HER2-expressing human xenografts were obtained by implantation of ovarian carcinoma SKOV3 cells (107 cells
per mouse) on abdomen area of BALB/C nu/nu mice. Treatment was initiated one week later. The mice were randomized
into 4 groups, 10 animal per group. Animals in the experimental therapy group were intravenously injected with 20 MBq (20
ug) of 7Lu-ABY-027. For comparison, animals in another group were treated with 6 injections of trastuzumab, according
to clinical protocol, a loading dose (4 mg/kg) followed by weekly doses of 2 mg/kg. One control group was treated with PBS
and another with 20 pug of unlabelled ABY-027. Throughout the experiment, tumour volumes and body weights were
measured twice per week. The animals were euthanized when tumours reached a size of 1000 mm? or became ulcerated, or
if an animal’s weight dropped by more than 10 % during one week.

The treatment with trastuzumab resulted in the median survival of 55.5 days, which is significantly (p< 0.05, log-
rank Mantel-Cox test) longer that the median survival of mice in the control groups treated with vehicle (33 days) or
unlabelled ABY-027 (42 days). In the group treated with 177Lu-ABY-027, only four animals died by day 75 after tumour
inoculation, one because of weight loss and three because of tumour ulceration. Thus, the median survival was not reached
and the treartmnt was more efficient than the treatment using trastuzumab. There was a tendency to an excessing weight loss
for animals treated with 177Lu-ABY-027, but the difference with other treatment groups was not significant at any time point
(p>0.05, one way ANOVA).

In conclusion, treatment of HER2-expressing human xenografts using '""Lu-ABY-027 extends survival of mice

compared to controls. It is more efficient than the standard of care for HER2-expressing cancer, treatment using trastuzumab.

MOJUMEPHBIE MEMBPAHBI C DLC IIOKPBITUSIMHU JIJ151 IPUJIOKEHUW CEPJAEYHO-COCYJIUCTOM
XUPYPI'HA
E.A. Tlpocenkas, A.A. Pynn, E.H. Bonsbacos
HanuonaneHslil uccnenoBaTenbekuil TOMCKHA NOTUTEXHUYECKHHA YHUBEPCUTET,
Poccus, r. Tomcek, np. Jlenuna, 30, 634050
E-mail: eap47@tpu.ru

B paborte GBUIO BBINOIHEHO MOAU(PHUIMPOBAHHME MOJIMMEPHBIX MEMOpaH K3 COINOJIMMEpa BHHIINACH(PTOPHIA C
terpadropatunenom (BJID-TOE) ¢ momompio BakyyMHO-AyroBOro UcnapeHus rpaduToBoil MUIIIEHU B aTMoc(epe aproHa.
Llens manHON pabOTHI - UCCIIEOBAHHUE BIUSHUS pekuMOB ocaxaeHnst DLC mokpsITHIT Ha cBOICTBa MOJIMMEPHBIX MEMOpaH,
MIPUMEHSAEMBIX JUISl TIPUIIOKEHUH CepJIeYHO-COCYANCTON XUPYPTHH.

MewmOpanbl 6buM TosTydeHsl U3 6 Macc.% pactBopa BJID-TPD. MogudunupoBanue moBepxHOCTH MeMOpaH
OCYIIECTBIUIM C TIOMOINBI0 METOJa BaKyyMHO-IYroBOTO HclapeHusi ¢ rpadurtoBoi mumieHsio (MIIT-6) B atmocdepe
aproHa. Mop¢oJoruio nonuMepHbIX MEMOpaH HCCIIeI0BAIN METOJIOM CKaHUPYIOLIEH IeKTPOHHOH MuKpockonun (COM).
N3ob6paskenns o6pabaTeIBaIN ¢ MOMOIIBIO TPOrpaMMHOTO obecnieueHmst Image J. [IpodnocTs Ha pa3phiB B OTHOCHTENBEHOE
YAJHMHEHUE MCCIIeI0BAIN Ha pa3pbIBHOM MamuHe Instron 3344. Kpucramimueckast cTpykTypa MeMOpaH ObUIa UCCliefoBaHa
METOJIOM PEHTTEHOBCKOM Audpakiuu Ha nudpakromerpe XRD 6000. FizmMepeHus KpaeBoTo yrila CMaduBaHUS IOBEPXHOCTH
n pacder cBoOonHON moBepxHocTHOW 3Hepruu (CIID) o6pas3noB MoaMUIMPOBaHUS IPOBOIMIN C IOMOIIBIO METOJa
nexanied kxarmm Ha npubope DSA 25. Kpaesole yriel cmaumBanust Boabl (H2O) m nuitonmerana (CHlp), a takxe
MIOBEPXHOCTHAsI 3HEPrusi, ObUIM paccuuTaHbl ¢ ucnonb3oBaHueM merona Oyneca, Bennra, Pabens n Koennose (OBPK).
HccnenoBanne GMHOCOBMECTHMOCTH MTPOBOAMIIOCH C UCTIONIb30BaHHEM (pruOpobmacToB sMOproHa Mbimu 3T3L1.

