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Mema: susuumu ocobausocmi (ibposy nevinxu y dimeil i3 xponiunum sipycrum eenamumom B (XI'B) sanedxcno 6io sapianmy
nonimopgpismy eemna IJI-28B.

Hayienmu i memoou. O6cmednceno 66 dimeii 3 XI'B sixom 3—18 pokis. Yeim xeopum 6yno nposedeno xiiniune, 1abopamopne ma
incmpymenmanvie obcmedgceniis, 00caioAceno Konyenmpayio zianyponosoi kucromu (I'K), mpancgopmyiouozo ¢paxmopa pocmy
TGF-B1y cuposamui kposi memodom IDA, pospaxosanuii indexc APRI. Cmadis ¢ibposy ouinrosanract Mop@horoziuno 3a wkaiow
METAVIR ma neinsasusnum pospaxynxosum memodom — DibpoTecm. Memodom nonimepasnoi 1anuyoz060i peaxyii susnavaiu
eenomunu SNP e noxycax rs8099917 i rs12979860 zena IJI-28B. IIposedeno cmamucmuunuil anauis ompumMaHux 0aHux.
Pesynomamu. Binvwicms obcmencenux dimeti 3 XI'B manu zenomun CC 3a aoxycom rs12979860 zena IJI-28B (31,5% ) ma
eenomun TT 3a noxycom rs8099917 (41,6% ). Becmanosaeno, wo pibpozenes y nevinyi xeopux na XI'B dimeii sanrexcums 6i0
sapianmie nonimoppismy zena IJI-28B. Hecnpusmausum eapianmom w000 po3sumxy Gioposy nevwinxu ma gopmyeans HBeAg
nezamuenozo zenamumy y oimei ¢ zenomun CT (rs12979860). Bapianmu noximopizmie CC (rs12979860) ma TT (rs8099917)
OLbUL CNPUSIAUBO 6NAUBAIOMb HA (IOPOZeHe3 Y Newinyi iy 0aH020 KOWMUHZCHINY XEOPUX.

Bucnosxu. Y dimei 3 sapianmamu nonimopgismy CC (rs12979860) ma TT (rs8099917) XI'B mae binvw cnpusimausuil nepebie 3
nosivHiwumM npozpecysannsm Gioposy nevinku. HBeAg-nezamusnuil zenamum vuacmiuie Mae Micue y X60pux 3 HeCnpUsmiUGUM
sapianmom nonimopismy CT (rs12979860) i xapaxmepusyemopcs Ginvil sHaunuMU QiOPOIHUMU SMIHAMU Y NEUiHIi.

Kniouosi cnosa: dimu, xponivnuil sipycnuil 2enamum B, noxrimopgpism 2ena IJI-28B, Qibpos neuinxu, ziaryponosa kucioma,

mpancgopmyrouuti paxmop pocmy fi.

Beryn

porpecyBaHHsI XPOHIUHOTO BipycCHOTO rematuty B

(XI'B), ax i xponiunoro Bipycnoro rematuty C (XI'C)
3aJIeKNTD BiJi HU3KKU (DAKTOPiB: Bipycy — BipycHe HaBaHTa-
JKEHH$, TeHOTHIT; Xa3siiHa — BiK, CTaTh, TPUBATICTH iH(pIKyBaH-
Hs1, reHetnyHi pakropu [1,2,3,5,6,10,13].

Ha cyuacnomy etarti BefieTbes MOIIYK FeHETHYHNX MapKe-
PiB SIK PaHHIX TIPEANKTOPIB PU3UKY PO3BUTKY IIMPO3Y TTEUIHKN
(ITIT) i renaronemoasproi kapunHomu (I'IK). ¥ naykosiit
JliTepatypi € BeJuKa KiJgbKicTh myOuikailiil, TpUCBIYEHUX
BBy moJiiMmopdismy rena [JI-28B y moswutii 1512989760
i rs8099917 ma mocsATHEHHS BIPYCOJIOTIUYHOI BiAMOBIII
Ha nportusipycHy teparito (IIBT) Ta nporpecyBanus renatu-
Ty y xBopux Ha XI'C [9,12,14,19,21,22,23].

OcranHiMu pokaMu oIyOJiKOBAHO Psijl JOCIIiIKEHbD,
y SIKUX BUBUABCS BILTUB nosriMopdiamis rena 1J1-28 B na edexk-
tuBHIicTb [IBT ta nporpecysannsa XI'B y nopocsmix nartieHTiB.
3a manumu M. Sonneveld ta cmiBasr., y xBopux nHa XI'B
3 no3utuBHUM HBeAg rernorun CC (rs12979860) 1J1-28B maB
3B'5I30K 3 MIIBUINEHOI0 HMOBIPHICTIO CEpOKOHBEpCii i 3MeH-
mreHHsM Kinbkocti HBsAg y Binnosins Ha IIBT nerinbsoBanu-
mu inrepdeponamu (Iler-IH®D) [20]. ABropu He 3HaiLIN
3B'sa3ky Mixk reHotunamu (CC, CT, TT) rs12979860 1JI-28B,
piBiem AJIT, Bipycnum naBantakenuam i HBeAg-crarycom.
Crnonranna HBsSAg cepokonBepcisi Masia 3B'I30K 31 CTaHOM
HeaKTMBHOTO HociiicrBa (67,5% mnporu 32,5% npu XI'B,
p<0,0001; BIIT 0,24; 95% /11 0,123—-0,455) [8]. Trmi gocmiamu-
KU BUMSABUJIM 3B'SI30K MIiK CIIOHTAaHHOIO CEPOKOHBEPCIEI0
HBsAg ta renotuniom G (rs8099917) rena 1JI-28B y xBopux
na XI'B [16].

