KAk NOAroToBuTb
CTEHAOBbINM AOKAQA?




YTO TOKOE CTEHAOBbBIM
AOKAQAZC

® 3TO PE3YAbTATbI HOYYHOIO MCCAEAOBAHMUS,
OOOPMAEHHbLIE B BUAE DOABLLLIOTO OYMOXKHOTO
NAQKATA (MoCTepaq).

® [ocTep-AOKAQA — AOCTATOYHO HOBAS AA4
Poccummn, HO XOopoLLO cebq 30PEKOMEHAOBOB-
LLIOF COOPMA MNPEACTABAEHMS PE3YALTATOB
HAYYHOTO MCCAEAOBAHMA HA KPYMHOM KOH-
doepeHLLUn. ABTOP AEMOHCTPUPYET CBOU
MATEPMOA B MMCbMEHHOM DOPME, KOAAETU
MMEIOT BO3MOXXHOCTb O3HOKOMMTLCH B HUM U
30AQTb BOMPOCHI HEMNOCPEACTBEHHO B
npoLuecce 3HAOKOMCTBA C AQHHbIMM.
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RNA interference in mammalian cells

using low siRNA concentration

Jérg Dennig*, Silvia Magyar*, Anja Grewe*, Cornelia Schmidt*, Peter Hahn*, Dong Liang!, Subu Yerramill!, Eric Lader,

Woligang Bielke*, and Jie Kang*
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Highly effective knockdown of CDC2 expression
with low siRNA concentrations
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Transfection and knockdown in a wide range of cell types

[Py

AW B of Sy Vet G

HiPerFect Transfection Reagent Allows Effective Uptake of
Low Amounts of Alexa Fluor* 488 Labeled siRNA
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Rapid, efficient lamin A/C knockdown in human primary cells
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Biomarkers and Metabolomics:
Practical Implication.

Viadimir V. Tolstikov
UC Davis Genome Center, Davis, CA
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[Small Molecule Biomarkers Worhflow]

Phasel. Aim: Find potential small molecule biomarkers for metastatic kidney cancer (RCC). Metabolomics pilot
study. Proof of the concept. Phase 1 is completed.

Primary Metabaltes )

‘Secondary Metabolites

Phase ll. Aim: Use Phase | proof of concept methodology to carry out next st of studies:

Run Metabolomics study on large group cancer patients and volunteers. Identiy the most prominent biomarkers |

GC-MS ‘ ‘ RP-LC-MS ‘ [“HUCLC-Ms |

sultable for RCC diagnostic test development.

Method: Perform comprehensive profiling of urinary metabolites by GC-TOF-MS, RP-LC-ESI-MS and HILIC-LC-ESI-
MS methods, analyzing urine samples from healthy volunteers and cancer patients. Apply multivariate statistics for
data mining. eissisan SRR,

GC-TOF-MS HILICLC-MS.
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USDA United States Department Of Agriculture
Agricultural Research Service
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Phase | Aim: Find potential differences between groups of individuals
with PAH exposure and without it. Among these subjects PAH-DNA
adducts detected and not detected. Four groups of subjects are defined
for data mining.

Method: Perform blood plasma metabolite profiling by GC-TOF-MS and
UPLC-ITMS. Apply multivariate statistics for data mining

USDA, ARS Western Human Nutrition Research Center (University of California, Davis) - -

Phase | Aim: Find potential differences between groups of individuals following high and low glycemic
diet. Metabolomics pilot study. Proof of the concept.
: Perform blood plasma metabolite profiling by UPLC-RP-ESI-TMS. Apply multivariate statistics

for data mining.

Scores for D1 (36.9 %) versus D3 (28,2 %) Log | Pario (DA} Results: Data obtained demonstrates the presence
1 of the blood plasma metabolites capable of

discrimination between samples from individuals.
being on high and low glycemic diet for 3 days and
sampled in the fasting time or post-parandially.
Phase | is completed. Four groups were sampled.

Phase II: Aim: Use Phase I proof of concept
methodology to carry out next set of studies:
Methods: a) Identify the most prominent
biomarkers suitable for tests development.

b) Perform validation the most prominent
biomarkers.

=" 7 z Results: Data

obtained
demonstrates the
presence of the
blood plasma
metabolites capable
of discrimination
between defined
groups of samples.
Potential
biomarkers are
detected. Phase | is
completed.

Phase II: Aim: Large
scale experiments:

Methods: a) Identify
the most prominent

PCA score plot for UPLC-RP-LC-MS metabolic
profiling analysis data is illustrating samples
and groups clustering.
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biomarkers suitable
for the tests
development.

b) Perform
validation the most
prominent
blomarkers.