B pabote nokasano, uro ocaxnenne DLC mokpeITHs Ha MeMOpaHBI HE M3MEHSIIO MX MOPQOJOTHH, TaKXKe He
HaOIIOaIOCh W3MEHEHHE CTPYKTYpPbl MeMOpaHBI, KakuxX-THOO J1e(eKTOB BOJOKOH MeMOpaH He HaOIr01aIoch.

MomudunrpoBanre MeMOpaHbl MPUBOAUT K CHIDKEHHIO Ipenena npoyHoct oT 17,8 mo 14,0 MIla n oTHOCHTETHHOTO
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yumHenust ot 65,3 no 42,2 %. Ilpouecc ocaxaenust DLC MOKpbITHS Ha MOBEPXHOCTH MeMOpaH HE OKa3aj BIHMSHUS Ha
KPHUCTAJUTMUECKYIO CTPYKTYPY U OBUIO YCTAHOBJIEHO, YTO TOKPBITHS, c(hOPMHUPOBAHHBIE IIPU UCCIIEIOBAaHHBIX IIapaMeTpax,
SIBISIFOTCSL aMOP(HBIMH, 3TO MOJITBEPIKAACTCS OTCYTCTBHEM peduiekcoB Ha yriax 43,2, 44,3° u 50,4°, cOOTBETCTBYIOLINX
anmasy, yraepoay u rpaduty. ChopmMupoBaHHbIE Ha MMOBEPXHOCTH MEMOpaH MOKPBHITUS HE OKa3bIBAIM BIUSHHS HA yrod
KoHTaKTa ¢ Bogoi. [Ipu aToM KoHTaKkTHEIHA yron auiiogmerana (CHslb) ymensmmics ot 24,2° no 12,6° B cirydae TOKPBITHH.
YMeHbIIeHHEe yrila KOHTAKTa CBUIETECIBCTBYST 00 yBEIMYCHHH MOBEPXHOCTHOH cBOOOmHOW »Heprun memOpan ¢ DLC-
HOKpPBITHEM GoJtee 9eM B 10 pa3 1o CpaBHEHHIO ¢ KOHTPOIBHBIM 00pasmoM, ot 5,8 1o 73,5 mJIx/m2.

HccnenoBanue B3aMMOJEHCTBHS TOMYUYCHHBIX MEMOpaH C KJIETKAaMH in Vitro MPOBOJWIN C HCIOJB30BAHHUEM
¢ubpodnacroB amMbpuoHa Mbimu 3T3L1. AHanu3 MONYYEHHBIX PE3YJIbTATOB MCIBITAHUI C MOMOIIBIO (hIyopecleHTHOI
MHUKPOCKOIIUH C KOJMYECTBEHHBIM M KAYECTBEHHBIM aHAJIM30M a/Ir€3MPOBABIIMXCS KIETOK MTOKa3al, 4TO COPMUPOBAHHEIC
MOKPBITHS OKA3JIMCh HETOKCUYHBIME 151 prudpodiactoB 3T3L1 1 He MOBIMSIN HA POCT KIICTOK.

Hccneoosanue svinonneno npu noodepoicke Poccuiickozo nayunozo ¢ponoa (npoexm Ne 21-73-20262).
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HaunonaneHb1i uccnenoBarenbckuil ToMCKUNA MOAUTEXHUUECKUN YHUBEPCUTET,
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E-mail: aal76@tpu.ru

B pabote 66110 BEINMOIHEHO TUIA3MEHHOE MOANGPHUINPOBAHUE TTOJIMMEPHBIX MEMOpaH M3 IMOJMBHHIINACHTOPHIAA
(IIBA®) u ero comommmepa BuHWIHAcHPTOpuaa c Terpadropatuineaom (BAD-TOE) ¢ moMmompbio IOyalbsHOTO
MarHeTpoHHoro pacmsuteHust Ti m Si mummeHel B atMocdepe aproHa m aszora. Llenb paboTHI - HMcciieOBaHUE BIUSHUS
JUINTEIBHOCTH TUIa3MEHHON 00pa0bOTKH Ha ()yHKIMOHAJIBHBIE CBOMCTBA MOJIMMEPHBIX MEMOpaH.