ChoromHi HeMa€e €MHOI TOYKHU 30pY MO0 BILJIUBY TIOJi-
mopoismy rena 1J1-28B na mporpecysannsa XI'B. M.P. Martin
ta criBaBT. (2010) 3a pesysbratamu JOCJiKEHHS, TPOBe/e-
HOrO B TPbOX TIpyHax XBOpUX, 3POOWIU BHCHOBOK,
o CC renorutn rs12979860 He acotitoeThest 3 Oy>KaHHSIM Bijl
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HBV-indexuii, pesucrentnicrio 1o HIV-indekuii abo mpo-
rpecyBaHHsIM XBOpoOH, sika Bukiukana HIV. ABropu BBaxa-
oth, mo SNP [JI-28B BrmmBaioTh Ha iMyHHY BiITIOBi/Ib
no HCV-indexrtii, ase ne 1o HBV a6o HIV [18]. T gocriza-
HUKM TaKOX He 3HalmuwmM 3B'S3Ky mosiMopgdismy rena
JI-28B (rs12979860) 3 Baxkictio XI'B Ta Bignmosimmio na
IIBT [11,17].

[Ty6aikariii, MpUCBSYEHNX BILIUBY BapiaHTy TOJIMOP(I3-
My rexa 1JI-28B na nporpecyBanns XI'B y ziteit, Mu He 3Hail-
. Lle i BU3HAUMIIO MeTy JaHOTO JOCII/KeHHs.

Mema: BuBunTH 0COOGMUBOCTI (HIGPO3Y TIEUIHKH y AiTEl
i3 XI'B 3ase;xno Bizx Bapianty nomimMopgdismy rena [JI-28B.

Marepiai i METOAHM JOCHIAKEeHHS

O6creskerno 66 miteit 3 XI'B Bikom 3—18 pokis. [lust Bepu-
ikarii miarHO3y BIATOBIAHO 0 CY9aCHUX TPOTOKOJIB yCiM
XBOpUM OyJI0 IIPOBEIEHO KIliHIUHE, JabopaTopHe Ta iHCTPY-
MeHTaabHe obcTeskeHHs. Bipycha etiosnoris XI'B Gyua
MiJITBEp/PKeHa HasIBHICTIO MapkepiB Bipycy B metomamu IMA
ta IIJIP. XBopi Oy/am po3mozijieHi Ha TPYMH BiAMOBIAHO 110
asu indekuiitnoro nporecy. 3a pekomenzarismu BOO3
(2015) Bupisstors HactymnHi ¢dasu XI'B: imyHoToJIEpaHTHA,
imyHoaktuBHa (HBeAg-mosutuBHUIT XpOHIUHMIT TemaTwr),
iMmyHHOro KonTpouio (neaktusunii XI'B), ynuknenns imynnoi
Bianosigi (HBeAg-neratusuuit XI'B), peaxrtusamii [24].
Cepen 06CTeKEHNX [iTeil 4 3HAXOANINCH B IMyHOTOJIEPAHTHIH
dasi (HBsAg+; HBeAg+; /IHK BI'B >200 000 MO /mur; anTi-
HBeAg(-); HopMmasibHIi /a0 MiHIMAJIBHO MTi[BUIIIEHUIT PiIBEHD
AJIT); 33 mutunn Manu imyHoakTuBHY (dasy (HBsAgt;
HBeAg+; /IHK BI'B >2 000 MO /mur; antu-HBeAg neratus-
nwmit; migBumienuii pisenb AJIT); y 7 miteli BcranoBienuii
HBeAg-nerarusnnit XI'B (ynuknenus iMmynHoi Bifnosiai) —
HBsAg+; HBeAg-; antuHBeAg-/+; [IHK BIB >
20 000 MO /mu, nipuienuii pienb AJIT; y 22 niteit giarnoc-
ToBaHO a3y imynnoro kourtposiio (HeaktmBHuii XI'B) —
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Tabnuys 1
Pesynbratu ROC-aHnanisy gnsa K, TGF-P1,ingekcy APRI
MoKa3HuK Yyrnusictb, % CneuudiyHicTtb, % AUROC
TGF-1<10,6 Hr/mn 100 62 0,91
TGF-B1>14,1 Hr/mMn 87,5 86 (41 0,8-1,0)
TGF-81>16,9 Hr/mn 81,3 90
K<18,8 Hr/mn 100 29 0,95
'K >34,4 Hr/mMn 93 99,5 (41 0,85-1,0)
'K >50,1 Hr/mn 93 100
iHgekc APRI>0,6 81,3 76,2 0,82
ingekc APRI >1,0 75 100 (4l 0,65-0,99)
Tabruys 2

