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TGF- 3935@ Mmoo 530030L980560 Lodlogbols dJmbg 3s309bEgddo

Bobm 6565351, bmgom 99EH™Mg39eol, gomeyo 4omcMymdosbo?, 1065000b Bodmgsbo!, bmbs xs6o3sdzoeo!
10999600l ©J35635396E0, MdowOliol bsbgdfoxgm Lsdgorobm »bogzgdlo@gdo, mdowobo,
LodoMmM390 M 2Jor¥Mo0L 35O GHSTI0EH0, MdOOLOL Lobgwdform Lsdgozobm Mbogzgdlodgdo,
00000, byJoMNz9gwM
3LEMg@o:

d9bsg9eo0: TGF-B-b gdudMglos bJoMo 0dsEHgdl 0ligmo 9935 Y0JdI0L EOMUL, MMAMOOFE SMOL
53m30L900560  3OMEglo, BMPds s  BOd¥GMbBMwo  Jsmmermyos.  TGF-B-U wopsboo
@w0oIBMOENOMHO  MXMIIOOL  ob30056MdOL  FMOZ3oe  3OM3gbdo  dmbsfoergmdl.  TGF-B
350630000909 LEGH0dMl 53¢0gbl WgOMZ960 MY MIEIOOL FobsdmOHdYLMS OFRIMY6E0SEOLS
@5 3OMEORIM530580. ¥9MMZ560 MRl F0bsdmMd9wgdbg TGF-B-b Hom@gbmds dgodwgds
bb3o05Lbgs d0MEMA0MO 9x39JAHL  FoBLIBEOZMZIL. by Togowoms®, vy TGF-B-U dowown
3M6396GHMo305L ©gMHM3z560 MXMgIdIOL [0bsdMMdIIdDBY 506300060 9dqw0 dmddggds 5J3L,
Q05 MHgddo ol Fgodergds FobE0dNY0MmgdgEr0  2obEaL, A9BLIIMMIO0m VIHM3960
MX090900L  HobsdmMmdgms 08 xamxkdo, MMIGELsE  809WMOEIOHO0 MR MHJOJd0L3II0
396300000930 3500 5EPBIMMDYS 593U.

$0obs9gdotg 33e9g30L FoBIBL FoMBmoygbs 3935GHMEMma0m®mo 530308930560 Lodlogbols
dgmbg 353096@900L 39Moxzgmome Lobbedo TGF-B-U 99339 mdoL  AobLYBO3MS s dolo
3MEOG5300L g0 Lol Mo sbmgdol LOLbEPOL B0MTEMJYGMHGOMNb.

dsLoews s 9gnMmEgdo: 33093580  Boghmm  3935GMEma0®mo  53m30L9d0s60  LodLogbols
©05360mBol 3Jmbg 7 35309630, OHMBYEMS3 09053090 B39690000 Bom@ oMo Ldwgbgd@Emdos.
96O® 153D EHOMEM XMRBL HoMTMOYG6S FGsdsTolo slo30L 22 K 9BIG YO 35309630, IgmMg
L53MBBHOMM XML 30 9 B3wYhgdBH™IoMgdMEo 35309630, Loss  L3wgbgdBmdools
0965300 B396900L dobgbBo 6 gmazows 93m30L980560 Lodbogby 96 sMEH™oIMbMGO
Q593500900.

TGF-B-b 3m6396GHM5305 39M0R9M0ME Lolbedo As6oLIBOZMS 08MbMAGMTI6E IO 650Dl
Lodwgoegdoom (eBioscience, USA) dmdfimgdeol obb@medgool msbsbdsc.
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353096& 700l Lolbeol LsgHMNM B3 OHB0IB 35645608MdOm LOLEJIME Sbgdom oM 3gMHgdL,
X O90900L: 903m30GJO0L, 6goBHOHMBowgdolL (N), odxzmiEo@gdol (L), 06Omddmizo@qdol (P),
dmbmEo@ 900l (M) s 390maemd0bol (H) 0sbsggotmromdgdl (R): NLR, PLR, PMR, HPR, HLR, LMR,
31939 LoLEBYIMMO  9Bmgdol 0bgdul - SII s byo@GHOMBOW-WoIRMEOGHOL  BsMMOOL
Po0mgdmeml - ANLR.

