models of liver cirrhosis in rats of Wistar 3 and 8 months of age, and was carried out by intraperitoneal
injection of 30 % animal oil solution of CCl; (0.001 ml/kg) 1 day a week. The dynamics of the disease
studied biochemical (measurement of ALT, AST), histological and radiological (SPL) methods. Results. By
intraperitoneal injection of experimental mouse 1 times a week for 4 months, 30 % carbon tetrachloride
solution in sunflower oil at the rate of 1 1 per 1 g was formed liver fibrosis caused by cytotoxic membrane-
action poison. Characteristic of liver fibrosis were: violation of lobular structures alternate with layers of
connective tissue, the presence of areas of necrosis parenchymal organ, a significant expansion of portal
hypertension and portal vein diameter. During natural pathomorphism liver fibrosis in two months after
seeding showed signs characteristic of deep liver fibrosis, but the percentage of damaged tissue visually
reduced. This is also evidenced liver ultrasound. Significantly decreased performance ALT and AST 1.95
times to 1.46 times. Decreased liver weight 1.35 times and 2.44 times in the spleen. Thymus weight
conversely increased 0.95 times. Conclusions. Thus, the presence of regenerative processes in the liver, as a
result of which she maintains the balance indicates the need for monitoring and control of processes
occurring in it, which will improve the results of treatment of the disease and its complications.

Key words: hepatic necrosis, fibrosis, regeneration, mouse.
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POJIb JTJOMEHY PH BIUIKA BCR Y KUIITUHHUX MPOLHECAX, IO BUBHAYAIOTH
@OEHOTHII Ph’-IIO3UTUBHUX MIECJIOITPOIIPEPATUBHUX 3AXBOPIOBAHb

XpOMOCOMHI TIOPYIIIEHHS € OHIEI0 3 MPUYUH (YHKIIIOHANBHUX TPYI. 30KpeMa MOXKHA BHIUTATH
PO3BHUTKY 3JI0KICHUX 3aXBOPIOBaHb, B TOMY YHCII 1 rpymy OLIKiB €JIEMEHTIB IIUTOCKEJIETY,
MienonponidepaTuBHUX. XpPOMOCOMHA TpaHCIO- peopranizaTtopiB  IUTOCKENETy Ta  [UTOIUIA3-
Kallis JOBrMMH IUieduMa 9 Ta 22 Xpomocom MaTU4HOi MeMOpaHHW, Ta OiNKiB, IO 3afisHI B
MPU3BOANTH JO 3MUTTA TeHiB Ber ta Abl. [lpm mporecax — MpOTeoNiTHYHOI — merpamartii.  Tak,
BOMY, 332 PaxyHOK pI3HHX MICIlb pO3pUBY y TeHi kopraktua  (CTTN) Ta FBP17 3giiicHIOIOTH

ber, yTBOPIOIOTHCS pi3HI BapiaHTH XMMEPHOTO I'eHa  mepeOylaoBH AKTUHOBOTO puMeMOpaHHOTO
ber/abl, mo  Bimpi3HAOTBECA ~ HasgHICTIO  abo LUATOCKENIETY, 110 Ma€ BAKIMBE 3HAYEHHA L
BIICYTHICTIO TIEBHUX (YHKIIIOHATEHUX JTOMCHIB, 0aratb0X CHTHAJIBHUX TIPOIECiB, 30KpeMa, U