XapakTtepuctuka o6cTexeHux giteit 3 XfB (n=62)

n IMyHoakTUBHa ¢hasa HBeAg-HeraTuBHum renaTut ®a3a iIMyHHOro KOHTPOJo
OKa3HUK _ _ _
(n=33) (n=7) (n=22)
CraTb
- XNOMNYnKK 22 (66,7) 5(71,4) 14 (63,6)
- AiBYaTka 11 (33,3) 2 (28,6) 8 (36,4)
Bik, poku: 13 [8-16] 17 [13-18] * 14[10-18]
-4-5 3(9,1) 0 2(9,1)
-6-9 6(18,2) 0 3(13,6)
-10-18 24 (72,7) 7 (100) 17 (77,3)
TpwvBanicTb xBopobu,
poku: 5[3-10] 15[9-16] * 8,5[5-13] **
-8o5 18 (54,5) 0* 7 (31,8)
-5-10 8(24,2) 2(28,6) 6 (27,3)
- 6inble 10 7(21,3) 5 (71,4) 9 (40,9)
111,6 198,0 .
AnAT, MO/n [71,4-132,0]** [59,4-204.0] 31,8 [23,4-36,0]**0
AcAT, MO/n 43 [34,2-64,8] *** 49,8 [41,4-66,0] 30,0 [22,8-37,8] **
IHAeke APRI 0,6[0,5—1,0] *** 1,3[0,5-1,5] 0,5[0,4-0,7] **
APRI>0,6 20 (60,6)*** 5(71,4) 6 (27,3)**
APRI>1,0 8 (24,2) 5 (71,4)* 2(9,1)*
TGF-B4, Hr/MN 13,9[10,1-21,7] 24,6 [21,7-29,6] 11,5[7,3-4,2]**
TGF-B; 10,6 9 (27,3) 0 10 (45,6)
TGF-B1>14 14 (42,4) 7 (100)* 6 (27,3)**
TGF-1>16,9 12 (36,4) 7 (100)* 3 (13,6)**
'K, Hr/mn 36,7 [26,1-79,6]*** 163,[29,8-248,0]* 25[19,2-32,17**
K>18,8 5(15,2) 0 5(22,7)
[K>34,4 19 (57,6)*** 5(71,4) 5 (22,7)**
'K>50,0 10 (30,3) 5 (71,4) 2(9,1)*
Cragia cibposy
(METAVIR 12 (36,4) 6 (85,7)* 3 (13,6)**
=F 2)

Ipumimxa: * — sigminnocTi goctosipti (p<0,05) mMixk iMmyHoakTHBHOIO (hazoto Ta HBeAg-neraruBHum rematurom; ** — BigMiHHOCTI
nocrosipai (p<0,05) misk HBeAg-neratuBuum rermatutom ta $hasoro iMyHHOr0 KOHTPOIIO; *** — sigminnocti goctosipai (p<0,05) mix

iMyHOaKTHUBHOIO (azoio Ta Gazoio iMyHHOTO KOHTPOJTIO.

HBsAg+; HBeAg-; antu-HBeAg+; JIHK BI'B <2 000 MO /mu;
critiknit HopmapHMit piBeHb AJIT.

Bionciio medinkn 3 MOpGOIOTIYHNM JOCTIZKEHHAM GiomTa-
TiB poBezeHo y 21 xBoporo 3 XI'B, crazito ¢hibposy oiiHoBaM
ricrosioriuno 3a METAVIR. @i6poTect nposenennii y 41 auru-
nu. g ouinku dibporenesy y xsopux Ha XI'B B cuposariii
KPOBI IOCIIKYBa/I HACTYIIHI Mapkepu (ibpo3y — KOHIIEHTpa-
nito riasmyponooi kucsiotu (I'K) ta trpancdopmytodoro daxro-
pa pocty Bt (TGF-B1). ¥mict TK y cuposatiii KpoBi BusHauaiu
metonoM IDA (ELISA) 3 Bukopucranusm tect-cucreM Hyalu-
ronic Acid (HA) (Corgenix, Inc., CIIA). Bmictr TGF-B1 —
metomom IMA (ELISA) 3 Bukopucramntsiv tect-cucteM TGF-f1
(Biosource, Europe S.A.). Y 310poBux J1iteit KOHIIEHTpAILis ria-
ayporooi kucsoru ta TGF-B1 y cuposariii KpoBi ctaHoBmIa
Bignosiano 17,8 [14,5-25,4] ta 3,1 [1,8-4,0] ur/mur Immexc
APRI  pospaxoByBajm 3a  HacTymHOW  (OpPMYJIOI0:
APRI=ASTx100/(Bepxust Mmeska AST)/Tpom6orturu (109 /1)
[4,7]. 3 Mmeroro Bu3HAUeHHs KimbKicHOTO ToKazHmka ['K Ta
TGF-B1 rainmexcy APRI, siki MOJKYTh XapakTepu3yBaTH BUpa3-
Huit hiGpos (cramist hidbposy o METAVIR F>2), xireii 3 XI'B
nposenedo ROC-ananis 3 BusHayennsm AUROC Ta cutt-of
s TK, TGF-B1 ta ingexcy APRI (tabi. 1).
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leneruune pocmimkenns 3 BuzHaveHHs reHoruriB SNP
B sokycax 1s8099917 i rs12979860 rena 1J1-28B moxunu mpo-
Bommm MetomoM IIJIP 3 nmeTextiero y pexxumi «peasbHOTO
Yacy» 3a JIOIIOMOTOI0 KOMILJIEKTY PEAreHTiB IS BU3HAYCHHS
renetnyanx nosimopdismis 1JI-28B (HIIO «/[HK-Texuoso-
rusi», Pocist) y 62 xBopux na XI'B xiteit. [Ipn momimopdizmi
rs12979860 1JI-28B suzissmu tpu renotunmm — CC, CT, TT,
ripu nosrimopdiami rs8§099917 LI 28B — renorunu TT, TG, GG.