3309306 3993g00: TGF-B-U mby 3gds@mwmyom®mo 53m30L9d0560 Lodlogbol (3s) dJmby
35309639080 Lo®ambm goblbgs3gds Tgbsdsdolo sBo3MdMO30 X bIOGMYo 3MbEMMEOL
9mb5399900Lyeb, FogMs8 56 goblibzogwgds B3wYbgdEMoMmdMEo 353096@gd0L LozmbEHMME™
X3IBOL  9b65Ma0mH0  dMbs(399900L0. TGF-f 56 3mMgeomgdl B3z9bl dog dglhogwroen
LobEgdemo 560900l Lolberol d0MTs639MYdMb.

153090 Bodyzgdo: T7GF-f, 3905¢502¢M30960 5300320L980560 Lodboz69

dgbsgoeo:

3oBHMBLBMOI0Mdgo  BOHOL  BodBHmOo  dgds  (TGF-f) bmMdsgrmdo  39dm3mgbob
d6003690mgobo  MgammsBmmos. TGF-B-U Ggamsgool ©@sde3g3s  bbgoolbgs
3905¢)MMmA0MH0 530030900560 LoALOZbOL Q630G SLMEOM©YdS. dmerm {iegddo
83996b5¢0Mmd0L sH50 1S gdgOOL sbYMAZ0L F0bYO35, 35309bGHMS O Boffoel Fo0b(s
Q5935Q0900L 93000030  MZ0MIMIdS.  93m30L9d05b0 MR MgIdoLmM3zol  Lodlbogbols
9036OMa0Mm9dm  Jdbol ©od3o3 60dsl, MMmIgeoE 033l dsm 0dbmo  IMIMOGOOLASD s
bbgoolbgs  mg®adoolyeb. [1]  Lodbogbols  803MMysmqdml  Tgbfogws 3603369 m3560
@0dxmdoqabgboll s ool  odsmm  MBoLEHIBEHMOOL  obgz0maMgdol  JobgHgddo
396 33930Lm300L. SHSEPO 33¢093900 IMHAMBL JoEBIBLGMOT0MYOIE BOHOL BoJE™ME dgEL (TGF-
B) 9600369m3z6 OBy  Leom®o 93003090060  LodLogbggdol  FogMMYIMmIMU
990 0©Mq05d0. 09939, 3905@MEMP0OHO 530030900560 Lodogbgdol ML dolo Gmero
6530005055 3bmdoo. [2] TGF-B-b Lobiogboenm aBs dMsgse Y Mg 3GMm3gbdos Rs®mvyeo,
9L 30 39L9d0s: BEOS, F0RMS30, JJBEMIXMIIWO FoEMOJLol MgIMEOE0MYds, 0635B0S
009bmGmo  Lmddgbos. TGF-f-U gdudmglios BAoGMms@ 085@JOL 0lYMO  9935©YOJOOL MMV,
OMAMOH0E 5MHOL 5300308900560 3OMEgLO, bMYds o BOdOMBYEO Jsmmermyos. [3] TGF-B-U
0ydbo  0IBMOEMOHO  MXMJOIOOL  A3B30mMMgdol IG5 IBM3gLdo  Jmbsfoggmdl,
35290MO©  MIXMIOMWO  bsBol  goblobegz®sdo s  0dMBMG  Mgamsi3osdo.  TGF-B
3506300060909 LEGodMwl 53egbl WgMM3560 XML H0bsdmEmdYLMS ORIMHY6E0SEOLS
@5 3MMoxgms305do [4], [5]. TGF-f-b Momgbmds Ggodergds goblabmzMmegwogl bbgswalbgs
d0MMR0IM 939JAHL ©IOM3Z560 MXMYIO0L H0bsdmEMmdYWYdDY. Sbg dogomoms©, ) TGF-B-U
oo 3m6396GHM305L W9MM3560 YN MgJd0L [HobsdmMmdgdbg 350630d0Mgdqwo dmddgrgds
593L, @905 EMBYdTdo ol Ggodergds FsBEGH0MWOMHGOIGO ObEIL, AoBLIIMIMYIO0m VIHM3560

