RS oét LER2NROY! Oty NBOAY la@ée GBSNE diz
2RLR2ISRN dop @ad 1twm 22032 -fSGCRK 22 SLINFRAGASIOW (16SpedD N

WSK2 goéAyyz2aild oefl 2L 120FyS LRIGNI Syl @ Yy
20R20yéeYA @eafSR1&@ OMAHIMNOSNNIOAN MSERSHWIES O
aSt Kt yNYEZ 1RS ySyN ydziyt NBRdz1 0S Rt @S] | R)
20KNY yAG njl Rdz LI OASY (& LINjSR GSNXYAYytLEYNY &Sf¢
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OmMnpo® YNRYS GSOKG2 T YNY S Y830 KD agysAriyl 12N ON'Y  adaS 1 &
LINEFAESYD 1O yI 206GS0dz2NON ySdzNR LI GAA 2&2dz 2
MATXYX MAyLuX &2dzlayS G11S LN gRSLI2R20oyS ySi¢
tomu u jinych cytostatik (109).

4.6.5. Lenaliomid

Lenalidomid je derivatenthalid2 YA Rdz | 2RS 2 LINBYNK2 LInjSRa
G§SOKIG 2 AYdzy2 Y2 Rdzf | 6 Yy NOK  ftHaliddmiblu  veltnil yiikkéudz2 S &
YSdZINRP G 2EAOAG2dzZ | £S yI RNUzK2dz aiGN) ydz @& OON
potdNJ Sy 2L 120 yS @ NIDD A MHOD, &gy N KorodndvdrR A N O K
lenalie YAR b 5SElFYSGKI&2Y 2LINRGA 5SEFYSOKI az2ydz
A NBfl0odz2NONY Yy2K26StGyeéey YeSt2YSY ommnz
studiich bylac v  @SNRdzA wMpZd 72 @S LINRPALISOK NIYSyS a
OSt120SK2 LINSOAGN o6é&f LINRPRf2dzOSy |aA 2 wmn Y¢S
+ Yy @rTiy2adA yIF GFd2 REFEGEFZ LISNBNI YN §S1202
ugl 02 @l t2 2 LIdZOAGN G(G2K23G2 f-81p dylaPorodndvddaz gl ON
goAayyz2aid dzZRNO2 @+ ON tSé60e tSylFltAR2YARSY dz &t
Yyl AyRdzZl OA 6GSR& T RIF tSylfAR2YAR jgéjarl K2 gl f |
LI OASy G4 & NIYSyA & tSyYylftAR2YARSY o6é&ft2 R2al (
BSNEdza wmMnXy VYSaNO&dd + RSEtONY atSR20tyN LI |
0S8t 120S LINSOAGN LI OASyiG & o6@S ato lékuShidedly cc O
yS2aLINOS @ 0dzR2dz0ydz ayYSn2@gty2 LINI @S R2 Rf 2
L2af SRYN R20S LI ydz2N IS @lyAaildz aS1dzy Rt Ny NOK

ndcdcd 5Ff ON Y2ZRSNYN LINBLI NI (e

{ NRaid2dzONYA LRITylFId1e 2 LI G23SySi A 2ySy?
njt R GNOS 6A YSYS g6AyyeOK fS1aAd WSRYNY 1 vy
proteasomu 2. generace, ktery v kombinaci s lenalidomidem vykazuje prakticky 100 %
IS6S0y2dz 2RLI2OSFd® + &a2dz6FaysS R206S LINRPONKH 7
26S1 1t GFyéyYy LINBLINIGSY 285 LR2YlIfAR2YARI RIf ON
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FfS TFGNY ySoef Rz2adGlrGS6yS LRGIGGONI Sy édmmc 0 d
Y2y21t2ytt yNOK LINRGATLGS]T LINRPGA NATyey ONtAY
2SS YILNPYYM ROE MIGWEX 20 dzl dzYl 6 & 1 tAYAO1ISY 1 12d

ndcdTd t 2RLIANYE GSNIF LIAS

t 2RLIANYt GSNILAS KNI2S 1Tt E:RYAYMRREH{ REjNT I
12adyN LREAGAOSYN | NRATA12 FNIQ1ddzNJ 818t Sidz 2
YSR2YAy20Ft Ot Ryeodo wSOSyilyS 4S8 S 202SOAfl
LINjA LINBGSY OA FNI {1 0dzNJ 2LIRPER YRHZANRORB ! & drS nj8 § K
daty (117).

[ S66F o062fSadGA | KSY2RAFf&lF6yN GSNILRKAS
12YLX SEYN (SN} LAA YeStzydz a&aidsSays dl11 2112
Y20y 2&0A @SNI NB o6 NPELI200NE {(18f 2NIRa0 8P (1158 F 2610 M-y&0(dA 15
YSG2R2dz LINP LJ OASyGe & KeLISNBA&A|IsT yNY &8y RNER
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5. Cile projektu

pomd el ylyY adGly208SyN @2fyeOK fSK{1eOK nSaGSi O

Existujicia O N} GAFA]IFIS6YN Y2RSt alé2 [/ fAYAO 06pboO
YY208G0 0N LI OASY(iA& YAY2 LINI O20A00GS | dzi2z2NAS® bl
YyS2O3SHIONK2 Yy20480G0N LI OASYydlA & aD!'{ @ 2S4&]
progrese domaligiK2 2y SY20ySYNd {2dz6FayS 2ayYS as L]
YYy20&aiON (SOKG2 LI OASYydGA | aLkrRtS6ysS a z2aidl
Y2RSfdz & LRRYNY{tOK 2Sa1S NBLJzmtA|le&> Io0&O0OK2
Y2RSt 2a 2R (YONLINRRT { 2dzYlFyS FlF{102NEzZ (GSNB o0& LJ
LJ OASyG4& a aD!{ F Y& {1 Y2Kt{A QeaALROIG (8

poHd +el ylyY &idly20SyN @2t yeldOK fSK1eOK nSiSiC
LI OA SWMG &4 &

5STAYAOS 1 2YLX SGyN NBYA&AS aa LINROfI 06SKS)
¢eddz2 TYSye &l Y2l nSawsSNIYVISRi Ay & &2 dzon2aGye2Na (i & 7
+2dg@gaidt ot GSRe 2G+T1F2 TRIE YSITA LI OASyGes 1€
rozdilyv2 RLI2Z GSRA yI fS606dzz (SRe T RI 2S5 dz 2SRYyS 6
6tadA LI OASyGadod 1fSRtYS GSRe Tytyle NBI AR
GFyREFENRYNOK @&80Sin2dF ONOK YS(i2REGNI yig &R @S¢
F0aSyOS o0dzyS6ySKz2 (f2ydz 2112 Gl 120SK23 yI a
1f2ytfyNOK LI TY208(G4d 5f2dzK2dz R206dz 0é&f2 Y:
Ll2ddA S yIF T+1tFRS Oeldz2t23A01SK22 gBOSIHMIBTWN {24
20S0yS @StYA yNIiltoe +20SaGnSyN C[/ LI 1 dzY 2
monoklonalniho imunoglobulinuR |l £ $1 2 @GSGON aSyT AlGABAG2dz ySO
vedly vroce 2006 ldefinici takzvané stringent kompletni remise (8CR { 4 SNY { NRYS
THt16FRYNOK LI N}YSGUNA @eOlRdz2eS N2BafNy RnjSyh
a2dz61ayS y2NXYIFEAT I OA LRYSNHz {F LIkt YORI @21

Qx

kompletni remisi a stringent CR shrnuje Tab. 5.1.
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Tab. 5.1. Typkompletni remise

CR sCR

negativni
ELFO séra imunofixace negativni imunofixace

negativni
9 Ch Y2046A imunofixace negativni imunofixace
FLCr v séru YSPeOSihn{y2N¥t €t y N LI YSNJ

<5%

plazmatickych Fop a2 LIXFTYFGAOL &OK
5njSz 0 dzy' S 1 L I TYFGAO1LS odzz @
Plazmocytom Ot Ry e Ot Ry é

¢Syid2 1NB] @01 062KdzOSt ySoeft 203SnSy yIl LINER:
41dziS6yS LI OASYGA R2al Kdz2NON &/ w YIF2N LINR3IyYy?2
6A | f SaLklapsiReBaf BRYN R206S &S yIFI@ONO 20602S@dz2N
alw 1 LR2@3I6R 6z dze N

I NtS yIONGI2INRPOSI WiA asS dd3 SN yR 2 a0 KXAAS
NEBYA&S yI T+H1tFRS 12y@BSy6yNOK | yOK &b dzoSiiSRE
ySaALGABYN AYdzy2FAEFIOSvd | (SOK(2 L¥éOaByGAEA LI
T+1tFRS @geat SR1dz 6liSRe y2NNIfYyN @SNAdzA | oy 2
kterych budeme analyzovat dobu do relapsu chorobgilesn zjistit,zda je normalizace
L2 YSNHz C[ /N3 tadpe eSy/d 2 di R2 nyjel@naBja Bdy bdzaidlygny G & &
LINEIy2a0A018&Y FI102NBY LINP RSt {dz 2RLI2OSRA (S

p®o P iéT)fI'Y aﬂryz@éyj\l QZfYéOK fSK‘lé()K njéi'JSTO
sMM

{ SNe@gée LRft26l&a 12YLX SGyNp YRYSEJzZYBAOB83ID t &
R2alK2gFd O yS12tA1l YSaNO4& dz 12y I NBIyNOK L
bl RNHzZK2dz aGN}ydz L2t 261a @2tyeéeoOK f ZhkdeqOK njSi
k¥l 1ddzZz OS L2 GSNILAA 1tSat LINrtStyS 12y0S
YyIFOoNT N 88 GSRe NYRBOR231OA O8HAHNGE20N/ RRIMVMBISRA Yy I
wSaLS1GABS yI RNHzK2dz &GN} ydz Yebgi?nraleragie i A L2 ¢
NBIFI2@FG + tS6AG 2S5 2Ay2dz t SESBIPRAzZSTYEREL L @
al Y21l njSeYOSimjiSyy Peaz{eOKYYRENYRAIENREDSNS OK S
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aAldzr OS LRGSYOAt &y S refrgktednii chdrd 2 diz Yy ORS W&z 4
KyS2LR2RaidldySyey 1TYSytyYy GSNILAS aa yI T+H1¢€LF
nejsou KRAALERTAOA YA NIYYR2YAT28FySs FtyAaA @SiG0

bl ONY ©thobBsti je@edovatdr OA Sy (i&  S6 Sy SlidovidldinS Ny NY A
bortezomibem aenalidomidem a stanovitMJNA 6 SKdz G SNF LIAS (SOKG2 LI
Y2f S dzf dz AYdzy23ft26dzAf Aydzz G111 €SK1S nSiST OSo
LNy 2&8dz 4602 K2BBFN L[/ YROYy 24l 6 Re/dBSdz LANBRAZ (OISA
preparaty.