3okpema jgomeniB PH ta DH. Ile mpusBomuth 10 PEeLENTOPHO-0MOCEPEIKOBAHOTO  eHxonuTo3y [3].
reHepamii xuMepHUX OUMKiB pi3HOI MojekymapHoi — FBP17 cnpusie CDC42-ingykoBaHiii moiiMepu3artii
macu — BCR/ABLP'’, BCR/ABLP'’, BCR/ABLP*.  akruny, axrusamii N-WASP-WIP xomiurekcy i,
Bonu npu3BOAATE 1O PO3BHTKY BIAMOBIIHO TOCTPOI  OTXKe, NPUHMAE ydyacTh y CUTHAIIIHTY Bijl MOBEPXHI
nmiMQobaacTHOI JefikeMii, XpOHIYHOi Mi€NOigHOT  KIITHHM 10 aKTHHOBOTO  LHTOCKenery  [4].
JefikeMii, Ta XpOHIYHOI HEHTpO(]IIBHOI JeikeMmii. KoprakTiH po3ramymkye akTHHOBI (iTaMeHTH
TakuM YMHOM CIIOCTEPIra€Thesl 3aKOHOMIPHICTD, 110 micnst  Woro aktuBamlii  pocHOpWITIOBAaHHIM Y
npu KopoTkiii ¢dopmi Oinka xBopoba MpoTikae y nposiH-Oararii AinsgHOiI Ta 3B’sA3yBaHHI 3 Arp2/3
roctpiit dopmi, mpu MOBrux — y xponiudiii [1]. B xkomruiekcoMm [5]. Bimomo, mo i CTTN, i FBP17
3B’S3Ky 3 [MM, BaXUJIMBO BH3HAYUTH B SKHX B3aEMOJIIOTh 3 OWHaMiHOM dYepe3 SH2 momen Ta
MOJIEKYJISIPHUX Tpolecax 3aisiHi (YHKIIOHAIbHI 320€e3MeuyIoTh pO3rayKeHHS AKTHHOBHX
JOMeHH, 1m0 xapakTepHi ams BCR/ABLP? ane ne (inamMeHTiB Ha T3HIX cTagisx (opMyBaHHS
BCR/ABLP™. 1le 103BONHTH BHSBHTH, IO Came KiaTpuHOBOI Be3ukynu [3]. Jlomen PH B3aemomie 3

JI03BOJISIE TIepeOyBaTH OHKOOUIKY B aKTHUBHIHN Gopmi, docdoinosuton-4,5-pocharamu, MO € OAHUMHU 3
aze MpH bOMY NMPHU3BOAUTH A0 MEHII arpECUBHOTO  OCHOBHHX CKJIaZOBUX OUTOIIa3MaTHYHOT
(henoTumy. MeMOpanu Ta komruiekecy lompmxi [6]. Takum

Y  nomepenHix  AOCHDKEHHSIX  Oyio YUHOM MOXe 3a0e3euyBaTuCh PO3iIeHHs: MeMOpa-
BH3HAYeHO 23 OlIKM, 10 € KaHJuJaTaMH Ha HHUX KaHAIbBIB JUIS (JOPMYBaHHS CHIOIMTO3ZHUX
B3aemonito 3 momeHom PH 6imka BCR [2]. Cepen My XUPIIB.

HAX  OuUTkW, 10  HajgekaTrb J0  PI3HHUX 3anobirands MPOTEONITHYHINA merpamamii €
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OITHUM 3 MOXKITUBHUX TUIAXiB 30€pe’KeHHS OHKOO1TKA
BCR/ABL B aktuBHili (opmi. Binok yOikBiTHH
cnermdivna mporeaza 1 (USP1) € Oinkom
UCTETHOBOI Tpymw TpoTea3. BiH ckiamaeTbes 3
TPhOX KOHCEPBAaTHBHUX [IOMEHIB, MepHIi aBa —
BHYTPIIIHBOKIIITUHHI ~ MeNTHAa3d,  TpeTii
KapOOKCWJI-TepMiHanbHa mentuaa3a. (OCHOBHOIO
¢dyHKITIEr0 maHoro Oinka € AeyOIKBITHHYBaHHS 3a
paxyHOK pyHHYBaHHS i30TMENTHIHUX 3B’SI3KiB, IO
3a0€3IedyeThCsl  BHYTPINTHHOKIITHHHAMA —TTENTH-
mazamu  [5]. Takum 9wHOM, MiATBEPIKCHHS
B3aemonii momeny PH Oinka BCR 3 USP1 moxe
osnauaru, mo cam BCR/ABL, abo iioro Oimku
TMapTHEPU 3a3HAIOTH JeyOiKBITHHI3AII, a TAKOXK Te,
mo USP1 wmoxe Oyru ¢dochopuiboBanuii 3a
paxyHOK THUpPO3MH-KiHa3HOi akTuBHOCTI ABL
YaCTHHU.