MX090900L  Hobsdm®mdgoms 08  xamxkdo, OMIGELSE  809WMOEOHO  MYXMHJOJd0L3IG
296300050900l 5000 5¢d50Mds 5J3L[6].
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303939 039305 399m3mgBmMo  0gmm3560 MxM9ggdol  §obsdmMmdgosb Homdmddbowo
B3 sB0gdol 439wy  9MIBOMo  BMMTss. ol dmoEsgl  dogermo®  (AML) o
035m0 YO (ALL) 3m6é3sl. TGF-B-U bobogbowrm gbols 33¢00¢gdsl, Lmerodo Lodlogbolgsb
3o6Lb3939000, 956 o9Bb0s (396G MMO B 9039d0534969Dd0, I3 I60d3b9eMg6
OOl SOOIl 9633999 bLoGYIeE309dd0. [7] 3(3539 F09™MOEYIHO go39000L O™l TGF-B-
b 3506300009090 989JGHO ©39MPM0os TGF-B-U Loboaboscrm Bob Lm3dMgbool asdm. d)3539
@0dxMOEMHO 9039000l EOHML 1939 OMRMWOs TgMdbmdgwmds TGF-B-I LogbswHyg[8].
TGF-B-b 92953008 ©oM3935 63bsbos B v M9gmero 930301900560 Lodlogbgygdol OMUS,
sbg dogooms, TGF-B-U gJudcglios dms@gdmos JOHmbozmwo wodxzgmoEMmo wgo3zgdool
(CLL), ®m03mwmmo ¢odgmdol (FL), 39bmbmgsbmx®gommo wgozgdool (HCL), dsbEool
bmbols odxmdol (MCL) s 3653emdomo dogermdols (MM) ommbs.

$0obs9qds6g 3309308 FoBbL Fomdmoyagbs  39dsEHMmemyomMo 53m30L9d0560 Lodbogbols
dJmbg 3530963 900L 39Moxzgmome Lobberdo TGF-B-U 90339 mdol  AoBLEBOZMS ©s dolo
3MO95:300L o965 LOLEHYIMOO 56MGdOL LolbEOL BdOMTG 3GMGOMb.

3L s Bg0MEYdO:

330939 G9LEOMEs 39bob30L 1975 ol g3 s®sEool obgz0m. 903996 LEHObIMEHYIMIO
dobo  JgbodsdoLMds  FEZOES MdOELOL  Lobgedfogm Lsdgogobm  Mbogzgdlo@gdoL

90399600 3030GH9gBH0L J09M. 33093500 Boghmm 395G MEMma0vMH0 9300301900560 Lodbogbols
©05abmbol IJmbg 7 35309630, HMIYEmoE 099530090 B3969300m Borm@oMsm 13wgbgd@mdos.
MO0 LOZMBBHOMWM Xy MRBoEB gOHOL  (XaMBo 1) FoMdmoagbs SLsgom  Fglsdsdolo
X 9600090 22 060003000, HMIgEmsg Ps0EHIMHIL OME0bMO sdMOIEHMOOo FgIm{jT9ds;
39m69 xX3MIBL  (XyMBo 2) HoMmdmoygbs 9 L3wgbgBMmIomgdMwo  353096@0, Lowsg
L3egbgd@mBool mgmadowo B3969gd0l dobgBo O gmgzgows 9300301930560 Lodbogby b

3GHM03MbMMH0 ©53509do.
TGF-B-b 565%Bm36s 39008900 Lolberdo:

TGF-B-b 3m6396GHM5305 3960LsBM3Ms EDTA Lobxs09ddo 996 m39dwe 396019600 Lolbendo
00996mn9MIGBEGHWwo  5b5¢r0Bom. bsgrobo Bs@ots ELISA (eBioscience, USA) Bs3bgdols
L5FMOgd0m, IMA[YdEol 0blEMMJ300l Msbsbds.