podnd® +&LINIF 020t yN R2LIZNUHzSYN LINR LI2R2dzOAGN |yl ¢
bl T+1fFRS LINSROK2T NOK @geailidala o6& YSt2 oé
el

ge dz=ONG |y ¢ dz C[/ @ NHzZiAYyyN LN} EA | F2N)dz
Y20yS 2Yeteée @ Ayl gNIANBIGIGY ARofOGRING C[/ @
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6. Metodika a pacienti

chPbmd wBLIA&20 [T NaAlt Ot yN RI

lyFfel 208yt REGE LROKITSeN 1T yS12tA1F T4
dat je celorepublikovy registr monoklonalnich gamapatii (RMG) (119), ktery vznikl v roce
HantT | ARNHzOdz2BS Y2 INI RYPIH ERAYSKARSYA2E 23401t
Y2y21t2ytEyNYA JEYFLIGASYA ySa2laySK2 geéelyl Y
2S2A0KO RI(Gl 2a2dz Fy2yeyYyS T IRtGtyl R2 NBIA:
souhlas se zpracovanim jejight & @ NBIAAGNHz || LINR yit at SRy S

G2Ydzz OS 2RSS 2 YSTAlftAYyAO|12dz aL}Rf dzLINY OA & N
YdzaN dzRSt A0 az2dzKftla aS 1T LINFO20t yNY 2S2A0K R
LINjSR LInjNL8ITRyd2 di | Wdzdf A1+ ON® 5FGF 2R LI OASy G4
TFTRtGLYF LINRPaALS]TIABYS 2R NRldz HnnTt R2 a2dz
NEGNRALISTGADGYS: GTlyed 6ST 2Kf SRdz yI NB{1 RALl 3y
G§SOKii2 RIG®

Proanalydz ONf S pond o6&fl yS2LINBS LIAf2GyS 1 LN

YN} £203S | Cb . Nyz2 I ytatSRyS oeftl LR2OtRLYL
t N} KIF 2 R2LIX ySYyN RIFEG LI OASYy(G&d a 12YLXSGYyNY
Metodika stanovefFLC byla w a G+ Yy RF NRAT 2@t yI | LINB @t RN &S

t NBE ylféeldz RFG LI OASyi&d ONftS pood oefl |
. Ny 2 RfS LINSRSY dINBSyeOK {NARIGSNANOD

COHD [FO02NFG2NYN YSi2RA] &2 F2y6 LU GRSRSYES &R 2a IN
+1 2NJ @ 2R LI OASYy(G& LINRP 0A20KSYAO12dz | yI feé
20S0OYyS LRLAtYye @ 1FLAG2tt OK HOHDOM | HODOHDHDS
LJdzo f A1 20t y2 O6MHI MoO®d tNR GJOSOKye I|ylfteéele
FrS[ AGSun 6. AYRAY3 {AGSZT ! YO {2dzayS 2avYS$S Y

VASNHzZ 1 30SNY 2SS T fANDSYR YINR BIRR o Grh Blézf B8 [ LINR O
g2t yeOK fSK1eOK nSiST O4 Lk2dzOAGe& RAI Aigraid A Ol
/ KFAya YFLLIF YyR [FYORIF 9[L{! 0.A2+SYR2NJ [ |
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soupravy FreelLite Human Kappa Free kit a FreeLite Human Lambda Free kit (na Hitachi

PMMK PMHK PMT Ka2RdzZE I NJ t 0 FANYE ¢KS . AiypRaAy3I { A
LINE @t RSyl yI Iyl felt{i2Ndz a2RdzZ FNJ t FAYE w2
Y2y2aLISOATAOLS LINROGATHGLE® | YSnN Gl yAaiteée 12)
YyY® aSi2RI 9[ L{! LSRaNYdai2ISy |4fSe/TRID bR D | S3/N
LINPOATYH G01@ dzNBSYS LINP adly20SyN 12y O0Sy i NI (
PGeK2RYy 2020ty FT202YSONRO1 & LIjNaiNR2SY t24SN2
RSt OS npn yY® + N}IYOA &l yRIFENRAT I OStavanii  y23S
1tAYAO1S 0A20KSYA I RAF3Iy2aiGA1e [C 'Y | C

S
LI OASy (G4 L12dzOAGe 205 @edS dzw@SRSyS YSi2RA1 &0
6.3. Statistické metody zpracovani dat

L gOSOK ONt & oétl @ NYIYOA 1T LINI O2mlyzaN R
RFEGZ GSRe& YSRALYSZS YAYAYdzYTZ YIFEAYdzY | LISNDOSy
1FGS32NASYA LI OASy(G&4d oeft2 LIRdzOAG2 YNHzall f
kategorialnimi daty CHi @I RNI 0 GSaddzd 1T GFK &dLkR2aAlGeéeOK
{ LIS N¥YIy208eY {1 2NBtFIS6YyNY 12SFAOASYGSY® 5FaGF L
I RFEfON GF10G2 a2dz2YSnAriStysS @StAéaye @S GOSO

I h{ | 6F&d R2 R2&lF OSYyN LINIBYN f S6 &0KASan 2 RLIZ2 O
aSASNI = LINE aNRJyt yN LInjSOA G NNI®S adSadidie OKS @
oefe LINPOSRSye yI p 2 KEFTRAYS géelylryYyyz2airo t

(IBM Corporation, 2010), MedCalc 9.5.2.0 (MedCalc Softwatgielp a Microsoft Excel 2007

0aAONR&2FOT '{!10®d tNR K2RYy20SyN S6So6yS 2R
aeSt2YlF 22NJAy3 DNRdzZLI oYeétS Hnncod {GFdA&adAC
6.3. byla provedena ve spolupraci s Institutem iol G A&adGA1 & | Lyl feéel
t fNNBR2PSRSO1S Fl{dAZ Ge& al al INNRIGRS dYN DS NG R hi @

vysledky vlastni statistické analyzy.
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- 7

TOM® {0 y28SyN @2t yeOK fSKleOK nSiST 04 LINEZ &

Analyza datpaciedt & Y2y 21t 2yt fyN 3AFLYFILIGAN ySalay
Yy TH1EFRS TLNIO20tyN gRIFI2& TFRIyeOK R2 NB:
Tt1tFRS R2aildazlyéeoOK JgRIFI24 oeéfeée @eK2Ry20S8ye
AGNY GAFALIG6YNKZ2 0B EG PEQSamEeDd SELINPSOo0et e Al 2
TH1EfFTRYN LINP3Ay2aGA01S FIL102NE || 2Sc2At@lK Of A O
lgGversusnoh ADX Yy 20aGON aLD O60ylIR mp 3Ikf0X | 06y2N]
ASNHzd t 208y loeltd | Gy@Snji Y2RStdz alez2z [/ tAYAO ¥y
PGeK2RY20SYNY adt g 2NONK2 &ai0NIGAFALIGYNKZ2 Y2FK
dzl FT FGStSE (1GSNB oéft2z2 Y20yS 1T NBIA&AGNHz T N&j
RnjSy S = LBH, rakddyi parametry krevniho obrazu, albumin a-Betaikroglobulin,
2112 RFEEftON LRGSYOALTYN YIENJISNE OLIGYyS LINEI
provedeno Logank testem a Coxovym modelem proporcionalnich rizik.

/| St1SY 2aYS o0&z NnROKPBRBIKRRY2WONEBYRFIGF 2R ™

kterda byla RA & LJ12T AOA @& R20S lyltéeied +O0SOKyl 136! :
282A0K gRIFI2A& | RIFGF o6&ttt @GFtAR20t YLl Y2YAG?2
Lyl tel 2@ yeOK wmpapp YdEOAA Syhipd yo 8602 | tyn OSy o
ySYy20yeOK oeftl &idlFNONOK cn Sz 020 @ LINI EA

dzRt @l ye @S @SiOAyS R2&aldzllyée OK f AGSNI NYyNOK T R
2 0® Y% alD IBPRF2ATRHGYSLD LIADT ({GSNE (d@2nAif 711
¢CFrG2 K2RYy20lF LINF1GAO1 & LinSaysS {12LINNUz2S RnN{C
ab!'{ 1T aleé2 /[/ftAYAO I A 1TlFad2dalSyN 2aidlFdyNO
jednotlivych pacig 14 0 01 Kt SRSY | FIL1dGdzz OS LI OASy
NEGNRALIS]TGALBYSO OFNNNRGEHEl @ yIFOSY &2dz 2Nz
FIL14d as8 LRRInAt2 Fyltelz20rid @2fyS fSK1S njSi
608t 1SY pyEPASY I SOK ILN&a1FdG GF1 12YLX SGyN 3
LI OASyGadod {2dzKNYyyt REFEGEF T 2SRapZidt APt 20R20N
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Tab. 7.1. Zakladni charakteristiky souboru

Pohlavi N=1439
a dzO A 659 (45,8 %)
iSye 780 (54,2 %)
+S1 6LINjA &adl yN=1431
<40 71 (5,0 %)
40-49 140 (9,8 %)
50-59 382 (26,7 %)
60-69 424 (29,6 %)
>69 414 (28,9 %)
Typ MIG N=1417
19G 996 (70,3 %)
IgM 193 (13,6 %)
IgA 169 (11,9 %)
IgD 1 (0,1 %)
IgE 1 (0,1 %)
biklonalni 44 (3,1 %)
YySaSTNBSYN [3(0,2%)
LC 10 (0,7 %)
Rizikové skupiny N=823
nizké riziko 311 (37,8 %)
nizkéad G njSRyY N N{326 (39,6 %)
vysokéd G njSRY N 1172 (20,9 %)
vysoke riziko 14 (1,7 %)
FLC test N=1439
YSnjSy 2 842 (58,5 %)
YySYSnSy2 597 (41,5 %)
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Bl R20dz af SR23t yN 1T LINPINBR2GIFfE 2 R2 dzZNBA S
LI OASyGadszs 1 6§SK20 o0ét2 ny OSy | ny YdzO4d
GNF yaFT2N¥20FyeOK LiImpPAS\Bidooad pa NBESH IPNOK
YY2K26SGyeOs %)p Bf RaMénstromovych makroglobulinémii (10,4 %), 5
2y SY20YySYN YIEAIYNY t8YF2YSY 6pZH 220 w V[ |
7.2).