OTpuMaHi JjaHi onparboBaHi CTATUCTUYHO 3 BUKOPUCTAH-
HaM nakeTy mporpam Statistica 6.1 Ta SPSS 13,0. 3arambno-
CTATUCTHYHUIT aHa/3 BK/OYaB obuucieHHs: mexaianu (Me)
Ta inTepkBapTHibHUX iHTepBaaiB (UQ-LQ). /lng HoMiHaIb-
HUX 3MiHHUX B32€MO3B'$130K PO3PAXOBYBAJIU 32 JIOIIOMOTOIO
kpurepito Ilipcona (y?) ta kpurepiio Dimepa (aBOOIUHNIIT);
BIZIMIHHOCTI BBaJKAJINCEH CTATUCTUYHO 3HATymMu ipu p<0,05.

PesysbraTé 10CHI’KEHHS Ta iX 0GrOBOPEHHS

Kuiniuna xapakrepucTika obctexennx mitei 3 XI'B Ta ix
POSIIOILNI 34 AOCIKYBAaHUMU MOKazHUKaMu (Hibposy Hasese-
Hi B Tabmi 2.

BpaxoByioun HeBesIUKY KiJIbKIiCTb /IiTell B IMyHOTOJIEPAHT-
Hill $hasi (n=4), cTaTUCTUYHUI aHATi3 B Iilf TPYTi He MPOBO-
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TACTPODHTEPOAOI' A M TEITATOAOI'MA

Tabnuys 3
YacToTa BUABneHHsa BapiaHTiB nonimop¢iamy reHa 1J1-28B y pocnipgxyBaHux rpynax giteii 3 XI'B, a6c.4. (%)
rs12979860 rs8099917
®asa XI'B CcC CT+TT T TG/IGG
n=31 n=31 n=41 n=21
mgg?”‘"s”a thaza 17 (51,5) 16 (48,5) 22 (66,7) 11 (33,3)
HBeAg-HeraTuBHUiA renatut (n=7) 2 (28,6) 5(71,4) 5(71,4) 2 (28,6)
?:113232')""3’””°r° KoHTponto 12 (54,5) 10 (45,5) 14 (63,6) 8 (36,4)

IL-28B rs8099917

IL-28B 1512979860

;6%

3;5%

18;29%

31; 50%
41; 66%
27; 44%

mCC OCT mTT ETT OTG mGG

Puc. MowmnpeHHs rexa 1J1-28B SNPrs12979860 Ta rs8099917
cepeq xBopux Ha XI'B piTei

nmuBcst. [lo 1iel rpynu BBilinumM gitu: 4 poku (TPUBATICTD 3a-
XBOPIOBaHHS 3 POKH), 7 POKiB (TPUBAJIICTH 3aXBOPIOBAHHS
6 pokis) ta 17 i 18 pokiB (B 060X TPUBAIICTb 3aXBOPIOBAHHS
cranoBusia 13 pokiB). ¥ Bcix aiteil 36epiraiuch HOpPMaJbHi
MMOKAa3HUKK TPaHCaMiHa3 MIPOTATOM YCbOTO TIEPiojy crocrepe-
skeHHsI, (hibpos meuinkn 3a annmu DiGpoTectry (F 0—1), mann
Micrie nu3bki moxkasuuku TGF-B1 (4,8;7,3; 6,5; 11,7 ur/Mi Biza-
MOBi/IHO); HOpMasbHi TTokazuuku [K(16,7; 11,6; 12,4 ur/mu)
MaJIi TPOE, y O/IHOTO XBoporo KouteHrpanis 'Ky cuposarii
KpOBi OyJ1a MmigBKIIEHOIO i cTaHoBuIIA 27,2 HI/MJL

3a HaBeIeHNX y TabuI. 2 JAHUX BUJIHO, 110 [iTH Y (hasi iMmyH-
HOTO KOHTPOJIO MAalOTh HAWHMIKYI TTOKa3HUKU CEPOJIOTTYHUX
Mmapkepis Gi6posy (I'K ta TGF-B1) nopisHsiHO 3 rpymiolo iteil B
iMyHoakTUBHIl ¢asi Ta 3 HBeAg-nerarusamm renatutom. Takosk
y uiii rpymi e 3 (13,6%) aiteli MaooTh BupasHuil (HiOPo3
neuinku. HaliGiibil HECHPUSTIMBIM y IUJIAHI [IPOrPeCyBaHHs
XI'B € HBeAg-neratuBHumii renatur, 1Mo miiTBepKY€EThCsT HASIB-
Hictio y 6 i3 7 ireit (85,7%) crazii hibposy no METAVIR >F 2.

g BusHauenHs BHAUBY Ha nporpecyBanus XI'B
BapianTiB moJsimopdismy rena IJI-28B y Bcix girteit

Bu3HaveHOo renoTun rena 1JI-28B 3a sokycamu rs12979860
irs8099917.

3a JaHUMU [IPOBENEHOTO MOCIKEeHHS OLIbIIiCTh AiTeit
3 XI'B mamu renornnn CC ta CT 3a moxycom 1512979860
reda IJI-28B (n=31; 50% ta n=27; 43,5 % BianosizHo);
3a Jjiokycom 1s8099917 GimbmiicTh miteir Maau resorun TT
(n=41; 66,1 %) (puc.).

Cepen ycix marmientis 3 rerorunom CC (n=31; 50,0%)
3a okycom 1512979860 rena 1J1-28B 100% masu renorun TT 3a
JokycoM 1s8099917, 1o 36iractbes 3 ganumu Jiteparypu [15].