Membpanst ObiTH monmydeHs! u3 6 macc.% pactopa BAD-T®PD u [IBAD c coorHomenuem 4 k 1. B xauectBe
pacTBOpUTENS HCIOJB30BANaCh CMECh AalleTOHa M JAWMeTHIalneTamuaa B cooTHoumleHHH 4 k 1. MonuduunpoBaHue
MOBEPXHOCTH MEMOpaH OCYIIECTBIISUIN C IOMOIIBIO 1yajbHOW MarHETPOHHOM pacnbliuTesibHO# crctemoi ¢ Ti (99,9%) u Si
(99,99%) muniensiMa B aTmocdepe aproHa u azora. MopQoOJIOTHI0 MOJIMMEPHBIX MEMOpaH HCCIICAOBAIA METOI0M
CKaHMpYIOLIEeH ateKTpoHHOH MuKpockomun (COM). M300paxenust 00padaTeiBaiy ¢ TOMOIIBIO IPOrPaMMHOTO 00eCTICUeHH s
Image J. DOnemeHTHBII cocTaB MeMOpaH HCCIEA0BAIM METOJOM 3HEPrOAMCIIEPCHOHHON PEHTIEHOBCKOHW CIIEKTPOCKOITUH
(BAC). UsmepeHnst KpaeBOro yriia CMadWBaHUS TOBEPXHOCTH M pacdeT CBOOOIHOM moBepxHocTHOU 3Heprum (CIID)
00pa3oB MOTUPHUIIMPOBAHKS TTPOBOAMIN C IMOMOIIBI0 METoJa Jiekamed kamm Ha mpudope DSA 25. Kpaepbie yrimer
CMadMBaHU BOIBI M GOPMaMHUIa, a TAKXKe MOBEPXHOCTHAS YHEPTHs, OBIIN pacCUMUTAHBI ¢ HCHOIR30BaHHeM MeTona OBPK.
HccrnenoBanre 6MOCOBMECTHMOCTH IMPOBOAMIIOCH C UCTIONB30BAHUEM KIETOYHOU KYJIBTYpPHI.

B paborte mokazaHo, 4TO MpH YBEIWMUEHUH [UIUTEIHLHOCTH OO0pabOTKM MeMOpaH HaONIOAaioch M3MEHEHUE WX
Mopdonorun. Habmonanoch omnaBneHne MeMOpaH, IPUBOASIIEE K MONEPEYHBIM pa3pbiBaM BOJIOKOH. [Ipn yBenndyenun
BpeMeHN MoanGuKanuu ot 3 10 40 MUH IPOUCXOAMIIO YBEJIMUCHNE CPEHEro Auamerpa BostokoH oT 0,48 mo 0,69 MxM, uTo
00yCIJIOBIICHO KOH/IEHCAIMEeH OKPBITHS Ha BOJIOKHAX MEMOpaHbl. DJIEMEHTHBIH COCTaB MOBEPXHOCTH M3MEHSETCS 110 Mepe
YBEJIMUYEHUS JUTMTEIHHOCTH M1a3MeHHOH Moudukarmu. Konnenrpanus Ti, Si, N 1 O npakTH4ecky JIMHEHHO BO3pacTaroT,
a xoHneHTparmu C u F Ha060pOoT yMEHbBIIA0TCS MPH YBEIHMYEHIH JUINTEIFHOCTH 00padoTku oT 3 1o 40 muH. [1na3menHas
MOIUGHUKAIH TOBEPXHOCTH MOYTH HE BIMSAET HAa YTOJl CMAuMBaHWUS BOJOM IS BCEX HCIBITAHUM C Pa3nuIHON IO

JUTATENBHOCTH 00paboTku. OHAKO, 110 Mepe JaTbHEHIIero YBENNIeHUS JITUTEIbHOCTH TUIa3MeHHOM 00paboTku oT 3 1o 40
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