¢Cro® TOHD® WSRYy2(GfAOS GeLR YItAIyAld @S aildzhiy

N=96
MM 72 (75,0 %)
WM 10 (10,4 %)
Maligni lymfom 5 (5,2 %)
AL amyloidéza 2 (2,1 %)
jiny 7 (7,3 %)
+S1] oOoLINnIpomiOI LRKfEFON oOoLInZopdd | LS| d

N} YOA 202dz aldzalAy LI OASyidé&dzr (GSReée GSOKZ {10:
cKEFENF{TGSNREAGAL® LI OASY(GA 202dz a1 dzLIAYy 242 dz dzd!

¢CFrod TPod WSRYy2:GfADBS LINBUBY2aGA01S (FGS3aA2NRS

N (%) progrese do nadoru bez progrese |P
Celkem (N=1356) N=96 N=1260
Pohlavi
YdzOA 6 bT c m{48 (50,0 %) 569 (45,2 %) |0,359
OSyeé& o6brl 1o (48(50,0%) 691 (54,8 %)

+S1 6 LInjAdgh i |

<40 5 (5,3 %) 63 (5,0 %) 0,531
40-49 9 (9,5 %) 124 (9,9 %)

50-59 31 (32,6 %) 328 (26,1 %)

60-69 22 (23,2 %) 385 (30,6 %)

>69 28 (29,5 %) 357 (28,4 %)
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Typ MIG
lgG (N=941) 62 (67,4 %) 879 (70,5 %) |0,358
IgM (N=185) 10 (10,9 %) 175 (14,0 %)
IgA (N=154) 18 (19,6 %) 136 (10,9 %)
IgD (N=1) 0 (0,0 %) 1 (0,1 %)
IgE (N=1) 0 (0,0 %) 1 (0,1 %)
biklonalni (N=44) 2 (2,2 %) 42 (3,4 %)
YSASTNBG6Y N/ 0(0,0 %) 3 (0,2 %)
LC (N=9) 0 (0,0 %) 9 (0,7 %)
tnfA FyltelS 2SRyz2i(fAQdeOK LINR3Iy2aiA0]eéO0K

2ySY20ySyN 2aYS 20RNODStA yt at SRdz2NON @eaft SR
Jkfv oeft2 2SRy21Tylré6yS aLkliz a @eOONY NAIT A]
P<EAnAnmMO® bl RNHK2dz 80N} ydz @ dzyADIFNAIFYGYN vyl
(IgG versus neh AD0 Yyl NRARTA12 LINRPINBAS R2 YIrfA3IyArde
G2Ydz GF1 2ST ySo62U0 LINSROK2T N -lgGNMGWS: LyzIdAS Y dz2
d2dz02NHz a8 LI 1 LIAd2yY yFEOKFT N LINF{1GAO1e adas
Fdzi2NA | 12NBfF0OS & LINPINBAN dz yl OSK2 a2dzm
LINSRYSGSY RIfONOK Iylfeéel & LJ32RNRDONOMIYT YR T LIZ2WH
g2t yeOK fSK1eOK nSGST 04 a8 @ yIOSY &2dz 2 NYz
2ySY20ySyN aD!{ R2 YIfAdyArde oLFnZnnmouz 18§

L2YSNI C[/ OSt1SY 71pZc 2 LI OASYyGAzGUSIb@NYO2 |
LINREINB&S 28 L2dzZd S nuITt 220 ¢23SO LIXFAGN GF7T1S
sy2@0S @il yAaltey Yyz2kadS§ygeY Ree 2fLaYGS Yo &lt | y I £ ¢

Ttorat2aid YSITA Foy2NNLEyYNY LRYSNBY T[OSIANKI
yI OSY &2dz02NMz LI OASy ({4 &S LRGONRAf LINR3Iy24ai
nSi 81T 04 O20eé& ySTtOAEE SK2 AYRALLG2NHz NAT AT
d2d202NHz ySY20yeOK LRGONRATAS OS 211 jsoy20ai 9]
vhodnymi indikatory prognézy MGUS.

/2 &S (eé6S RIftONOK |Fylfelz2gryeOK RIGE LI
LINEAINB &S || Yy20aG0NY LXFTYFGAO1&80K o6dzyS1 9 |
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SEF1GyS nS6Sy2 ORNMNY:ZOM yARE 2 & 215102 G Sayt

LINEIANB &S yI KEIFITRAYS LFnInamd %S &ldzLAye 1 LJ
e OSGinSYyN RnSyS Foy2N¥t tyN LR26SG LT YIFGAO]
LI OASy G & oS8T LINRDAIBBYE Salerdfadebréacevmez progiesb a hladinou

[ 51 oO6LIXnxnmc0X 1Reé& Foy2NNtEyN KEFRAYLF [51 ¢
LINEINB&S dz yI ON ajldztlAyeée LI OASyiliadoe {GSayS I ]
120 g/l) byla spjata sSsvOONY NAT A1 SY LINB3INBaS R2 YIFfAIyAd
@dOI1 GnSol Trdz2Yy2dzi {NARGAOIS adly20Arai12z
YSGil 02t AO] SK2 20N} Gdz 2NHI yAadYdz I YAOS oeéed 1T ¢
Ge6sS KSY@Bf 288y dERNYS T R LINBSEA&aGddZ2ZNON | ySY
YY2K26SySK2 YeSt2vydz ySYAOS o0éd 2A0 LINNI YL
NATALF® hadldyN Fyltel2agl y-3mkogddig HBumit 8J2 6 S

kreatininy S2S @At & Ot Ry2dz LINPIAYy280GA012dz &8AYATFALLl Y
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¢CFod Todnd !yrfel20lyS MONBIYy2a0GA01S Tylile
N (%) progrese do nadoru | bez progrese p
Celkem (N=1356) N=96 N=1260
Typ MIG
normalni 62 (67,4 %) 879 (70,5 %) 0,523
abnormalni (non IgG) 30 (32,6 %) 367 (29,5 %)
ay20aid9ON aLD @ a9
normalni 51 (56,7 %) 1088 (87,8 %) <0,001
abnormalni (>15g/1) 39 (43,3 %) 151 (12,2 %)
LYFTAf OGN OS RnjSyS
normalni 40 (58,0 %) 701 (87,4 %) <0,001
abnormalni (> 5%) 29 (42,0 %) 101 (12,6 %)
Albumin
normalni 73 (94,8 %) 1104 (95,7 %) 0,721
abnormalni (< 35g/1) 4 (5,2 %) 50 (4,3 %)
Beta2 mikroglobulin
normalni 59 (77,6 %) 886 (81,9 %) 0,355
abnormalni (>3mg/l) 17 (22,4 %) 196 (18,1 %)
Hemoglobin
normalni 67 (76,1 %) 1070 (85,7 %) 0,007
abnormalni (<120g/1) 21 (23,9 %) 178 (14,3 %)
LDH
normalni 32 (45,1 %) 660 (58,9 %) 0,016
abnormalni (>3.75ukat/l) 39 (54,9 %) 460 (41,1 %)
Trombocyty
normalni 83 (94,3 %) 1158 (92,9 %) 0,623
abnormalni (<150 10E9/l) 5 (5,7 %) 88 (7,1 %)
Kreatinin
normalni 66 (83,5 %) 1075 (88,0 %) 0,237
abnormalni (> 115 umol/l) 13 (16,5 %) 146 (12,0 %)
FLCr
normalni 11 (24,4 %) 428 (57,3 %) <0,001
abnormalni (<0.26 nebo >1.65) 34 (75,6 %) 319 (42,7 %)
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DN} F TomMd zfAQ YYy20aiON alLD @ &SNz ylI R260

MIG v séru (N=1328)
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Graf 7.3Vliv koncentrace hemoglobinu na dobu do progrese MGUS

Hemoglobin (g/l) (N=1335)
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Graf 7.4 Vliv aktivity LDH na dobu do progrese MGUS
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Graf 7.5VIiv FLC indexu na dobu do progrese MGUS

FLC index (N=792)
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bS2@SHONY LINSRLR1ftRIYyeéY LhNy2aSyYy yIl OSK2
a1s5NB alé&2 /tAYyAO ylI yIOSY a2dzw2Niz LI OASy(4d
&S LRRIEnAt2 Fyltealz2@rid dz O0St 1 98 %yspadaloldo OA Sy (i
1FGS3a32NRS & yNIil1éeY NRTATSY 6n Foy2NX¥tfyNOK
kategorie s nizkyrd G NjSRY NY NAT A1SYZ mMTH LI OABYGERYNY ¢
NATATSY I mn LI OASYy(Gad omYT GOOSREYy &I 6 SHD MR S
LINfNG2Yye@ouod tnA &t SR2Gt YN NATAlF LINRPINBAEAS dz
aldlrdraidraole arxayAFA|{lLylidyN NRBI RN @ R206S R2 L
YyS2ONOS NAT A1 20t ZKNRRDFY! 28k @KSIRY®R T VINB ¥ 8B & N

srovnani s nizce rizikovou skupinou je rozdil zcela evidentni (viz. Tab. 7.5. a Graf 7.6.).
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Cro® TOpd WSRYy2(GfAOS LINBUBY2a0A01S (FGSI2NRS