[l7151 BcTaHOBIIEHHSI BIIUBY Pi3HUX BapiaHTIB 1mosriMopdis-
My rera IJI-28B na nepebir ta nporpecysatus XI'B y aireii
IIPOBE/IEHO aHANi3 y Tpylax AiTeil 3ayexxHo Bix ¢asu XIB.
Yacrora BusiBjients BapiauTiB noJiimopdismy rena [JI-28B
y ZOCHLKYBAHUX Tpylax Aireii Hasegena y tabs. 3. Bpaxo-
BYIOUM HEBEJINKY KiJbKiCTh AiTelt (n=3) 3 moximopdizmom TT
(rs12979860), 1i xitu Oysiu 06'eaHaHi 3 rpynolo aiTeii i3 Bapi-
anTtoM noslimopdizmy CT (1rs12979860), a aitu 3 Bapiantom
nomimopdisamy GG (1s8099917) (n=2) — 3 rpymnoio miteit
3 BapianToM noiMopdizmy TG (rs8099917).

Ak BuzaHO 3 Tabuuui 3, yactora renorunis CC ta CT+TT
3a JiokycoMm 1512979860 y rpymax miteil 3 iMyHOaKTMBHUM
rernaTuToM Ta 'y $hasi iMyHHOTO KOHTPOJIIO TPAKTUYHO OJIHAKO-
Ba, B TOH Yac sk y rpymi aiteir 3 HBeAg-neratnsnum renatu-
tom Oimpimicts (71,4%) mamm remorun CT+TT (p>0,05).
Ilono renorunis TT ta TG+GG 3a sokycom 18099917,
To GisbImicTs giteit Masm redotun TT y Beix rpymax, p>0,05.

¥ 3B'a3Ky 3 HeumcaenHoio rpymnoio aiteti 3 HBeAg-nera-
TuBHUM renatutoMm (7 aiTeit) Ta BpPaxoByOUYM TOH (hakT,
1[0 TeNATUT y HUX XapPaKTePU3YEThCSI aKTUBHUM IepediroM,
IUIST TIOZIAJIBIIIOTO aHaJIi3y BOHM Oysiu 006'€fHaHi 3 rpyron
nitedl B imyHoakTuBHIN dasi. Kiiniuna xapakTepucTika miteit
3 aKTUBHUM reraTutoM (iMyHoakTuBHa (haza Ta HBeAg-nera-
TUBHMII TeNaTUT) 1 pisHUMU Bapiantamu 1moiMopdismy rexa
1J1-28B HaBesena B Tabmuili 4.

3a TaHIMT TIPOBEIEHOTO aHaJli3y B TPyTax /AiTell 3 pi3Hu-
Mu Bapiantamu nosiMopdismy rena [JI-28B He BcTaHOBIIEHO

Tabauys 4

Kniniuna xapakTtepucTtuka aiten 3 aktusium XIB (imyHoakTuBHa ¢pasa ta HBeAg-HeratuBHuiA renaTtuT) Ta piSHUMU

BapiaHTamu nonimopdiamy rexa 1J1-28B, Me [LQ-UQ], a6c¢. 4. (%)

rs12979860 rs8099917
Moka3Huk CC CT+TT T TG/IGG
n=19 n=21 n=27 n=13
Bik, pokm 15 13 15,5 13
’ [10-17] [10-16] [10-17,0] [10-15]

) 6 8 8 5
TpuBanicTb xBopobu, pokn [3-12] [4-10] [3-12] [4-10]
Tpueanictb XI'B, abc. 4., %
no5 9 (47,4) 9 (42,9) 11(40,7) 7 (53,8)
5-10 3(15,8) 7 (33,3) 6 (22,2) 4 (30,8)
>10 7 (36,8) 5 (23,8) 10 (37,0) 2 (15,4)
ARAT, MO/n 96,0 131,4 107,8 132,0
Me [LQ-UQ] [60,01-19,4] [71,4-192,0] [66,0-131,4] [71,4-162,0]
AcAT, MO/n 43,2 47,0 43,2 47,0
Me [LQ-UQ] [34,2-57,0] [36,0-66,0] [34,2-64,8] [36,0-66,0]
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Tabruys 5

Moka3Huku PpiGpo3y y piteit 3 aktueHumM XIB (imyHoakTuBHa ¢pa3a Ta HBeAg-HeraTtMBHuUiA renaTur)
Ta pisHuMu BapiaHTamu nonimopgiamy reHa 1J1-28B, Me [LQ-UQ]; a6c. 4. (%)