Cepen €IeMEHTIB ITUTOCKENETY, 10 MOXYTh
B3aeMOJiATH 3 nmomeHoMm PH, mpucytHi Taki Oijaku
sk B-tyOynin (TUBB) ta nurokeparun 10 (KRT10).
[Nepmmii € KOMIIOHEHTOM MIKPOTPYOOUOK, APYTHHA —
HAJIKUTh IO POMIKHUX (iTaMeHTiB. 3B’ sI3yBaHHS
3 OMMH KIITUHHUMH CTPYKTYpPaMH MOXE MaTH
nekineka HachiakiB. Ilo-mepmie, Oinki mapTHepu
MOXYTh OyTH (OCHOPUIEOBaHI 10 3aJHIIKaM
tHpo3uHy 3 0oky Abl uwactuam BCR/ABL. Ilo-

apyre — ydactb y (opMmyBaHHI  OiIKOBHX
KOMIUIEKCIB, IO 3asgKOpeHI Ha  eJIeMeHTax
IIUTOCKENIETy, a TaKoK OOMEXEHHS THPO3HH-

kinazHoi aktuBHOCTI BCR/ABL. ®@ocdopumtoBanus
€ OIHUM 13 OCHOBHMX Moau(ikamiii, 1m0 3MiHIOE
aKTUBHICTH Oinka Ta #oro 3pmartHicTh OyTH
3aly9e€HAM [0 CHTHAIBHOTO HIIAXy. TakuM 4nHOM,
thochoprmroBaHHs [-TyOyaiHY MOXeE MPHU3BECTH JI0
3MiHHM JAWHAMIKH 300py MIKPOTPYOOUOK, a TAKOX JI0

3aTHOCTI MEBHUX OLIKOBUX KOMILJIEKCIB
¢opmyBatch Ha  ix  moBepxHi [8]. A
dbochopmmroBanHs  murokeparnay 10 — 1o
nepeOynoBH  KEpaTHHOBUX  (ilaMeHTiB  Ta

BHUBUTFHEHHIO O1JIKIB, IO 3B’s3aHi 3 IUTOKEPATUHOM
10 [9]. Po6otu J. Paramio et al. mokasyioTb, 110
nurokeparud 10 inrioye AKT, Tomy iHakTuBaris
MEPIIOT0 MOXKE MaTd HaCIliJKkoM akTuBamiro Akt-
kiHazHoro murixy [10], a me € XapakTepHUM s
KJITHH, 10 ekchpecyioTh Ber/Abl p210, ame He
p190 [1].

Ille onpHi€er0O  BaXIMBOW  OCOOJIUBICTIO
MIEJIOITHUX KITITHH € TIepeadacHe Bin €XHAHHS Bif
CTPOMH KiCTKOBOTO MO3KY 3a paxyHOK MOPYIICHHS
aaresii [1]. YV 1mpoMy BUNAAKy Ba)JIMBY pOIb
BIJIIrPAfOTh MATPUKCHI OiNKH, JO SKUX HAJCKHUThH
kojgareH 4 Ttumy (COL4Al). ekt Oinok dopmye
MEPEKUBI CTPYKTYPH, IO 3B’ SI3YIOTHCS 3 KIIITHHAMH
yepe3 iHTerpruHA Ta (PIOPOHEKTHHH 3a IOTIOMOTOIO
NC nomeny [11]. Ockimeku BCR/ABL wmae
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BHYTPIITHBOKIIITHHHE PO3TAIlyBaHHS, a KoiareH 4
3HAXOAWUTBCS B TO3AKIITHHHOMY MAaTpPUKCi, TO
JOUJTBHO TIPUITYCTHTH, IO SKIIO B3a€EMOMIS MiX
HAMH Ma€ MicIle, TO II¢ BigOyBaeThCsS Ha eTarri
JIO3piBaHHs KOJIareHy 4.