2006 2007 2008 2009 2010 2011

Celkem | N=54 N=104 N=122 N=133 N=126 N=56

nizké
riziko 20 (37,0 %) |39 (37,5 %) 45 (36,9 %) |56 (42,1 %) 45 (35,7 %) 30 (53,6 %)

nizké
ains
riziko |23 (42,6 %) |48 (46,2 %) 54 (44,3 %) |55 (41,4 %) 48 (38,1 %) 18 (32,1 %)

vysoke
aidnS

riziko |8 (14,8 %) |14 (13,5 %)20(16,4 %) |22 (16,5 %) 31 (24,6 %) 8 (14,3 %)

vysokeé
riziko |3 (5,6 %) 3(29%) [3(25%) [0(0,0%) [2(1,6%) |0 (0,0%)

DNI ¥ 717dc® 5206 Ra2D!LINRYyINSIatS] L0 RS\ SayliiNer A FA 1 I OS

1.0 -
0.9 4
0.8 7
0.7
0.6 T
05 1
04 +
03 t

pod?2]|

Kumul ati vn?2

0.2 1 + cenzorované
01 1

0.0

0 50 100 150 200 250 300 350

Las (mNsz2ce)

nizkeé riziko (N=311)
nizké-stdni riziko (N=326)

vysoké-st@dni riziko (N=172)
vysokeé riziko (N=14)
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Nizké Nizkéd G njS R Vysokéa (i njS R Vysoké
riziko riziko riziko riziko
N 311 326 172 14
aSRALY L
OYSaNOS(y-- 203,2 109,8
WSRy 2f S{§989% 99,7 % 98,1 % 75,0 %
(5;95% 1S)  |(97,6 %; 100 %) (99,0 %; 100 %) (96,0 %; 100 %) (50,5 %; 99,5 %)
502 dzf SG 9984 % 98,4 % 96,7 % 66,7 %
(5;95% 1S) | (96,8 %; 100 %) (96,9 %; 100 %) (93,8 %; 99,6 %) (40.0 %; 93.3 %)
¢nNft SGS |98,4% 96,2 % 95,8 % 66,7 %
(5;95% 1S) | (96,8 %; 100 %) (93,5%; 98,8 %) (92,4 %; 99,1 %) (40,0 %; 93,3 %)
20@&njf SG996.7% 96,2 % 94,7 % 55,6 %
(5;95% IS)  |(93,9 %; 99,5 %) (93,5 %; 98,8 %) (90,8 %; 98,6 %) (25,7 %; 85.4 %)
t SGAT SG996,7% 93,1 % 90,8 % 55,6 %
(5;95% I1S)  |(93,9 %; 99,5 %) (88,8 %; 97,4 %) (85,0 %; 96,5 %) (25,7 %; 85,4 %)

bl OA &JdaSHdad 2aYS NROYySO GeK2RyYy20GAtA [ 2

NATA] T KESRAall aNte 2SRy2GftA@eOK NAIA|l20é
2SRy21T yI 6yS yS2artftyS2ON YINJ SN OLI GyYyS LINRIY
vysoké rizik LI OASYy dF LInjA T FnjkT SyN RS aleé2 [ fAYyA

NATAl20860K FIFH1G2NBOK 28 Iw GSYSnj myE 1T @gedSyz2
geaz12dz YNNHz NRAT A1l LINPINBAEAS LA alyvY2adldys
YER mMp 3kt F Foy2N¥YtfyNY LR2YSNHz C[/ O0ClFod T
bl O0S RIFEGF &2dzKNYyYyS dzl T dz2N yI LXIldy2aid a2 d:
K2RY2O0SYyN NART A1l abD!{ a RANITSY yI LhijNy2a
aly2adldySz (11 OA 1BRWDAY2OaYR™ RIEAUGANBNYEAT v ¢
LINRIysi 2dz LI OASy (4o

Souhrn k bodu 7.1.

+80SinSy2  TInltlSy2 R2 atSR20tyN o0&tz OGN
I yS20SGONOK &2dzo2NA ylI agSiSe .etA 28aYS &
LINEPIy2aiArA01eOK FLFL{G2NA & RAN SY yI @RijyB ¢
LX Fdy2aid R2adzR Tyt YeOK Y2RSt4& || YStl o0& R?2
AONI 0AFA1 200G LI OASyide a aD!'{ yI 1Tt+1tFRS RIf
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LINR LI2 NODA 2yt yYNOK NAT A

¢Fod Thcd / 2EAD Y2RSH
Hazard ratio (Coxuv model proporcionalnich rizik)
0 12 4 6 8 10 12 14 16 18 20 0
Vysoke riziko — — 1Y
Infiltace plazmocyty > 5 % —s— <0.001
MIG v séru >15 g/l —a <0.001
Vysoké-stredniriziko —s 0.012
FLC index <0.26 nebo >1.65 —- 0.002
Nizké-stiedniriziko —.— 0.142
Hemoglobin <120g/1 e 0.008
Kreatinin > 115 umol/l |~—l—| 0.070
Beta2 mikroglobulin > 3mg/l Ha— 0.128
Muzi e 0.123
Albumin < 35g/l . 0.552
Infiltace dfené plazmocyty (%) l <0.001
Typ paraproteinu: non IgG |-—| 0.639
Velikost Ig (g/l) . <0.001
Vék pfi stanoveni diagnozy (let) I 0.072
Kreatinin (umol/l) l 0.623
FLC index . 0.964
Beta2 mikroglobulin (mg/l) l 0.917
Trombocyty (10E9M) . 0.216
Albumin (g/l) " 0.662
Hemoglobin (g/l) l 0.001
LDH (ukat/l) n 0.608
Tromboceyty <150 10E9/ |—-—| 0.931
LDH > 3.75 ukat/l - 0.017
HR (5;95%1S) |p
Vysoké riziko 17,54 (5,78; 53,22)| <0,001
Infiltace plazmocyty > 5 % 4,18 (2,59; 6,74) |<0,001
Velikost Ig >15 g/ 3,64 (2,39; 5,54) |<0,001
vysokéa i njSRY N NAT A1 ([3,10(1,28;7,53) |0,012
FLCr <0.26 nebo >1.65 2,90 (1,47; 5,75) (0,002
nizkéad G nfSRY N NAT A1 2/1,96(0,80;4,81) |0,142
Hemoglobin <120g/I 1,94 (1,18; 3,17) |0,008
Kreatinin > 115 umol/l 1,74 (0,96; 3,17) |0,07
Beta2 mikroglobulin > 3mg/I 1,52 (0,89; 2,62) |0,128
a dzO A 1,37 (0,92: 2,06) |0,123
Albumin < 35g/I 1,36 (0,50; 3,72) |0,552
Infiltace plazmocyty (%) 1,18 (1,12; 1,25) |<0,001
Typ MIG: non IgG 1,11 (0,72; 1,72) |0,639
Velikost Ig (g/l) 1,09 (1,07;1,12) |<0,001
+S1 LA adly2@Sy|1,02(1,00;1,04) |0,072
Kreatinin (umol/l) 1,00 (1,00; 1,01) {0,623
FLCnorma 1,00 (1,00; 1,00) 0,964
Beta2 mikroglobulin (mg/l) 1,00 (0,97; 1,03) (0,917
Trombocyty (10E9/I) 1,00 (1,00; 1,00) |0,216
Albumin (g/1) 0,99 (0,95; 1,03) |0,662
Hemoglobin (g/l) 0,99 (0,98; 1,00) (0,001
LDH (ukat/l) 0,97 (0,86; 1,09) |0,608
Trombocyty < 150 10E9/I 0,96 (0,39: 2,37) |0,931
LDH > 3.75 ukat/l 0,51 (0,30; 0,89) 0,017
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TOHD {GFy28SyN @2fyelOK fSK1eOK nSisST 04 LINP
LI OASyiG4d & aa

tNE Fylféeldz 12YLX SGyNOK NBYAAN o&fl 1 LJ
sYy2K26Siyey YeSt2YSyYyz dz (G6SNrOK o6éefl Rzal OS
PGeK2RY20SYyN 12YLX SGyN NBYAaAS RfS &Gl yRINRYNC
onemocn& dz YAOKO oeéfl HE yS3AlIGAGYN AYdzy2FAEL C
YY2K26SGyeéyYy YeStz2YSY @ 12aGyN RnSyA Linjir Oei:
I Naltyl yS2aSy 2R LBRRRSYSHENLLOAYYXOERY NBIYE & FA P
hematoonkologické kliniky FN Brno, Ill. interni kliniky FN Olomouc, I. interni kliniky VFN
Praha a Hematoonkologické kliniky FNKV Praha. Udaje byly ziskany analyzou klinickych dat z
R21dzYSyidl O0S LI OASy(dasz Fylteéell C[SNG4EEe&IYISRRNE
CNBES[AGS 6¢KS . AYRAYy3I {AlS0d t2RtS @éeat SR dz
LI2YSND o6efA LI OASYGA NRBIRStSYA R2 R@2dz &ai{ dzLJA
+T KESRSY 1S Tyl6yS KSUSNRISTALBYRSRY QDO & D NE
FGRPO 2aYS LRGS Qedt SyAfA K2Y23aSyy N N2y dekor vy d
LINE OSRSY S |dzi2ft 23y N GNIyaLdX !l ydlr OA LISNRTFSNY]
aly2adlidySs 0e0K2Y 4S8 JeKyNBhl QR IBFDODNAENT 4 ¢
zpracovani bylo provedeno pomoci programu MedCalc v. 9.5.2.0 pomeginkdestu na
Kt RAYS @eélylYy2aidA Lk nInpod

%S mMup Fyltél2glyeOK LI OASyiGAd o6eft2 c1t OSy
#S1dz 2R Hn R2LIyOA SYSilidd YaSta2 NBWi2lK2 6 Stiyée YesSt2y
#gS aiGtRAdz LL 6A LLL ' ® cc LI OASyi(iA& o6puZy
nNjSi ST OQhdlI CLAH O RSPy (1A oef @ NRITIYSIN 2R ™M R2 Hn

analyzovaného souboruoglava Tab. 7.7.
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¢CFrod TOTD® %t 1EFRYN RFGI