rs12979860 rs8099917
Moka3Huk CcC CT+TT TT TG+GG
n=19 n=21 n=27 n=13

'K, Hr/Mn 38,4 42 1 38,4 421
Me [LQ-UQ] [26,8-85,7] [26,1-121,4] [23,8-122,4] [29,8-92,4]
K<18,8Hr/™Mmn,
a6c. v.(%) 3(15,8) 2(9,5) 4(14,8) 1(7,7)
[K>34,4Hr/Mn,
a6c. u. (%) 11 (57,9) 13 (61,9) 15 (55,5) 9 (69,2)
K>50Hr/™Mn,
a6c. u. (%) 5(26,3) 10 (47,6) 9(33,3) 6 (46,2)
TGF-B4, Hr/MN 14,5 18,6* 14,0 18,2
Me [LQ-UQ] [9,1-21,7] [12,5-27,3] [9,1-24,3] [12,7-26,6]
TGF-B4 10 Hr/mn,
a6c. 4.(%) 5(26,3) 4(19,0) 7 (25,9) 2 (15,4)
TGF-34+>14,0 Hr/mn,
a6e. 31(%) 8 (42,1) 13 (61,9) 13 (48,1) 8 (61,5)
TGF-B4>16,9 Hr/mn, *
a6c. 51(%) 5(26,3) 14 (66,7) 10 (37,0) 7 (53,8)
iHoekc APRI 0,6 0,8 0,6 0,8
Me [LQ-UQ] [0,5-1,0] [0,5-1,3] [0,5-1,1] [0,5-1,1]
APRI>0,6 11 (57,9) 14 (66,7) 16 (59,3) 9 (69,2)
APRI> 1 4(21,1) 9 (42,9) 8 (29,6) 5 (38,5)
Cragis ¢ibposy (METAVIR) F 2 2 7 (36,8) 11 (52,4) 7 (20,6) 6 (46,2)

IIpumimxa: * — cratucruyna suauymicts (p<0,05) mixk rpymamu xgopux 3 CC ta CT+TT renorunamu joxycy rs12979860 rena 1J1-28B.

Tabnuys 6
KniniyHa xapakTepucTuka giten y ¢pasi iMyHHOro KOHTpPoJIlo
3 pisHMMu BapiaHTamu nonimopdiamy reHa 1J1-28B, Me [LQ-UQ]; a6c¢. 4. (%)
rs12979860 rs8099917
MokasHuk CcC CT+TT TT TG/IGG
n=12 n=10 n=14 n=8
Bik, pokm 15,5 12 15,5 10,5
’ [10,5-18] [8-15] [11-18] [7,5-14,5]
TpuBanicTb xBopobu, pokn 1.5 55 11 55
’ [6-13,5] [5-11] [6-13] [5-9]
Tpueanictb XI'B, a6bc. 4., %
Oo 5 2(16,7) 5 (50,0) 3(21,4) 4 (50,0)
5-10 4(33,3) 2 (20,0) 4 (28,6) 2(25,0)
>10 6 (50,0) 3 (30,0) 7 (50,0) 2 (25,0
AnAT, MO/n 31,8 29,7 30,0 32,7
Me [LQ-UQ] [23,7-36,0] [21,0-35,4] [23,4-36,0] [24,3-37,5]
AcAT, MO/n 30,0 31,8 27,0 36,6
Me [LQ-UQ] [18,9-36,9] [22,8-37,8] [15,0-30,6] [25,8-43,4]

BIPOTiITHUX BiIMIHHOCTE 32 BIKOM, TPUBAJICTIO Ta aKTUBHi-
cTio 3axBopioBanHs. OjiHaK [IPUBEPTAIOTH yBary Jenio BUII
nokasuuku AJIT y miteit i3 BapianTom nosimopdizmy CT+TT
(rs12979860), nizk CC (1s12979860), Ta y miteiil 3 BapianTom
TG/GG (rs8099917), nizx TT (rs8099917).

[TokasHUKK JOCTIIKYBaHUX MapKepiB (ibposy B Tpyrmi
niTell 3 aKTWBHUM TeNaTUTOM Ta PI3HUMH BapiaHTaM¥ TIOJIi-
Mopdismy reHa 1JI-28B naseseni B Tabuuii 5. BeranosiieHo,
mo Bapiantu mnomximopdismy rena [JI-28B 3a nokycamu
1512979860 Ta 1s8099917 ne BrmBaoTh Ha nokazHuku ['K
Y CHUPOBATIIi KPOBi y AIiTel 3 aKTUBHUM TeNmaTUTOM. BopHouac
it 3 BapiantoM mnosimopdizmy CC (rs12979860) marorb
3HayHO Hukui nokasuuku TGF-B1 — 14,5 [9,1-21,7] ur/ma
TIOPIBHSHO 3 TPYIOIO [iTeil i3 BapianToMm mosimopdizmy CT
(rs12979860) — 18,6 [12,5-27,3] ur/mu, p < 0,05.

Bceranosiieno, mo Bapiantu nosimMopdismy rena 1J1-28B 3a
sokycamu 1512979860 ta rs8099917 ne BrmMBaioTh Ha TTOKa3-
nuku 'K y cupoBartiti KpoBi y fiTell 3 aKTUBHUM Te€IIaTUTOM.
Y Ttoit wac gk mitm 3 Bapiantom morximopdizmy CC
(rs12979860) maitoth 3Hauno HIKYi mokaszuuku TGF-Bi —
14,5 [9,1-21,7] vr/mu1 OPiBHSIHO 3 PYIIOO [iTEl 3 BapiaHTOM
mosimopdiamy CT (rs12979860) — 18,6 [12,5-27,3] ur/mu,
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p<0,05. Takosx BCTaHOBJIEHO, 1110 B IPYIIi JiTeil 3 BapiaHTOM
nomimMopdisamy CC (rs12979860) wactka miteil, ski MaioTh
nokazuuk TGF-B1 >16,9 ur/msn (kputepiii npocyHyTOTrO
}ibposy, Se — 81,3% ; Sp — 90%) BiporigHO HUKYA, HIK
y rpymi giteir 3 Bapiantom mnomaimopdizmy CT+TT
(rs12979860) — 26,3% (n=5) Ta 66,7% (n=14) BixnosixHo
(y* 3 TTIOTTPaBKOTO Herca — 5,0; p<0,05).