Marepianu i meToau

Jns amruridikarmii MOCHITOBHOCTI
KOpTakTuHy Oyio mimiopano mpaitmepun CTTN fwd
(5" -tatagaattc AGATGTGGAAAGCTTCAGCAQG)
Ta CTTN rev (5°-
tataggatccAAAGAAGGCCTGATCTGTAGTG).
Hnst ammmigikamii mocnigoBHOCTI OeTa-TyOymiHy
Oyno mipiOpano mpaiimepy TUBB fwd (5°-
TTAACCATGAGGGAAATCGTGC) TUBB rev
(5- TAAGGGAACTGAGAAGCCTGAG).
Marpuuero a1 migbopy mnpaiimepiB Ta IIJIP
cryxunu  reHetnuHi  koHcTpykmii  pOTB7-COR
(106’1380 HamaHa Pontus Aspenstrom, IIBeris) Ta
pCMV-SPORT6-TUBB (Open Biosystems), 110
mictaTe kKJHK 1winoBux mnocaigoBHocTed. s
ammutipikamii USP1 Oymo minmiiGpano mpaiimepu
USPI1 fwd (AATTGCCTGGTGTCATACCTAGTG)
ta USPI rev
(GAGAGACCAATAATATCCAGTAGC). B sxocti
MaTpHlli BUKOPHCTAHO TEHETHYHY KOHCTPYKLIIO i3
OaHky TmuasMmin Bigginmy MonekynapHOT TeHETHKH
IMBI"  HAHY  (pCMV-XL5-USP1).  Iligbip
npaiiMepiB NMPOBOAMBCA 3a JIOIIOMOIOI0 IPOrpaMH
PerlPrimer. Kommnonentu IIJIP Oynu BiamoBigHO
ymoBaM  BUpoOHWKa (Thermo  Scientific) 3
BUKopucTaHHsIM Pfu  momimepazu. CTBOpeHHS
TeHEeTHYHUX KOHCTPYKUIM Uil eKcrpecii IUTbOBUX
MOCTIIOBHOCTE Ta PECTPUKLIMHUI aHami3 Oynu
3MozenboBaHi nmporpamoro Serial Cloner 2.6.1. s
KIIOHYBaHHS amrnTi(hiKoBaH1 TTOCITiAOBHOCTI
KOpPTakTUHY Ta OeTa-TyOyniHy Oyno JiroBaHo B
BekTop pBluescriptSKII+ mo caiitam EcoRI-BamHI
ta EcoRV BignosignHo. ITicas 1150ro, mociigoBHICTh
KOpTakTUHY Oyno Bupizano 3 pBluescriptSKII+ mo
cafitam EcoRI-Notl Ta miroBano y BekTop
pGEX4T2, a Takox Bupizano mo caiitax EcoRI-
BamHI Ta niroBaHo mo muM e caiTaM y BEKTOPH
pCMV-myc ta pECFP-C3. IlocninoBHicTh OeTa-
TyOyniny Oyno BwupizaHo 3 pBluescriptSKII+ Ta
miroBano y Bektop pcDNAHisMaxC mo caiftax
Sall(zarymnenuii)/EcoRV—Notl, y BEKTOP
pGEX4T3 no caiitax Sall-Notl ta y Bekrop pECFP-
C3 mo caiitax HindIlI-EcoRI.  Komyroay
MOCIIIZIOBHICTh ITUTOKepaTUHY 10 Oyio BHpi3aHO 3
Bektopa pCMV-SPORT6-K10 (Open biosystems)
nmo caiitaMm EcoRI-Notl Ta niroBaHo y Bekropu
pCMV-HA ta pGEX4T2 mo mum xe caitam. Jlis
nirysanHs y Bekrop pECFP-C3 mocninoBHICTH
muTokepatury 10, Bupizany 3 Bekropa pCMV-
SPORT6-K10, Oymo 3arymieHo  ¢parMeHTOM



Kirenosa mo Notl caiity, a Bektop pECFP-C3 Oymno
po3pizano 1o EcoRI-BamHI Tta 3arymieno 1o
BamHI  caiity.  IlocmimoBHicts  ampda 1
TIOJTIMETITHIHOTO JIAHIIOTY KojareHy 4 Tuiry OyIiio
BupizaHo 3 Bektopa pCMV-SPORT-COL4A1 (Open
Biosystems) mo caiitax Ascl-HindIIl Ta niroBano y
Bektop pECFP-C1 mo 3arymenomy caiity Xhol ta
HindIIl. ITocnimoHicTs PH nomeny Oymo BupizaHO
3 Bektopa pET32a-PH, ctBopeHoro y Hamomy
Bigminmi, Ta miroeaHo y pmCitrine-Cl 1o
BmHI/BglII-HindIII Ta y pCMV-Tag2b mo BamHI
HindIll. Jns mepeBipkd Ha HasBHICTH Ta
OpIEHTAIIIF0 BCTaBKU OyJI0 BUKOPUCTAHO METOI