N MHp LI O
+S1 26-84 (med 60)
Pohlavi
a dzO A 58 (46,4 %)
c.Sye 67 (53,6 %)
Typ MIG
IgG kappa 38 30,4 %
IgG lambda 18 14,4 %
IgA kappa 24 19,2 %
IgA lambda 18 14,4 %
kappa free 16 12,8 %
lambda free 8 6,4 %
IgD lambda 1 0,8 %
biklonalni 2 16 %
{GF RAdzY 2y SY20ySyN
IA 13 10,4 %
A 38 30,4 %
A 59 47,2 %
1]3] 4 32 %
1B 11 8,8 %
FLCr
Normalni 66 52,8 %
Abnormalni 59 47,2 %
Follow-dzLJ 6 YSaNOS ¥ 1-204 (med 31)

% O0St1SY wmMup lylfelz20lyeOK T NBtloz2gFt2 11
on LI OASYyGA&A @S aldzllAyS & [oy2N¥NtfyNY LI22YSNBY
L2 YSNHz C[/ oL nZmpod DNIFAOl& 285 aArakdsladS 1 yi
@ OStS &aldzLAyS LINBRGSRSyYyl |yltell {dzydz I GA Dy
a1dzLIAAY Il YA ySoeéft2 R2al OSy2 &aidlidradcAadole &ar3ya
TytT 2Ny Sy ! 1 AN T8 R2bT IOK dz2 N heB, taRijveldian débi doli A & G A
NEt I LJadz dz LI OASYy G4 a y2NXIFEATFON C[/ N o6&éf cj
YSaNOA&Asx G202 18 YILEAYLEYS 21T yIF6A0G 2112 &ftl o
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DN} F 1Tod1d wStl GdABYN [enbtlivieh skapinaeho 2 g1 yé OK LI OA S

Relativni ¢etnost relapst ve skupiné s normalnim vs. abnormainim FLCr
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Graf 7.8. Kumulativni incidence relapsu v obou porovnavanych skupinach
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+S RNHzKS 6tadaga lFylrfeie& 2ayYsS aS 1T FYSnAfA L
Ll2 &8RRI Ga |dzi2f 23y N (NF ya&aLX | yadmogehAnE skupiply O 2 &
LI OASyG4&d @& AyAOALEfYN Ft1 A OK2NRoeés 1RS €18
OK2@t yNY OK2NRoe @ L1 RS2ONOK TF+1 NOK 6iGSRe
LI OASy &0 /St1SY 2aYS Iyl AYRADHBNBDEO coldILDA &
{2dzZKNYyt RIFIGF 2R GSOKG2 LI OASyiG& 2&a2dz dz&SRSy

¢CFod ToOyd %t {fFRYN RIFEGF -ikdhtOBSTY 14 & Ye

N co LJ OA
} 26-84 (median
+ S 60)
Pohlavi
a dzO A 32 (50,8 %)
cSye 31 (49,2 %)
Typ MIG
IgG kappa 18 2857 %
IgG lambda 8 12,70 %
IgA kappa 9 1429 %
IgA lambda 9 1429 %
kappa free 9 1429 %
lambda free 7 11,11 %
IgD lambda 1 1,59 %
biklonalni 2 3,17 %
{0t RAdzY 2y SY20ySyN
IA 12 19,05 %
A 18 28,57 %
A 27 42,86 %
IIB 1 1,59 %
1B 5 7,94 %
FLCr
Normalni 35 5556 %
Abnormalni 28 44,44 %
Follow-up (M) 1-204 (med 31

WEl 2SS LI GNYysS A T RS 28 TNB1OSyOS y2NXNIf
ySY20yeOK o681 2KfSRdz yI L126S0G LISROK2T NOK

NBflLWAdz 25 T RS aA3ayATA]I YOS LS| dFLAGE 2S00 ¢
R260& R2 NBflLlAadz 2S5 @S aldzalAyS a y2NXIfATION
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R2al OSy> +612tA o6& LRRtfS LISRLR{1flIRA YStz2
TytT2NYySYyl @ DNI Fdz 1TOpd

Graf 7.9Y dzYdzf I G A BY N AYyOARSYOS SBWNRLAEIda drd JLOI¢cOA Sy G &
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Souhrn k bodu 7.2.

bl OS RIFi{il ySR24al Kdz2N adlrGAa0A01S arayAiAFajg
aF Yl y2NXIFEATIFIOS C[/ N YStIl 2F1éel12fA LINR3Iy2:
LI OASYy (G4 a Yy2K2WSliydyy Ye&iR2IYSNWAG yI FlL1id=
dldzLIAye (1 @0 aGNARAYy3ISYyld 12YLIX SGyN NByirAasS 28§
OCdlG2YSUNAN T ¢g6StSYy @eft2dz6SyN LINIG2Yy2a0A 1
TFANY ySYyNyd 2vil FREINMRALR Oyt T 2S2N T GSRSYyN
sohledem na novou kategorii tzv. cytometrické kompletni rem&eovymi terapeutickymi
Y20y2aiYA 28 KEtSRtyN Kf2dzml1é& 12YLXSGYyN NBY
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LI OASY (i 4 o-dAB I ONRRAMIIY S NUziAyy N @& 0Sin2dt yN
dzy2 Oy N Rt S NRBIT @N2SiG YSiG2RA1dz aft SR20t yN LI O

GnSolF &S TFYSnAG &LINOS yI KiSRtyN 1f2ydz 21 1
molekularnRA I 3y 2a A1 e ySO LldzZ S yI &t SR20t yN LINER
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ThPod {(ly20SyN @2ftyeldOK tSK1&O0OK nSGiST O4 LINE L

t NBYN LIRT 2NRGt YN dz yI OAOK LI OASy(i4z 10SNE
&S 2LINN} 2 2SRy2i(ftAGS LhNLIReX ylI yAOKO 1 8
Y2Kfe& o0éel 26S1t @dtye RtftS tA0GSNI NYNOK LInjSRLIR f

VLInjN LdtoPp&cientky2 S T y+ T 2 Ny Sy  Lddtiplets KolekuReldi @S RA &
C[/ RftS 26S{1t OIySKz2 @e@g22S RfS fAGSNI NyYNOK
sdzZNBAGeéeyY 2L ORSYNYSZ | LA NBtl LAdz 2yS20ySyN
LInjSRILE 1de YStl aLfz2g@l i GSGOAYlF LI OASyG& oOA

DN} ¥ todmMnd tnNlfIR LI OASYyGlr & 26S1t dlyey @eég
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bl RNHzZKSY LInN{f !l Rdz 0 RNJpaciniky mkieré doéhaz2 dz @ é
kaAdGdzZ OA 1T OStizA | 2REBA QY SEL Y2LBPDASYy (1l GSRé R20
FfS LRYSNI O fizf AaOUBBEYONRT YST N L2 OSt2dz R2 06 d:
pacientad S6Soy2dz 2RLIZ2ISRN &S T0B@SIG nySSIN2 2N (St y é )

DN} ¥ 1 omm®Sy N & | (RNJBJHEOS LI G2t 23A01éY NBIT YSIN

=——index_ELISA  ==——index_FREELITE
0,05
0,04 /™
0,03 /\ \
oo / 7'\ N\~
002 1 / / N\ /N O\
0,02 \ / h__w/ \ P / \ N
00l | \Vl \
0,01
0,00 T T T T T T T T T T T T 1
lden/1 11.den l.den 1l.den l.den 1l.den 1.Den 1l.den 1ll.den 1l.den 1l.den 1.den 1l.den
cyklus 1.cyklu 2.cyklu 2.cyklu 3.cyklu 3.cyklud. Cyklu cyklu 5.cyklu 6.cyklu 6.cyklu 7. cyklu7. cyklu
25,00
o \ /__//
15,00 \_\/\//\_—v
10,00
5,00
0,00
= Paraprotein
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51 f ONY LIp3ILIJE ORSYG28EDNI F 1T OMNBD G LIAUR @ yB& 20F
1 g8 0dz2S &S (12yO0OSyGaNIrOS cC[/ X FfS qhkeddid SGyN
interpretace2 SRSy 1 S adNI St yé &KL LINRD f B Aaze QIRPSYR 2LINNAY ¢
OK2NRoe ylI T+1tFRS C[/ OKeéoyS @GeK2RYy2iGAfAZX
12YLX SGYyN NBYAaS 2ySYy20ySyNo ®%RS 2SS ydziys
podenjSY N y I NBflI LA 2ySY20ySyN ySLRIGNRAT2I (¢

fenomén.

DN} F TOMH® tnN{tFR LI OASY(dl a ylINAadGE2NONY C

=——index_ELISA  ==——index_FREELITE
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t2af SRYNY LIN]1ftFRSY 2S5 LJ OASylhormaliga®i{ ® 6 DI
C[/NE FtS adGttsS T a&aidt ot RSGS120F0GStye {2YL3X

adl gdzz LI OASYydl1l o6& LRRES C[/ N YStlI oeld @
FfS ySYNI yI2RF|ORYSY2ORESGNWE NBOKES T LINRINB

DN} F 1TodmMo® tnN]fFR LI OASYGlr & y2N¥XYtfyNY C[/ N

index_ELISA ——index_FREELITE
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01
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Tyto klinické rozpory lkiterarnimi daty nas vedly ky I f éT S NRBOKf 23& 0 A
2SRy2Gft ABS fS1@& dz cetizBopnotiy yddzlma $rdysl iyhodrio®vaii & &
6Fay2dzdi QERABWESE Yy GENNLK RYER YRDN' Cf @ dzOA
C[/ o0& Y2Kf2 YNiI ytatSRyYyS A S{12y2YA01S R2LJ
YSg6AYYy2dz RN} K2dz £t S60dz RnN@BS®
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Celkem bylo vyhodnoceno 265 nemocnydidid vNA T y & OK T HYISNVOK 2 yCY

.Ny2 | T Cb INIRSO YNIf20Sd =+ OAmbddukd intgk@iy 2 Oy N
Y2t S dzf @ a L Disdozicivgstixiky ahalysy FI.C. Do hodnoceného souboru nebylo
Y20yS TFnlRAG A &2 ySY20yeOK Udz R &2 RugAy SAjING &