B coBpemMeHHOM MUPE
HOOAIOAQETCH

1epPemn3dbITOK MHADOPMALLMM
A HEAOCTATOK BPEMEHM.

® [lo3TOMY B NOCAEAHEE BPEMA HA

MEXAYHAPOAHbBIX HOYYHbIX KOHADEPEHLMSAX
AEAQIOT BCE OOAbLLIE CTEHAOBBLIX AOKAQAOB.




Y CTEHAOBOIO AOKAQAQ
eCTb M APYI1e NPeEnMYLLLECTBA:

® 1.[oeACTABAAd CTEHAOBbLIM AOKAQA, Bbl
MoXxete boree CBOOOAHO M3AATATh
MHAOOPMALIMIO, HE 3AD0TIACH O BPEMEHM.

® 2. MO>XHO BCTYMNMTb B DOAEE TECHYIO
KOMMYHUKALMIO C AKOABMMU, KOTOPBDIX
MHTEPECYET BAlLLE MCCAEAOBAHME,

® 3. MOXXHO M30eXATb YCTHOIO AOKAQAQ,
eCAM Bbl cTpaaceTe ACQYHKLMEN
peYU




4. Bbl MOXETE MCMOAB3OBATb 3TOT XE
MNOCTEP AAT APYITMX KOHJDEPEHLUMM.

5. CTEHAOBbBIM AOKAQA MO>XXHO MOBECUTH B
CBOEM YHEOHOM 30BEAEHUN U
NO3HAKOMMTb CO CBOMMM
MCCAEAOBAHMEM KOAAET, KOTOPbIE HE
CMOTAU MPMEXATb HO KOHADEPEHLMIO.

6. HakoHeL, Bbl moxxete nomectntb PDF
CBOEro AOKAQAQ B OAHK MOCTEPHbIX
AOKAQAOB, HAMPUMEP HA
Wwww.eposters.net, 1 Torad 6oabLLE
AIOAEN CMOTYT MPUCAQTL BaM CBOU
KOMMEHTAPUM.




MN3roTOBAEHME MOCTEPA —

TBOPYECKUM MPOLLECC, HO TEM HE
MEHEE CAEAYET MPUAEPXKMBATLCH
HEKOTOPbIX OCHOBHbIX MOUWHLMMOB.

® YyuTaemocCTb
HArASAHOCTbD
NMOHATHOCTD

Tem He meHee, ero npoytet BoAbLLEE
KOAMYECTBO AIOAEMN, ECAUM BAM YAQCTCH
NPUAQATb EMY MNMPOUBAEKATEAbHbIM

BHELLIHMM BMA) |
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Paszmep nocrepa

® 120 cm Ha 80 cm — doopmart A0
(DACNOAOXEHME AUCTA — MO BEPTUKAAM
MAU TOPU3OHTA-AM).

® [locTep MOXET COCTOATL KAK M3 OAHOTO
AMCTA goopmMmata AO, TOK U 13
HECKOAbKMX AMUCTOB dpopMaTa A4 nan A3
(B CYMME HE MPEBLILLUAOLLIMX AUCT
doopmarta AO).




CTpYKTYpPO

B BEpXHEM YOCTU AUCTA COAEPXKMTCH
CAEAYIOLLLASY MHAOOPMALMS:

* HO3BAHME MOCTEPQ,
* PO asTtopa (0B),

* KpaTtkme cBeaAeHmd 0B aBTOPAX (Y.
CTENEHb, AOAXXHOCTb M MECTO PADOTHI),

* KOHTOKTHbIE AQHHbIE (KEAATEABHO
YKQA3ATb AAPEC SAEKTPOHHOM MOYThI).
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[TocTep (CTEHAOBbLIM AOKAQA)
MPEACTOBAIET CODOM KPATKOE
CoobLLEHME O HOYYHOM paboTe U
OObIMHO COAEPXKMUT BCE TE XKE PA3ZAEADI,
4TO M HAYYHAS CTATbY:

* BBEAEHME (OKTYOAbHOCTb),

* LeAb MICCAEAOBAHMS,

* METOAbI MICCAEAOBOHMS,

* PE3YALTATHI M X OBCYXXAEHME,
* BbIBOAbI,

* KPATKMU CMIMCOK AMTEPATYbI.