AHATITHYIHOTO po3pi3aHHs SHIIOHYKJIea3aMHt
pecTpukIlii 3a yMoBamMH  BUpOOHMKA. [
eykapioTu4Hoi  ekcmpecii  Oylno  BHUKOPUCTaHO

mwiazmign pJ3H-FBP17 ta pEGFP-C3-PH, B3sTi 3
0aHKy TUIa3Min BiTITYy MOJEKYISIPHOI TEHETUKH
IMBI” HAHY. Tpancoekuis kit 293T
rkoHCcTpyKuisimu  pJ3H-FBP17 Ta pEGFP-C3-PH
Oyna mpoBeneHa 3a gomomororo Turbofect (Thermo
Scientific) 3a YMOBaMH BUPOOHUKA.
KoimyHonpenurmiTamis 3IiiCHIOBANIACh 3a
noromororo Protein G cedapo3u 3a mpoOTOKOIOM
E. Goldemis. BectepH-0s0TiHT OyB MpOBEACHUH 3a
CTaHIAPTHUM MPOTOKOJIOM.

PesyabTaTn Ta 06roBOpeHHs

Bci manpanpoBani Meromom [IJIP mimboBi
MOCTIIOBHOCTI OyinH odikyBaHOTO po3mipy: USPI1 —
2500 m.a., TUBB — 1400 m.1., CTTN — 1600 1n.H.
(puc. 1).

[Micns niryBanHs mocnigoBHocteidr TUBB,
CTTN Ta USPl y Bekrop pBluescriptSKII(+)
HasBHICTh BCTaBKH TIEPEBIpsUIacCh aHATITHYHUM
po3pizaHHAM eHAOHYKJIeazaMu pectpukiii Ta T1JIP.
[icns HiATBEpAKEHHS Ia3Mian Oynu
MIPOCEKBEHOBaHI Ta MiATBEpPKEHA iX IIeHTUYHICTh
OUiKyBaHUM  TIOCTiOBHOCTSM 3a  JOIIOMOTOIO
MOPIBHSIHHSL PE3yNbTaTiB CHKBEHCY 3 IIUTLOBOIO
nocmigoBHicTio y  mporpami  Serial  Cloner.
BiamoBimHiCTh OTpUMaHUX OakTepialbHUX  Ta
CYKapiOTUYHUX EKCIPECYIOUMX BEKTOPIB TaKOX
Oyna miaTBEpPKEHAa 3a JIOMOMOTOK aHATITHYHOTO
po3pizaHHs (puC. 2) Ta CEKBEHYBaHHSI.

BiamnoBimHICTF HACHHTE30BaHHMX OUIKIB TIPH
eyKapioTH4Hil  ekcrpecii Oyna  miaTBepIKeHA
I[TATE Ta BectepH-OMOTIHTOM 3i crenupiYHIMA
AHTUTLTaMH. 3a TOTIOMOTOI0 KOIMYHOIIPEIIMITITAIIi1
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Ta BECTEepPH-OI0TY OyJ0 MIATBEPIKEHO B3aEMOJIIO
mixk FBP-17 ta PH (puc. 3).
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Puc. 1. Awmmutidikatu HTBOBHUX

nociigoBHOCTe. M, 1 — Mapkep MOJEKYISApHOi
macu Gene Ruler, TUBB — B-ty0ynin, CTTN —
KOPTaKTUH