12YLX SGYyN Y2fS{dzZe& aLD® bSY2O0yN o6e&fA fSESYA
02NIST 2YA0SYDd [S6S0YyS 2RLI2OSRA oefe @JeK2RY:
OKI N} 1 0SNrRalGA]ll arapdm2 NA ySyz20yée oK 2SS @
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Crod TOPPY %t 1fFRYN OKFNF1TGSNRaAGAlE ySY20y
bortezomibem
lenalidomid thalidomid bortezomib
Parametr N=75 N=75 N=114
+ S LInjA T I §
(roky)
Median, mirmax 66,2 (51,477,1) 67,4 (37,183,1) 65,9(39,886,7)
Pohlavi
a dzO 44 (57,9 %) 26 (34,7 %) 58 (50,9 %)
i Syl 32 (42,1 %) 49 (65,3 %) 56 (49,1 %)
I L Al 20Fyé N
RAD 19 (25,0%) |CTD junior|25 (33,8 %) |CVD senior |30 (26,3 %)
RCD 9(11,8%) |CTD seniol37 (50,0 %) |CVD junior [22 (19,3 %)
RCP 4 (5,3 %) Ostatni (12 (16,2 %) BDD 9 (7,9 %)
RD 25 (32,9 %) VD 11 (9,6 %)
RP 8 (10,5 %) monoterapie(9 (7,9 %)
Ostatni [11 (14,5 %) ostatni 33 (28,9 %)
/ St 1{20é LIR6S
Median, mirmax 7,6 (4,0-11,0) 6,0 (4,012,0) 6,0 (4,013,0)
Typ MIG
[s[€} 52 (86,7 %) 38 (64,4 %) 40 (63,5 %)
IgA 8 (13,3 %) 18 (30,5 %) 20 (31,7 %)
oba 3 (5,1 %) 3 (4,8 %)

¢aLl) f SK] SK2

Kappa

47 (61,8 %)

43 (57,3 %)

71 (62,3 %)

Lambda

29 (38,2 %)

32 (42,7 %)

43 (37,7 %)

t 2 6L3ISROK21T N

0 13 (17,1 %) 9 (7,9 %)

1 3 (3,9 %) 39 (52,0 %) 49 (43,0 %)
2 17 (22,4 %) 23 (30,7 %) 40 (35,1 %)
3 a vice 43 (56,6 %) 13 (17,3 %) 16 (14,0 %)
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TdOodm Y2NBEIFIOS §S6S0yS 2RLI2OSRA alLD @SNRERdza C

% R2&0dzly e OK RIaiSRyetys @tysS Q2 NBlidzed® L2 1t S
BOSYA GnSYA Ftyltelz2dryeyYar fS1e& @ LINAOSKdz OSH
BOSOK LINNLI RSOK adlrdAadAO]R6aTabINMA.FAL I YOGYN OL

i

Velmi zajimavé vysledky dostanerhdnjA L2 NP @yt yNX T Rl L}R1f Sa

korelue sSYAYAYtL fyS &adaGdSayey LR1fSasSy c[/o ! TRS L
dochazikR LI 6 pe ¥f SR1a4YSX (SRe 2LBREYS20RYHzOLIENE Ba G
FLC, atou 132mMc X 2 LI OASy G & f S6lF 6 SKidzdylupl f A R2 Y

ySY20yeOK fS6SyeOkmdKy t:3 R3 VY A WSIE COBLANBRIEAT SCGi[ /a0
tak i bortezomibem (9,2mMn I T 3 0 @ [TS dzl F OnjNi = -168%)dwl LI2 Ra
f2A0iSye 6lFayS20ON LR1fSa vmaLD VIDOASYHazZ! @52 f
£ FNYdzZZ2NON I YA&O&windikdd2 g § @& dz=OAGN C[/ &

DN} F TodmMn® 58yl YAll C[/ dz ySY20yeOK fS6Syec

100 ~
e 80+
>
o — kappa
- -
o °0 — lambda
X —
E 40- kappa/lambda
c — MIG
=)

20 -
0 I I I I I I I I |

O 1 2 3 4 5 6 7 8
Pol et cyklT
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DN} ¥ ToOmMpd 58yFYALlF C[/ dz ySY20yéeOK fS6SyeéeoOK
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- 60 — lambda
X
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DN} F TodmMc® 58yFYAQllF C[/ dz ySY20yeOK f S6SyéoOK
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Tab. 7.10. Korelace poklesu kappa/lambda a MIl@drotlivydh cyklech u nemocnych

f S6SyeOK Syt AR2YARSY

lenalidomid thalidomid bortezomib
1.cyklus|4.cyklus| 1.cyklus| 4.cyklus| 1.cyklus| 4.cyklus
N N=68 |N=59 |[N=60 |N=51 |[N=99 |N=90
Spearmanov
korelace 0,557 |[0,664 0,445 0,506(0,533 |0,608
P <0,001 |<0,001 [<0,001 |<0,001 |<0,001 |<0,001
CFod TOMMDPY {NRDYtL YN L21fSadz fSaLkRz 2 Hp
lenalidomidem
t21tSa aLD |f SaLkz
1. cyklus, N=68
Ano Ne
t21€tSa 1 LI k £|Ano 37 (54,4 %) 8 (11,8 %)
25 % Ne 9 (13,2 %) 14 (20,6 %)
p=1,000, testovano McNemarovym testem
t21ftSa aLD | fSalLkRz
4.cyklus, N=59
Ano Ne
t21€fSa 1 LI k £|Ano 37 (62,7 %) 6 (10,2 %)
25 % Ne 9 (15,3 %) 7 (11,9 %)
p=0,607, testovano McNemarovym testem
TPo PR RR&HAI OSYN LINDBYN fS6S0yS 2RLIRZ2ISRA o[ ho

WS ySLRLANFGStye FIL1d2 OS C[/ YlIa2aN @géeN
Y2fS{dzZ I alLD® [23A01& (GdSReé 26S{1t ©@dtYS RSt ON
LINfNLJ RS a L Di®A 519NIA WNIz2 S Yjake poklesdnin 20R26J Bidsiioty (tedy
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minimal respons&c aw0 X YA OSYS LI 1 LE2NRBOYI G NBOKft2ald (
analyza ukazuje velmi obdobné vysledky v obou skupinach. Tedy pokles 0 25 % u FLC 1,2

YSANOBSZB B IYINE f Sy f ASRZYIAR TLINRE Mi KF S SANRGHAAGRN I ™
LINE O02NIST2YAO0D + LINNLI RS (1 2YLX SBY)NproY2t S c
lenalidomid; 1,2 0® Zc 0 LINR (KI f A R2-7,3)RPro bortemoiib. R¥z8i NOS «

nejsou statisticky vyznamné a toto plati @oO S OKy & Ay A 94, G@fera#8).0¢ | 6 P

¢CFod TDOMHOD 2|
YSYZOYéOK

R2al OSYyN LINDYNAYSASEBEHOo2
f Syt AR2YARSY

214 R2 fS68S
dle poklesu kappa neb{[ AYAS f S608
fFYORI oYSap

_ _ oD

Primarni terapie| 1. relaps 2. relaps
relaps

N N=13 N=3 N=17 N=43
Median 1,2 3,1 1,8 11
Min-max 0,8-3,2 1,0-3,1 0,9-4,2 0,8-6,7
LogRank test 0,368
214 R2 fS68S
L R [ AYAS fS60e
RfS L21fSadz

. _ o®

Primarniterapie | 1. relaps 2. relaps
relaps

N N=13 N=3 N=17 N=43
Median 1,2 3,1 1,0 1,1
Min-max 0,9-3,7 1,0-3,1 0,9-3,3 0,8-6,3
LogRank test 0,582
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¢t-od Tdmo P 24 R2 R2al OSyN LINIiN
f S6SyeOK (KIfAR2YARSY
214 R2 fS6S0y
poklesu kappa nebo lambd [ AYAS f S60¢€
OYSaNOSuy
Primarni H® | D3
_ 1. relaps
terapie relaps
N N=39 N=23 N=13
Median 11 1,0 1,8
Min-max 0,8-8,0 0,7-9,9 0,6-3,8
LogRank test 0,602
214 R2 fS6S0y .
R ) [ AYAS f S6o0e
L21t Sadz aLD o
Primarni HO | B
_ 1. relaps
terapie relaps
N N=39 N=23 N=13
Median 1,2 1,0 0,9
Min-max 0,8-3,6 0,7-3,8 0,6-2,9
LogRank test 0,948
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¢Lod TodmMnd 21 a R2 R2al OSYN LINDBYNtAGESOYS68E
ySY20yeOK fS6SyeOK 062NIST2YA0SY

214 R2 f£S6S )

[ AYAS tS60¢€
dle poklesu kappa neb
fFYORI oYSapN

_ _ 0od I @8
Primérni terapie| 1. relaps 2. relaps
relaps
N N=9 N=49 N=40 N=16
Median 15 1,1 0,9 2,1
Min-max 0,54,4 0,33,7 0,53,2 0,7-3,9
LogRank test 0,088
214 R2 ffS68S )
A . [ AYAS fS60e
RfS L2171t Sadz
_ _ od | @8
Primarni terapie| 1. relaps 2. relaps
relaps

N N=9 N=49 N=40 N=16
Median 1,1 1,2 14 14
Min-max 0,82,8 0,65,1 0,64,1 0,7-3,8
LogRank test 0,509
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DN} F 71dmMT®d 21 & R2 R2&lF OSyN LINBYN fS6dbiyS 2RL
f S60& dz ySY20yeOK fS6SyeOK 062NISI 2YA0SY

—

1.0} — Prim8rn?
- — 1. relaps
_“‘c 09 — 2. relaps
o 087 — 3. a vyc
e 0.7t
06}
+~ 05¢t
®©
047}
20.3-
5 02 |
X 01} 'II._::
——
0.0 : : : '
0 2 4 8 10

6
Las (mDsz2ce)

+ cenzorovani pacientio S f S6S0YyS 2RLIRISRA | fSalLkRz

DN} F TodmydY 21 a R2 R2&FOSyNILNBY $atI88Sawp Z
kf AYVAA £S60& dz ySY20yeOK tS6SyeOK 02NIST 2YA0

—

— 1. relaps
0.9 — 2. relaps
0.8 | — 3. a vy

07t
06
05|
0.4t

pod?z2|

0.2}

01} S
0.0 - - -

Kumul at
o
w
[
EJ

0 2 4 6 8 10
Las (mhDs2ce)