LboLEgdm®o BmgdoMO 56 3gMgdols 2sblsBEIGS:

3530963900l LolbEOL LsgHNM B OD0ID 35649008MdEOM LOLEYIME Sbgdom o6 3gMHgdL,
wxRMJOJO0L: g03Mm30EJO0L, BgoGHMB0wgdol (N), wodxgmiEo@gdol (L), 06OHmddmEo@qdol (P),
3mbm303H900L (M) s 390mamdobols (H) 0sbsgsmomdgdls (R): NLR, PLR, PMR, HPR, HLR, LMR,
51939 LoLEBYIMMO  5bmgdol 0bgdul - SII s byo@MMBOW-WodRMEFOGHOL  BsOEMOOL
Dom3mgdmeml - dANLR.
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Sbmgdomo o6 396M900L - NLR, PLR, PMR, HPR, HLR, LMR - g580bs03qs@ 399835090Q0m
d9L50530L0 YR MJJOIOL SOLMEYEHIO MoMmEYDMBSL. dog NLR - 5go@®ma0¢gd0l s0LmMmem@weo
5096Md0L oMM W0IRME0EHJOOL SBLMEMENIE (oMYBMILM6.
dNLR-U 30003¢000000 8306 3gemom:
dNLR=6g0&6mg0wo/(cgo3m3odo-bgod®Hmuowo);
SII-0b 59mbsmzEgo 259m30949bgom BmMIMs:
SII=650@®Mmxz0o x 0OMIdM30EH0/@0IBME0GO0.

3sL5¢ol BEsGHOLBHOIMMO s3MBs390s

dmbs399900 dm3gdMeos LydMserm dsh39690wgd0Ls S BEBIOEHMWO AosbMOL Loboom.
dmbszgdms  dmMolb 3600369 mgzsbo  goblibgoggdol  Lobsbogo  godmygbgdmo  oym
30535659930 3s6-30¢60L U @gu@Go (Mann Whitney test). bbgoslbgs 35659936908 dmeob
30695300L Lbobogs@ godmz0ygbgom L30EMTBOL BHYLEBHO. IMbs399900 ©sdMTsgs GraphPad o
SPSS 36ma5990d0.

300991900 3993900 s gbbogs:

OMaMO3 300 1-0sb BsbL, TGF-B-U mbg 3935@MEma0m0 53030900560 Lodlbogbols (351)
dJmbg 35309639300  Lo(Imbm  2oblbgsgzads  Tglsdsdolbo  sbo3MdMOZ0 X bIGMYEO
3MBE®MEob (xama30 1) 3mbszgdgdoligeb (35U - 20.8+26.8, xamao 1 — 82.0+32.0; P=0.005), dsasd

56 456Lb3930905 B3Eb9gJBHMI0MYPOMWO (XAMRBO 2) 3MBEGHOMEOLYSE (XymBo 2 - 26.5+19.8).
gbMowo 1. TGF-B-U ombg 3995¢memmyommo $3m30L900560 Lodlogbols Idmbg 35309639030 s
b53mbEBMMEm X axn0L 35309639000

x963Gmngmo | b3ggbgdEmdomgdmeo P P
mbGMmemo 0
3sb it 3MbGH®Mo ?i?;‘i?s XAMBO
(x3080 1) 1/xa030
(X380 2) 9
TGF- 20.8+26.8 82.0+32.0 26.5+19.8 0.0050 0.0007

35b = 3905 MEM0vMH0 53m30Lgd0s60 Lodlogbol dJmby 3s53096@gd0
206Ub353900 LEBIEOLE0ZMMSE Lo®fdmbms, mvy p<0.05

31939,  9O®Bsb6goLAD  LEHIGHOLGHOIMMOI®  BoOHIMbmE  2obLlb3s390Mmos  LH3MBGHMME™
X3IB900L 8mbs39d900 (xamzo 1 —82.0£32.0, xama0 2 - 26.5+19.8; P=0.0007), ob. bvy@oomo.
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byMsmo. TGF-B-b mbg LogzmbEMmem Xaagdls s 3905¢MErMy0Mo 5300305980560
Lodliogbols 3Jmbg 35309639080

TGF-b
150- . i .
L) *** L
e ——
100-
|
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504 —_—
N 9
& & &
X0 X0
(X o°°

* - 2500boBogl LoOfdMbem goblibgaggdsl, Gmogbisg P < 0.01.