Otxe, MokHa cTBepaKyBaTth, o BCR/ABL
Moxke 3B’si3yBatuch 3 FBP17 uepes PH nomen ta
BiZirpaBaTd poiib B CHUTHANIHTY Ta peopraHizamii
MeMOpaHH Ta NMPUMEMOPAHHOTO IUTOCKEJIETy IpH
KJIaTPUH-OMIOCEPEIKOBAHOMY  eHaonuTo3i. OxpiMm
BOTO, OTPHMaHI KOHCTPYKIii MokHa Oyze
BUKOPUCTATH sl OakTepiadbHOI Ta €yKapioTHYHOI
eKCcrpecii Ta BU3HAUCHHS HASBHOCTI OUTOK-OiTKOBOT
B3aemomii Mik PH momenom ta USPI, CTTN,
TUBB, KRT10, COL4A1 3a momoMorow BeCTepH-
00Ty Ta (QITyOpPECIEHTHOT MiKPOCKOIT].

BucHoBku

1. CTBOpeHO TeHETWYHI KOHCTPYKIII s
OakrepianpHoi  ekcmpecii:  pGEX4T-3-TUBB,
pGEXA4T-2-KRT10, pGEX4T2-CTTN.

2. CrBOpeHO TEHETHYHI KOHCTPYKIIi s
eyKapiOTHIHOL eKCITpecii: pCMV-HA-USPI1,
pECFP-C1-COL4A1, pECFP-C3-KRT10, pECFP-
C3-TUBB, pECFP-C3-CTTN, pCMVmyc-CTTN,
pcDNA4HisMaxC-TUBB, pCMV-HA-KRT10.

3. Tlokaszano, mo PH nmomen BCR 3garen
B3aemonisati 3 FBP17 B eykapioTHUHUX KIiTHHAX.
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Puc. 2. Pectpukuiiinuii aHamiz OTpUMaHUX T€HETUYHHUX KOHCTpykuid. A: 1-2 — pECFP-C3-KRT10
(EcoRI); 3 — pCMV-HA-KRT10 (EcoRI-Notl); 4 pGEX4T2-KRT10(EcoRV); 5 — pBluescriptSKII-CTTN
(EcoRI-Notl); 6 — pGEX4T2-CTTN (EcoRI-Notl); 7 — pECFP-C3-CTTN (Smal); 8 — pCMV-myc-CTTN
(Xhol); 9 — pcDNA4HisMaxA-CTTN (EcoRI-Notl); 10 — pGEX4T3 —TUBB (Sall-Notl); 11 — pECFP-C3-
TUBB (EcoRI — HindIIl); 12 — pmCitrine-PH (Sall); 13 - pCMV-Tag2b — PH (Sall); 14 — pcDNAHisMaxC-
TUBB (EcoRI); M — wmapkep momekymsipHoi macu O’GeneRuler. b: 1 — pCMV-HA-USP1 (Hincll);
2 - mapkep monekyisipuoi macu O’GeneRuler. B: 1 — Hhal; 2 Accl; 3 — Apol; 4 — HenopizaHuii BEKTOD;
M — mapkep MmonekynsipHoi macu O’GeneRuler

1 2 3 4

Puc. 3. Becrepr-Omor anamiz B3aemoxii momeny PH 3 FBP17 y kynerypi wimitua 293T,
korpancdexoBanux pJ3H-FBP17 ta pEGFP-C3-PH, 3 antu-HA antutinamu: 1 — mizar xiaitun 2937, ski He
oymo TpaHcdekoBaHo; 2 — mizat kimitaH 2937, axi Oymo xotpancdekoBano pEGFP-PH ta pJ3H-FBP17; 3 —
mizar xinituH 293, ski Oyno xotpancdexoBano pEGFP-PH ta nopoxnim pJ3H; 4 — xoiMmyHonperumiTaris
EGFP-PH 3 HA-FBP17
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ROLE OF PH DOMAIN OF BCR PROTEIN IN CELLULAR PROCESSES THAT DETERMINE
THE PHENOTYPE OF Ph’-POSITIVE MYELOPROLIFERATIVE DISORDERS