+ cenzorovani pacientio ST f S6 S0y S 2RLR OSRA I SaLkRkz
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TOPodod { NBQGytyN NEBOKf2alA LR1fSadz C[/ @ad al

5t ONY t23A01éY {NRBR{1SY oeftl Fylftell LR1¢tS
teraphA S dz LI OASY (AT 1 GSnN A BGIS|6 oMNE ONKSE I 235dacAN PLIY TN
aSYTAGAGBYNOK LI OASyili&asz ySylFa2RSYS T RS LS| g
rychlosti poklesu FLC (84,9 % vs. 75,7 % vs. 70,5 %; p=0,075), ani v ryckiesti G
(72,6 % vs. 62,4 % vs. 62,3 %; p=0,@8HAIT ¢l od Todmpd [T S GSRe
2SRy20Gft A@®eYA fS1e& ySYyN @ NEROKf2adA yit aiddzdz ¢
Fdzyd3dzeN aiSayS NBOKf SO O

Tab. 7.15. Srovnani poklesu kappa/lambda a LD dz aSy T AGA @y NOK LI OASydéa&

Kappa/lambda
1.cyklus 2.cyklus 3.cyklus 4.cyklus
lenalidomid
Median -70,5 75,3 -83,6 -87,5
thalidomid
Median -75,7 78,9 -85,8 -86,5
bortezomib
Median -84,9 -86,8 87,7 -86,6
Kruskal Wallis test 0,075 0,310 0,533 0,938
MIG
1.cyklus 2.cyklus 3.cyklus 4.cyklus
lenalidomid
Median -62,3 69,9 72,1 -73,0
thalidomid
Median -62,4 -68,5 -75,1 -77,0
bortezomib
Median -72,6 74,9 78,9 -79,6
Kruskal Wallis test 0,087 0,250 0,154 0,071
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TPodnd Y2NBEI OS YIEAYLHEYN

5t S

cykdz |

g1 G K YST A

LINjSRLIZ2 1t I RA
odhadnoutOSt 1 2 @2 dz
L2 1T 2 N2 @t yI
LINA 6 S&K dykluvdle IMWG kritérif), a to u lenalidomidu od 2. cyklu, u thalidomidu od 2.
dz 02NIL ST 2YA06dz S @GOSOK
gegz2eSY C[/

Kt 2dzo | dz
11 Gratz2ad

tf S6So0YyS

I R2aidzlyeé oK

f S6S6YyS
OSt120S

n

aiddzRAN
2RLIZ2 OSRA
f S6S0YyS

Oe1f SOK®
I fS6So6y2dz 2RLR OSRNZ

ano (Tab. 7.16. ukazuje data po 2. cyklu pro lenalidomid, thalidomid a pro boritgzo

¢Fod TdmMcd® [ h L2 HP Oelfdz Rt S aLD | C[/
lenalidomid /| St 120t tS6Soyt 2RLI2OSFH

[ S6Soyt 2RLR2J

dle poklesu kappa neb

lambda CR VGPR (PR MR SD+PG

CR (N=1) 0 (0,0 %) [0 (0,0 %1 (100 %) |0 (0,0 %) |0 (0,0 %)
VGPRN=7) 1 (14,3 %) [0 (0,0 %[5 (71,4 %) |1 (14,3 %] 0 (0,0 %)
PR (N=27) 2 (7,4 %) |2 (7,4 %|10 (37,0 %] 3 (11,1 %] 10 (37,0 %
MR (N=11) 0 (0,0 %) |1 (9,1 %|5 (45,5 %) |1 (9,1 %) |4 (36,4 %)
p=0,551, testovano ML Chkvadrat testem

lenalidomid /| St120t tS6Soyt 2RLI2OSF

[ S6Soyt 2RLRJ

dle poklesu MIG CR VGPR PR MR SD+PG
VGPR (N=7) 2 (28,6 %) |2 (28,6 %] 2 (28,6 %) [0 (0,0 %) |1 (14,3 %)
PR (N=25) 2 (8,0 %) |4 (16,0 %] 12 (48,0 %]0 (0,0 %) | 7 (28,0 %)
MR (N=21) 0 (0,0 %) |0 (0,0 %) [5 (23,8 %) |5 (23,8 %] 11 (52,4 %)

p=0,001, testovano ML Ckvadrat testem
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thalidomid /] St 120t tS6S0yt 2RLI2OST

[ S6Soyt 2RLR2 G

dle poklesu kappa neb

lambda CR VGPR PR MR SD+PG
VGPR (N=13) 3 (23,1 %) |7 (53,8 %) |3 (23,1 %) | 0 (0,0 %) |0 (0,0%)
PR (N=34) 4 (11,8 %) |7 (20,6 %) |13 (38,2 %] 2 (5,9 %) |8 (23,5 %)
MR (N=10) 0 (0,0 %) |1 (10,0 %) |3 (30,0 %) |1 (10,0 %] 5 (50,0 %)
p=0,015, testovano ML Chkvadrat testem

thalidomid /| St120t fS6Soyt 2RLRJSH

[ S6Soyt 2RLR2J

dle poklesu MIG CR VGPR PR MR SD+PG
VGPR (N=7) 3 (42,9 %) |4 (57,1 %) |0 (0,0 %) [0 (0,0 %) |0 (0,0 %)
PR (N=41) 4 (9,8 %) |12 (29,3 %] 16 (39,0 %] 1 (2,4 %) |8 (19,5 %)
MR (N=15) 1(6,7%) |1(6,7%) [6(40,0%) |2 (13,3 %]5 (33,3%)
p=0,007, testovano ML Ghvadrat testem

bortezomib /| St 120t tS6Soyt 2RLI2OSFH

[ S6Soyt 2RLRJ

dle poklesu kappa neb

lambda CR VGPR PR MR SD+PG
VGPR (N=25) 6 (24,0 %) |8 (32,0 %) |6 (24,0 %) [0 (0,0 %) | 5 (20,0 %)
PR (N=39) 4 (10,3 %) |11 (28,2 %) 10 (25,6 %] 2 (5,1 %) |12 (30,8 %
MR (N=12) 0 (0,0 %) [0(0,0%) |4 (33,3 %) |2 (16,7 %]6 (50,0 %)

p=0,016, testovano ML Ckvadrat testem
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/| St120t tS6Soyt 2RLI2ASF
[ S6Soyt 2RLR2 G
dle poklesu MIG CR VGPR PR MR SD+PG
CR (N=1) 1 (100 %) |0 (0,0 %) |0 (0,0 %) [0 (0,0 %) [0 (0,0 %)
VGPR (N=10) 5 (50,0 %) |5 (50,0 %) [0 (0,0 %) |0 (0,0 %) |0 (0,0 %)
PR (N=35) 3 (8,6 %) |14 (40,0 %] 7 (20,0 %) |0 (0,0 %) |11 (31,4 %
MR (N=30) 2 (6,7 %) |2(6,7%) |17 (56,7 %)]3 (10,0 %] 6 (20,0 %)

p<0,001testovano ML CHkvadrat testem

Vyberemeli do analyzy pouze senzitivni pacienty (pokles o 25-% Mebo volnych

nSa ST O4v s

t SK1 e 0K

L2171t Sasy

aLD A

cl/

lenalidomid po 2. cyklu terapie).

Y40SYS
I OS tb] 2% 3sda p®d RKAKWIRR pro Y |

2 LIS

L1271 2NR G

¢CFod TOMT® { NRBOYtYN LR1fSadz ItSalLkz 2

2RLIZ2OSRA dz ySY20yéOK fS6SyeOK fSyrfAR2YARSY
/| St120t tS6Soyt 2RLIR2JSF

Pokles kappa nebo lambd

po2.0&{1fdz I f SALUCR VGPR |PR MR SD+PG

Ano (N=46) 3 (6,5 %) |3 (6,5 %) | 21 (45,7 %] 5 (10,9 %] 14 (30,4 %

Ne (N=24) 1 (4,2 %)|0 (0,0 %) |3 (12,5 %) |3 (12,5 %] 17 (70,8 %

p=0,007, testovano ML Chvadrat testem
/| St120t tS6Soyt 2RLI2OSF

Pokles MIG po 2. cyklu

I f SaLJ2z 2 Hp 4CR VGPR |PR MR SD+PG

Ano (N=53) 4 (7,5 %)|6 (11,3 %] 19 (35,8 %] 5 (9,4 %) [19 (35,8 %

Ne (N=19) 0 (0,0 %) |0 (0,0 %) |4 (21,1 %) |3 (15,8 %] 12 (63,2 %

p=0,042, testovano ML Chkvadrat testem

t NEOfSY GSG2 lyltéeile 2SS ytat SRdz2NONOD

12NBt O0S YSIT A
LI OASYy G4z

Yy20aioN

f S6S6y2dz 2RLIZ2 GSRN
1GSnN A
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progrese choroby (25,60 n=n 22 LINNLI} RA40d ¢2GSO LI LGN A LI
ToOmMy ® dzZl 1 dz2S GSyid2 L32RNf dz €t Syl fAR2YARdz |
YS2YINJ FyiGyS2ON® bl 2LJ 1 dz YSNBI IdRBINBEROK LI O
HpIm 22 f SLION ySO LI NOAtEYN NBYA&ASP hoR S
loéegdl 2NONOK fS14x G2 GKFIfAR2YARdz | 062

>

pokles MIG po 4. cyklu pro nereagujici pacienty (viz. TablR]}8

Tab 718{ N2 @yt yN LIR2{1tSadz ftSalkz 2 Hp 2> LINER a
ySY20yeOK fS6SyeoOK (KFEfAR2YARSY I 02NIST2YA0
lenalidomid /| St120t tS6Soyt 2RLIR2JSF

Pokles kappa nebo lambd

LJ2 no Oeél1fdz I|CR VGPR |PR MR SD+PG

Ano (N=43) 2 (4,7 %) |5 (11,6 %] 20 (46,5 %] 4 (9,3 %) |12 (27,9 %)