Y rpymi giteit i3 Bapiantom nozgimopdismy TT
(rs8099917) BusiBiieno Hukui nokaszuuku TGF-Bi1 y cuposat-
11i KpoBi, Hixk y miteii 3 Bapiautamu TG+GG (rs8099917) —
14,0 [9,1-24,3] ur/mn i 18,2 [12,7-26,6] ur/Ma BiAOBITHO,
onHak 6e3 BiporigHoi pisuuti, p>0,05.

Y piteit i3 Bapiantamu tnosimopdizmy CT+TT
(rs12979860) ta TG+GG zemto uacrime (52,4% 1 46,2% Bin-
MOBIIHO) MaB Miciie BupasHuii (ibpos, Hix y miTell i3 BapiaH-
tom CC (rs12979860) — 36,8% rta TT (rs8099917) —
20,6%, p>0,05.

Taxum urHOM, TIPOBE/IEHNT aHATI3 BIJINBY BapiaHTiB MOJTi-
Mopdismy reHa 1JI-28B Ha ¢ibporeHes y meuinii y aireii
B iMyHOaKTHUBHI (basi Ta y (asi yHIKHEeHHs IMyHHOI BiAIOBI-
ni mokasas, 1o ity 3 Bapiantom CC (rs12979860) ta TT
(rs8099917) MaioTh TeHAEHILIIO [0 OLIbII CIPUATIMBOIO
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Tabruys 7
Moka3Huku $idpo3y y piteit y pasi IMyHHOro KOHTPOIO
3 pi3HMMu BapiaHTamu nonimopdiamy reHa 1J1-28B, Me [LQ-UQ], a6c¢. 4. (%)
rs12979860 rs8099917
Moka3HukK cC CT+TT T TG+GG
n=12 n=10 n=14 n=8
FK ar/mn 221 28,9 221 28,9
: [18,0-29,1] [19,2-34,6] [18,4-29,2] [21,9-35,7]
K>18,8, Hr/mn,
a6c. v, (%) 3(25,0) 2 (20,0) 4 (28,6) 1(12,5)
K>34,4, Hr/mn,
a6c. u. (%) 2(16,7) 3(30,0) 2 (14,3) 3(37,5)
K>50 Hr/mn,
a6c. v, (%) 1(8,3) 1(10,0) 1(7,1) 1(12,5)
8,6 11,7 10,7 11,5
TGF-B1, Hr/mn 6,5-13,3] [9,5-15,5] [6,5-15 5] 8,8-12,9]
TGF-B4 10 Hr/mn, abc.M. (%) 7 (58,3) 3 (30,0) 7 (50,0) 3 (37,5)
TGF-B4>14,0Hr/mMn, a6c.4.(%) 2(16,7) 4 (40,0) 4 (28,6) 2 (25,0)
TGF-B4>16,9Hr/mMn, a6c.4.(%) 1(8,3) 2 (20,0) 2 (14,3) 1(12,5)
) 0,4 0,5 0,4 0,5
IHpeke APRI [0,3-0,7] [0,4-0,7] [0,220,6] [0,5-0,7]
APRI>0,6 3 (25,0) 3 (30,0) 3(21,4) 3(37,5)
APRI>1 1(8,3) 1(10,0) 1(71) 1 (12,5)
Cragis thibpo3y no METAVIR=F 2 1(8,3) 2 (20,0 3(21.,4) 3(37.5)

B IuiaHi nporpecyBatHs (ibposy mepebiry XI'B, ik mitu
3 Bapiantamu nomgimopdizmy CT+TT (rs12979860)
i TG+GG (1s8099917).

Korimiuna xapakrepuctnka miteil y ¢asi iMyHHOTO KOH-
TPOJIIO 3 Pi3HUMM Bapiantamu moJiiMmopdismy rena [JI1-28B
HaBejieHa B Tabuuii 6.

CdopmoBaHi Tpynu He Majaud BipoTiAHOI BiIMiHHOCTI
3a BIKOM, TpUBATICTIO XBOpoOM Ta mokasumkamu AmAT i
AcAT.

Jocnimxenns Mapkepis ¢i6posy B rpymi aiteil y asi
iMyHHOTO KOHTPOJIIO Ta Pi3HUMH BapiaHTaMH MOTIMOPGizmMy
rera 1JI-28B HasezeHo B Tabumili 7.

3a JaHUMU [IPOBEEHOrO aHai3y B Ipynax fiteil y ¢asi
iMYHHOTO KOHTPOJIIO 3 PI3HUMM BapiaHTam¥ MOJiMOPQiZmMy
reda [JI-28B me BcraHoBIeHO BipOTiHUX BiMiHHOCTEN
3a MOKa3HUKaMH (hibPO3y TTEUiHKMU, OIHAK CJIi/T 3a3HAUNTH, 110
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Oco6eHHOCTU HUBPO3a NeyeHn y AeTell C XPOHUYEeCKUM BUPYCHbIM renatutomMm B n pasHbiMu BapmaHTamu
nonumopduama reHa Uji-28s

B.C. bepe3senko', EB. ljapeBa?, M.b. JJbi6a’

TY «<MHCTUTYT Nnegmnatpuu, akywepcTtsa un ruHekonorum HAMH Ykpautbl», 1. Knes, YkpanHa