Aims. Three forms of fusion protein BCR/ABL differ by the presence or absence of PH and DH domains of
BCR protein and cause different phenotypes of myeloproliferative disorders. To date, 23 proteins-candidates
were identified as possible interaction partners of PH domain of BCR protein. Among them are different
functional groups, such as cytoskeletal proteins, those involved in reorganization of cytoskeleton and
clathrine-mediated endocytosys, matrix proteins and proteins involved in inhibition of proteolytic
degradation. Therefore it is crucial to verify those interactions with more sensible and reliable methods as
this will give clue to the functional differences, which lead to onset of different disorders. Methods. We used
restriction enzyme-based ligation, coimmunoprecipitation and western-blot for creation of genetic constructs
and verification of protein-protein interactions between PH domain of BCR and putative partners. Results.
Different genetic constructs were created, that will be used for the expression of target sequences (USP1,
CTTN, TUBB, KRT10, COL4A1) in bacterial and mammalian expression systems. Also we demonstrate that
FBP17 protein interacts with PH domain in mammalian cell line 293T. Conclusions. Demonstrated
interaction of PH domain and FBP17 shows its’ important role in endocytosis and related cytoskeleton
organization. All derived genetic constructs will be used in future research to verify interaction of target
sequences with PH domain of BCR by far-Western blot, coimmunoprecipitation and fluorescent microscopy.
It will be important in the future to check whether full-length BCR/ABL p210 interacts with USP1, CTTN,
TUBB, KRT10, COL4A1, and FBP17, to study how it affects their phosphorylation state, and to determine
their localization in the cell.

Key words: chronic myelogenous leukemia, myeloproliferative disorders, BCR/ABL, endocytosis,
cytoskeleton reorganization, proteasomal degradation.
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B3AEMOIISI HAHOYACTHUHOK 30JI0TA TA CPIBJIA 3 IIVIASMIJTHOIO THK

BuBuenus 0co0uBOCTEH BILIUBY 30 HM, HaHOYAaCTMHOK cpiOna po3mipamu 30 Ta
HAaHOYACTHMHOK METaJliB Ha TeHeTHYHWH arapar 50 M. [5]. ¥V 3B’s3Ky 3 UMM BUHHUK pAJl NHUTAHb
KHUBOT KIITHHU € OJHWUM 3 aKTyaJIbHUX 3aBJIaHb NOB’SI3aHUX 3 BIUIMBOM HAaHOYACTHHOK METAliB Ha
cyuacHoi HaHoGioTexHosorii. Moro BupimreHHs JIHK 3aj1exHO BiJ iX IPUPOIU Ta PO3MIpY.
BIJKPUBA€E HOBI MEPCHNEKTHBH Yy MPAKTUYHOMY BigomMo, mo onHi€l0 i3 BaXKIHMBHX
3aCTOCYBaHHI HAHOYAaCTMHOK MetaniB [1, 2]. XapakTepUCTUK  IUIa3Mig €  IX  3JaTHICTh
Binzowmo, 110 HAaHOYACTUHKHU 30J10Ta € eiMiHyBaTHUCS 13 OakTepianbHOI KIIITHHHU I JTi€0

MEPCIICKTUBHUMHU  3aco0aMU  JIIarHOCTHKU  Ta MEBHUX XiMiYHMX pedyoBuH [6]. IlepcrniekTuBHUM
aJpecHoi  JOCTaBKM  JIIKAPCBKUX  3aco0iB ¥ MiXOMIOM 10 BHPINICHHS NPOOJIEMH TOJ0JaHHS

KapIioJIoTii, OHKOJIOTii, a HAaHOYAaCTHHKU cpidia — CTIHKOCTI 10 aHTHOIOTHKIB y KIIHIYHUX 130JIATiB
e()eKTUBHI aHTUMIKPOOHI areHTu. [3, 4]. 30y IHUKIB 1H(peKIIHHIX 3aXBOPIOBAHb €
Panime Hamu Oyno moka3zaHO T€HOTOKCHYHY BUKOPHUCTaHHS XIMIYHHX pEYOBHH, AKi

NIiT0 HAHOYACTHHOK 30J10Ta po3mipoM 20 HM Ta ii 3a0e3meuytoTh e(EKTUBHY €IIMIHAINI0 IIIa3MifT
BIZICYTHICTh JUII HAaHOYACTHHOK 30JI0Ta PO3MipOM anTubOioTukopesucrenTHocTi (R-mmasmin). s R-
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