Ne (N=16) 1 (6,3 %)|0 (0,0 %) |3 (18,8 %) |2 (12,5 %) |10 (62,5 %)

p=0,052, testovano ML Chvadrat testem

lenalidomid /| St 120t tS6Soyt 2RLI2OSFH
Pokles MIG po 4. cykl

I f S&ALJ2% 2 Hp |CR VGPR PR MR SD+PG
Ano (N=49) 3 (6,1 %)|5 (10,2 %] 21 (42,9 %] 5 (10,2 %) [ 15 (30,6 %)
Ne (N=13) 0 (0,0 %)[0 (0,0 %) |1 (7,7 %) |2 (15,4 %) |10 (76,9 %)

p=0,009, testovano ML Chkvadrat testem
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ClLodP TOMPD
ySYy20yeoOK

{NRPOYyt YN L]t SGSE 1121054 LI2%6 SH Y 8 p 2F
f S6SyeOK GKIFIfAR2YARSY | 02NIST2YA0

thalidomid /| St120t tS6Soyt 2RLIR2OST
Pokles MIG po 4. cykl
£ Sall2z 2 Hp 4CR VGPR PR MR SD+PG
Ano (N=47) 2 (4,3 %) |11 (23,4 %] 19 (40,4 %] 1 (2,1 %) | 14 (29,8 %
Ne (N=5) 0 (0,0 %) (0 (0,0 %) |0 (0,0%) |0 (0,0 %) |5 (100 %)
p=0,026, testovano ML Ghvadrat testem
bortezomib /| St 120t tS6Soyt 2RLI2OSFH
Pokles MIG po 4. cykl
I f SaLJ32z 2 Hp 4CR VGPR PR MR SD+PG
Ano (N=67) 9(13,4 %) 20 (29,9 %] 23 (34,3 %] 2 (3,0 %) (13 (19,4 %
Ne (N=23) 1(4,3%)(1(4,3%) [0(0,0%) |4(17,4%]17 (73,9 %
p<0,001, testovano ML Chkvadrat testem
TPoPpd | 2RY20SYyN LINSOAGN LI OASyG&4 RtS tS6Soy
I LI OASY (A tS6SyelOK WEDAYSYeROGSDYW I EIfR2 K2
Ot Ryeée adGlrdiraiaarodole geilylyyé NRBIRNf FyiA LINBR C
nemocnych (Tab. 7.20. a Graf 7.19.).
¢Fod TOHAdP t NfjSOAGN LI OASy i & NBIFIIdz2NONOK Rf S
[ S6Soyt gl pdRIBSq[ S6Soyt 2RLIR Y
PES kappa nebo lambda po 4. cyklu[ MIG po 4. cyklu
. |orr . |orR
hww Y SRZ_ « . |hww yYSRZ_ -
R2al OS) R2al O
N N=17 N=23 N=16 N=25
Median 12,8 15,0 12,0 14,9
Min-max 3,6-26,1 2.931.5 2,931.5 9,526,2
LogRanktest 0,064 0,190
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_ [ S6Soyt 2RLI2OY[ S6Soyt 2RLRY
h{ 2R - Kt g
kappa nebo lambda po 4. cyklu| MIG po 4. cyklu
__ |oRrRR __ |oRrRR
hww Y SRZ_ « . |hww YSRZ_ -
R2al OS) R2al O
N N=31 N=29 N=27 N=36
Median 29,3 30,1 29,3 30,1
Min-max 6,7-29,3 9,042,6 6,7-42,6 8,830,1
LogRank test 0,966 0,941
DN} T TOMPpD | $t120S LINSOAGN o6h{0 REtS C[/
t S60¢e
e LO dle poklesu kappa/lambda po 4.cyklu
:1'0' — ORR nedo
- 097 — ORR dosa
o 08¢
S 07t
.06}
~ 05}
© 04}
5 03¢
€ 02+
>S5
o 01}
0.0

10 20
Las

30 40
(mMNs2ce)
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LO dle poklesu MIG po 4.cyklu

— 10r — ORR nedo:
%0.9- — ORR dosat
o 08¢}
2 07¢
. 06F
~ 057}
T 04t}
5 03¢
€ 02}
>
o 01y
0.0 - : : - -
0 10 20 30 40 50
Las (mhDs2ce)
I LI OASYyil4d tS6SyeOK GKIfAR2YARSWIMNGE RBE2A
K2RYy2O0SyN aLD | R20& R2 LINRPBINBaS 2ySY20ySyN
aldlridraidraole geiyryye @lark oef T 2A0GSy YSIA

LINfSOAGNY O0h@SNItf &adzNBAGEET h{bnNoloR$ KBARY %1
f S6S0yS 2RLRISRA RfS aLD YyA12fA0 0¢CIO0OP TOHMOD
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¢to ToHmMD tnSOAGN LI OASYy(G A& NBI 3d2eNONOK Rt S
PES [ S6Soyt 2RLIROJ|[ S6Soyt 2RLRO

kappa nebo lambda po 4.cykl| MIG po 4.cyklu

. . |ORR _ . |ORR
hww Y SRZ_ < Jhww YSR2|._ -
R2al OS R2al O
N N=6 N=34 N=4 N=32
Median 13,1 19,2 11,2 18,8
Min-max 4,6-18,8 5,1-35,0 4,6-16,0 5,2-35,0
LogRank test 0,794 0,036
5 [ S6Soyt 2RLIRO|[ S6So0yt 2RLRJ

h{ 2R - Kt g

kappa nebdambda po 4. cykly MIG po 4. cyklu

__ |ORR __ |ORR
hww YSR2Z|_ J|hww YySR2]|._ -
R2al O Rz2al O

N N=13 N=44 N=15 N=39
Median 33,9 45,8 45,8 41,9
Min-max 10,041,9 5,2-45,8 |[10,045,8 5,2-43,9
LogRank test 0,017 0,404
DN} T Tdund /St120S LINSOAGN oh{0 LRRtS

GKIFIf AR2YARSY LR

10 ¢

pod?2]l
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0.6
05+
04t
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Kumul at .
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LO dle poklesu kappa/lambda po 4.cyklu

— ORR
ORR dosa

nedo
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LO dle poklesu MIG po 4.cyklu

— 10+t — ORR nedo
o — ORR d
-00-9' O0Ss a
o 08¢
207t
.06}
+~ 057 e
© 04}
S5 03¢
€ 02¢
=)
2 0l
0.0 : : : -
0 20 40 60 80
Las (mNDs2ce)
I LI OASyi&d tS6SyeOK o02NIST2YA6SY 2avYs =21
2RLIZ2OSRA RfS alLD LINB t Q{p== ny A& MO SAO LJr nLaNeH  hls
byl pak zaznamenan jakvnjNLJ- RS alLDx Gl 1 A C[/ | ;8dt MM

gad® mMy>Xo YSaNOST LIranznnyod |
(Tab 7.22. a Graf 7.21.).
Tab.7.22.8{ | h{ LRRtS aSyilAGdAgArite LI OASyilé
PES [ S6Soyt 2RLI2 OS|[ S6Soyt 2RLI2 DS
kappa nebo lambda po 4. cyklu | MIG po 4. cyklu
- - . |ORR . . |ORR
hww Y SR2|._ « . |hww YSR2|_ - .
R2al OS R2al OS
N N=21 N=55 N=25 N=46
Median 14,1 17,1 11,8 154
Min-max 4,4-40,5 6,4-37,3 4,4-37,3 6,940,5
LogRank test 0,141 0,020
(2R T|-K+as[$6sow 2RLI2 @S[[ S6Soyt 2RLIR2 BS
kappa nebo lambda po 4. cyklu | MIG po 4. cyklu
hww ySR2 ?RR <. |hww ySR2 ?RR -
R2al OS R2al OS
N N=35 N=65 N=40 N=52
Median 33,9 41,6 34,1 41,6
Min-max 7,069,8 8,359,8 7,069,8 8,2-50,2
LogRank test 0,536 0,406
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DN} F Tdumd / St120S LINSOAGN 6h{0 LR2RtS C[/ |
f S608
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Souhrn ke kapitole 7.3.

v @ge0S dz@SRSyeOK (1ftAyAO1éeOdOK LINlflIRA | L
L26Gdz LI OASy G4 geLXeogts OS LihjNyza aft SR2dt yN
2RLIZ2 GSRA dzaySVaS0ywmliKkzLy S K2Ry 2(0A0Sty2dz 12y 0S8,
zSfl T lySRolGStyed WSRylF]l FlL1GZ OS NRBOKf2al
yST gekK2Rzdz2S &BINg2 GSIYNe G(G[ /a0B Yy RFENRYN StS10N

82



Y2RSNYN € S606F Fdzy3dz2eS ylLG2tA]1 NBOKfSm OS 28§
f S6S0YyS 2RLIRZOSRA® 52 2S0GS GSGONOK gailtN &ac¢
f S6S0yS 2RLRISRAD® % @e0S dz@SRSySK2 2SS LI Ny

YNI 1+t OS8S IO dz on 22 LI OASYi(l4A yI1Zy§¥B8OR2&BENS
LINBRA12GtY yI TH1fFRS C[/® '&aA ySait gl OySaOoN
Yy TH1fIFTRS Y2yAil2NAy3Idz C[/ RzadGt @t yYS gL YS

af SR20t yN alLDd {2dz6l aysS 2S5 LInéM@asayzablE vIMNE v |
FyA yI 0St120S LINSOAGNT FyA yI LINBRA]TOA R26
GSNI LIAAD® S @GOSOK G(SOKilz2 2KfSRSOK 2SS (SRe
YFEEAYHEYN 2L GNY28GN | NPT K2Ry SSFENQPRATL T SI6K
ySY20yeOKsE RS ySyN @edzOAGN &0l yRFENRYNOK LX
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abnormalniho FLCr toto s jistatotvrdit nelze. Na toto téma prozatim nebyly provedeny
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dGdzZRAA Omo X souboi nemoamychisIMipo gltolGgSiYransplantaci byla
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f Optiméalnim diagnostickym vystupem jepisi obsahujici: typ Ig paraproteindzZNB Sy N
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1 Pro stanoveni kompletni remise (CR) je nezbytre¥edeni imunofixace jakmile MIG
1tSayS LRRIRSEEDNGINY $AFAOSGn23 ON YSiz2Re
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