- 058mbo@egl boefidMbem goblibgeggdsl, GmeqLsg P < 0.001.
Control 1 - sbo3om dgbsds3oLo K BIMMGo 3MbEGHMMEo

Control 2 - L3wgbgdEHMIoMmIPRMWO JMEGHOMEO

HM - 39053 m@ma060 530030900560 bodbogbols 9dmby 3s3096@9d0

3b®0o 2-3o dm3gdos TGF-B-b 3mMgeo30s Lolbarol sbmgds domdo®39M9dmsb (NLR, PLR,

PMR, HLR, SII, LMR, HPR, dNLR). ®mam63 3b60o©sb bbb, TGF-B o3 g0 3s6396006 56
3MmO9otmgdl (P>0.05).

3bM0owo 2. 3985¢MEm0vMo 5300301900560 Lodlogbols Igmby 3530963gddo TGF-B mbols
300905305 LoLEJIMMO s6mgdOL LolbgVols oMot 3gMgdIb

(33%5Q)00 NLR | PLR | PMR | HLR | SII | LMR | HPR | dNLR
TGF-B | 3m®gsgool | .800 | .400 | .400 | 0.000 | .400 | 0.000 | 0.000 | .400
3M9803090GO

Lo@Hdmbmgds | .200 | .600 | .600 | 1.000 | .600 | 1.000 | 1.000 | .600
(2-39000560)
39305 8603369mgs605 0.05 mbyby (2-3900560)
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TGF-B-b UBsbogbsgm gbs 3m33egduMo Jugaros. ol 59M056gdOL oPsbEL, M9(393GHMOL ©s
X900 LORBIWGBL. 53 Bobiogboerm ABIL LEdMEMM® 2sblib3939dMw0 9ngJ@0 F9g0dwgds
3Jmbgl 0dol dobgzom, M) MO MYRMHIDY ImddgIdl s O0RIMIBE0SE00L B1s BESEGHMLO 593L
MROIL.  IobDg  4o3wgbs Fgodwgds  3Jmbgl sbgzg Lbgs Loboabscrm  gHgdLsg. TGF-B
360083690 M356 9569300939 HMEL SbOYgIL 3905GHMMROH 3mdgmbBoBdo. gl Mo
139GH9Ls© 950630000939 0s s 360dzbgwm35605 dzerol 33060l Mz30mYsbsbEgdso MbsGol
d9LoboMBMbgdws. TGF-f  3500mwmyome  3Mm3gbgddos MOl BsGOME0,  Jogsm0mo©,
309™0EMM0 bgm3wsHogool Ml TGF-B dgladwms 0bsd@EHozo06gl, Momog byl Mfymdl
LodLO36MO VX MIIIOL 193035300, b godwogM gl Jolo BMBIE0s, MoMSE byl Fgwfiymdl
5059039006  x©9gddo  ds0b30d0MGdgo  F03OMAMgML  F9bs6Bbgdsl.  TGF-B-U
30339duEo Laboabowrm gbs, Bbgs Loliogbowrm aBgdoLgsb gsblbgsggdom, 3gds@mwmyom®mo
53m30L900560 LodLogbggdol MML X9 30093 SO SMOL oM S0HgMHOo. M3, FHBIOEO
dol 90056100 0bEgegL0, oYL 0l 3mEHIBEOWG MYMs30me LsdoBbgE do0BbY3s.[8]

0396mGmo  LobEgdol  QsdsMmmero  dMdomds 3903 MYAMS3osl  Imombmgl, o
MBOMB39YmRl  Msbm  5396@JO0LAD @33V I,  9393OMMESE, LSOl TSP
AMEIOBEGHMIL. 99 300GH03Mws© 360d3690Mm3560 doesbloL Jbos®PBmBadsdo  Lbgoolibgs
356929 0Mgdgo  3033mbgbGo  dmbsfowgmdl, dogooms  oMgamomgdgwo T (Treg)
MXOI0,  OMmIgoi 00M6MH0  9BIJHMOMO  MXOIEIO0L  9Ju3sblosl  BOMIZL;
95692900 gdgo I3 qdo (CTLA-4 s PD-1), Hmdgero 96@0996-69393G™M0b Logbowls
505¢5BLYBL S 0FMBMBolI3MIG0MYdGO 30EHM306900 [9] HMBY oY Y39 5By godmbo@ o
oG BLBMOT0MGOIO BOEOL BodEHMMO dYEds.