20O6nacTHas MHDEKLUMOHHas KnuHnyeckas 60/bHULA, I. 3anopoxbe, YkpanHa

Llenb: n3y4utb 0co6eHHOCTI hrbPO3a NeveHn y AeTeil C XPOHUYECKUM BUPYCHbIM renatutom B (XIB) B 3aBucumocTy oT BapuaHTa nonumopdusma rexa J1-28B.
Mauuentsbl u meTofbl. 06¢nenoBaHo 66 aeteit ¢ XI'B B Bo3pacte 3—18 nieT. Bcem 6051bHbIM 6b1N0 NPOBELEHO KNMHUYECKOE, NaB0PaTOPHOE W MHCTPYMEHTabHOE 06CHe-
JI0BaHVe, UCCE0BAHO KOHLIEHTPALMIO TManypoHoBoi kuenoTs! (MK), TpaHcdhopmupyioLero daktopa pocrta TGF-B1 B cbiBopoTKe KpoBu MeTofom VDA, paccuuTaH
nHaekc APRI. Ctaguns combposa oueHnBanach mopdyonornyeckn no wkane METAVIR n HeMHBa3MBHbIM pacyeTHbIM MeTofoM — PubpoTecT. MeTogom nonumepas-
HoM uenHoi peakuun (MLUP) onpegensnu reqotunsl SNP B nokycax rs8099917 u rs12979860 rena 1/1-28B. MpoBeaeH CTaTUCTUYECKUIA aHANU3 NONYHEHHbIX JAHHbIX.
PesynbTatbl. bonblunMHCTBO 06CnefoBaHHbIX AeTeit nmenu reHotun CC no nokycy rs12979860 reqa 1-28B (31,5%) u rerotun TT no nokycy rs8099917
(41,6%). YcTaHoBneHo, 4T0 (hMOpOreHes B neveHn y 60nbHbIX XIB AeTelr 3asucut oT BapuaHTos nonumopduama rexa J1-28B. HebnaronpuatHbiM BapuaH-
TOM N0 pa3BuTMi0 h1ubpo3a neyeHun n hopmuposanmnio HBeAg-HeraTueHOro renatuta y feteii aensetcsa reHotun CT (rs12979860). BapuanTsl nonumopus-
moB GC (rs12979860) n TT (rs8099917) 6onee 6naronpusTHO BANAIOT HA (OMOPOreHe3 B MeYeHN Y JAHHOTO KOHTUHIEHTA BOMbHbIX.

Boioabl. [letn ¢ Bapuantamu nonumopduama CC (rs12979860) n TT (rs8099917) umetot 6onee 6naronpustHoe TedeHne XI'B ¢ 3amefneHHbIM nporpeccu-
poBaHuem ¢mbpo3a neveHn. HBeAg-HeraTMBHbIA renaTuT y AeTen Yaile UMeeT MecTo y 60MbHbIX C He6naronpuaTHLIM BapuaHTOM nonaumopdguama CT
(rs12979860) n xapakTepusyeTcs 6051ee 3Ha4MTeNIbHbIMU (PUOPO3HBIMI U3MEHEHWUAMI B NEYEHMN.

Knto4esble cnosa: [eTu, XPOHUYECKNIA BUPYCHbINA renatut B, nonumopdmam rexna J1-28B, hnbpo3 neveHn, ruanypoHoBas KUCnoTa, TPaHC(OPMUPYHOLLNi
thaktop pocta TGF-P1.

Features ofliver fibrosis in children with chronic viral hepatitis B and different variants of gene polymorphism of il-28b
I.S. Berezenko', 0.V. Tsaryova?, M.B. Dyba'

'Sl «InstituteofPediatrics, ObstetricsandGynecologyof NAMS ofUkraine», Kyiv, Ukraine

’RegionalHospital of InfectiousDiseases, Zaporizhzhya, Ukraine

Purpose. To study the features of liver fibrosis in children with chronic hepatitis B (CHB) depending on the variant of the gene polymorphism of IL-28B.
Materials and methods.The study involved 66 children aged 3—18 years with chronic hepatitis B. All patients were involved in clinical, laboratory and instru-
mental examination. The stage of fibrosis was assessed morphologicallyon a scale METAVIR, by the calculation method — Fibro Test, on APRI index, and by
the concentration of hyaluronic acid (HA), transforming growth factor TGF-B1 in serum usingIFA. The SNP genotypes of rs8099917 and rs12979860 lociin
IL-28B were determinedby the method of the polymer chain reaction (PCR). A statistical analysis of the datawas conducted.

Results. Most of the patients had genotype CC at rs12979860 locus of the gene IL-28B (31,5%) and the TT genotype at rs8099917 locus (41,6%).It was found
that fibrogenesis in the liver of patients with chronic hepatitis B depends on the polymorphism of the gene IL-28B. The worst scenario for the development
of liver fibrosis and the formation of HBeAg negative hepatitis B in children is a CT genotype (rs12979860). Variants CC (rs12979860) and TT (rs8099917)
have a beneficial effect on fibrogenesis in the liver in this group of patients.

Conclusions.The polymorphism variants CC (rs12979860) and TT (rs8099917)of the gene IL-28B are more favorable (lower severity of fibrosis) in the pro-
gression of chronic hepatitis B in children. HBeAg negative hepatitis B in children often occurs in patients with a CT polymorphism (rs12979860) and is char-
acterized by a significant fibrotic changes in the liver.

Key words: children, chronic viral hepatitis B, gene polymorphism of IL-28B, liver fibrosis, hyaluronic acid, transforming growth factor TGF-1.
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