TGF-f 39300 0019699600  9xOgol  §omdmddbsll s ol  9x89dEHMOME  gmbdzost
5692790 gdl.[10], [11] ob 5s3@sE0wemo 0dmbm®mo LolEgdol 3mbEMmMmEL Treg X M9ggdOL
99b3sbLool  OBOEOmM, bmEm  gRgBHMOMo  T-MxM9gEgool s  bGH09bHMIYg60
©9bMH0EMo MX 9900l HoMdmddbolis s Bmbdiool 0b30dogoom MHOMblgwymal. TGF-B
3B65EMY0MH5© 53MmbEMMEGOL Msbsymeoe 0dmbm® LoliEgdsbog, o 50630006MdL dbgdMog
93309 R 990L (NK) 0o 560939900 gdl 9530mz354930Ls s Bgo@®mmaowgdols 3mddergdlwm®
J3935L.[12] s0bsbodbsgos, Mmd TGF-B-U Lodbogbol sbydMgboMgdgero dargho gx39dGHo °J3L,
LodLbogbol Hobsdm®mdYEO MXMIIOOL 53M3GHMBOL 2Bom, 1939 39OEFOBbMIMWoO Y MHgLIdOL
36OHM0RgMH300L 0630d03300m, 1dEs LOALOZbwWE WG 3armbydl, d9mdeoso TGF-B-l
LoLOYBEM ABOL 0bodBHoz5305 @S LOdLogbols sbwy3mgloMmgdgo 9i39d@ol (330 gds, Mol
990925053 bLodLogzbMMo MxM9ggdo TGF--U Lodbogbol 3GMMyMglomgdolmz0L 0ygbgdgb. sbgm
993300 3m6¢3)9JuGdo Lodbogby Hoerdmgde TGF-B-U 99deos Hoerdmddbsls Lodbogbmagbm®o
@5  36MMIgELGHIBMMO  3sbbo MMM Lodbogbme  MNEYdTdo, sbg3g LEHO®MISo. gu
BOHMB3ggmxnl 03MmBMISL3MHILOMYOYEO AoMgdml Bsdmyoe0dgdsl.[13], [14]
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TGF-B in patients with hematologic malignancies
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Abstract:

Introduction: TGF-f expression is often increased in diseases such as malignancy, inflammation and
fibrotic pathology. TGF-f ligand is involved in many processes of lymphoid cell development. TGF-
exerts an inhibitory stimulus on the differentiation and proliferation of stem cell progenitors. The
amount of TGF-f on stem cell progenitors can determine various biological effects. For instance, if high
concentrations of TGF-P have an inhibitory effect on stem cell progenitors, at low doses it can become
stimulatory, especially in that group of stem cell progenitors that have a high probability of developing
into myeloid cells.

The aim of the study was to determine the level of TGF-f in the peripheral blood of patients with
hematologic malignancies and to see its correlation with blood biomarkers of systemic inflammation.
Materials and methods: 7 patients diagnosed with hematologic malignancy, who underwent
splenectomy with therapeutic indications, were included in the study. One control group consisted of
22 healthy age-matched individuals, and the other control group consisted of 9 splenectomized
patients, where the reason of splenectomy was not cancer or autoimmune disease.

TGF-P concentration in peripheral blood was determined by enzyme immunoassay (eBioscience, USA)
according to the supplier's instructions.

From the complete blood count of the patients, we calculated systemic inflammatory markers, cell:
leukocytes, neutrophils (N), lymphocytes (L), platelets (P), monocytes (M) and hemoglobin (H) ratios
(R): NLR, PLR, PMR, HPR, HLR, LMR, as well as systemic immune-inflammation index - SII and
derived neutrophil-lymphocyte ratio - dNLR.

Results: TGF- levels in patients with hematologic malignancies (HM) are significantly different from
those of age-matched healthy controls, but not different from those of a similar control group of
splenectomized patients. TGF-f did not correlate with the blood biomarkers of systemic inflammation

we studied.
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