>



MAAIOCTOALLMUA

* roadomnveckme MATePMAAbl ODAEHAIOT
NPOLECC U3AOXKEHUI AOKACAQ,

* UAAIOCTPALMU AOAXKHbBI YATATHCS
Y4OCTHMKOMM HO PACCTOAHMM OAHOTO
METPA 1 AOAEE,

* AMATPAMMBbI, PUCYHKM M CXEMBbI
NPEANOYTUTEABHO OCDOPMAATE MPOCThIMM U
YETKMMM AMHUSMM,

* 30TOAOBOK MOCTEPA PEKOMEHAYETCH
nevyatatb He MeHee, Y4em 60-M KETAEM, O
COM TEKCT MOCTEPA - HE MeHee, HeM 20-M.




POTOrPAPUM M PUCYHKU BbITAIAAT
BbIMTPbILLHEE, ECAM ODOBECTU MX
V3KMM YEPHbIM KOHTYPDOM:




KAk BbIOPATb LIBETA AAS
AMATDOAMM M TODACPOUKOB?S
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UcnoAb3yuTe uBeTda, KoTopsble
XOPOLUO OTAUHAIOTCSH APYT OT

Apyral

He ucnoAb3yute oAHOTUMHbIE
LLBEeTA




Kak BbIOpPATH AM3AUH
OCTEPAY?

® MCrnoAb3yMTE OPOPMAEHME, KOTOPOE
COOTBETCTBYET TEME BALLIETO AOKAOAQ

® He MCNOAb3yUTE TOABKO YEPHbIE N DEAbIE
LIBETQ.

® AyYLLUE MCMOAb3YMUTE NACTEAbHbIE LIBETA




KAK pA3MECTUTb
MHJOOPMALMIO HO CTEHAE?

® B eBponemcKkmx a3blKax
YUTAKOT CAEBA
HAOMPOBO U CBEPXY
BHM3, MO3TOMY
PA3MELLLAUNTE
MHADOPMALMIO TAK,
4TOObI YNTAS, HEAOBEK
ABUTOACH OT BEPXHETO
AEBOTO Kpag K
HUXKHEMY MNMPOABOMY.




HecyuwiecTBeHHbIE
PA3AEAbl, KOTOPbIE He
HY>XXHbl AASl MTOHUMOHMUS
Bawero nccAeAoBaHUS,
TAKUe KAk
OAAQroAApHOCTHU, CNIUCOK
AUTEPATYPLbI U T.A. (XOTS
HEeKOTOpble AIOAU UX
YUTAIOT), MOXHO BbIHECTU
B OTAEAbHOE MNMOAE BHU3Y
AOKAQAQ:




Poratbie xabbl: kak

novmaTtb U npupyum'b'?
MeTtp BaceukuH

® PHNO ABTOPOB
KAOK MPABUAO
PA3MELLLAIOT
[MOA
HO3BAHMEM, O
AOOTOrPAdPUM
—B MPOBOM
BEPOXHEM YTAY.




® [lpown
NPOCMATPMBAHMM
CTPAHMULLbI
BHUMOHME B
OCHOBHOM
HAOMPOBAEHO HAO
BEOXHMUN AEBbIM
YITOA U LLEHTP,
3A0TEM MPAOBbLIM
HUXKHMM YTOA,
30TEM AEBbIM
HUXXHUM U MPOABbIM
BEPXHMM.




® [loaTOoMy
CAOMYIO
BADKHYIO
MHODOPMALLM
IO AyYLLIE
MOMELLLATHL B
AEBbIM
BEPXHMM YTOA
M B LLEHTP.




® [lomHuUTE, 4YTO

OMNTUYECKMM ‘ ’
LLeHTP I I
CTPOHMLLbI ‘
NOUMEPHO F‘

Ha 1/8 BbiLLE

i, Y
reoMeTpmyec

KOro LEeHTPA.




[1oaBbIM
BEOXHMUN YTOA
AYHLLIE 30HATb
AOOTOrPAPUIM
M AQBTOPOB,
HEODXOAMMbBIM
M IMOAEMOMM
AU
SAEMEHTOM
AM3AMHQ:

Poratble Xxabbl: KakK
novMaTtb U NPUPY4YUTL™
MeTp BaceukuH

H




O CMOCO0Yy pa3MeLLEeHMS
AHAOOPMALMM MOXKXHO BbIAEAUTH
ABQ TUMNA MOCTEPOB:

Poratbie Xabbl: Kak
noMMaTb U NpUPY4YUTL? [ § \

Metp Bace4kuH

PoraTtble Xxabbi: kak
noMMaTb U NPpUPYYUTL? | ISR !

MeTp Bace4kuH

B

C moJI0CHBIM pPacIOJIOXKEHHEM H ¢ MOAYJIbHBIM
PACIOJIOXKEHHEM. =1

e



[ToMMmep NocTepa C NOAOCHbLIM
DACMNOAOXEHNEM HACTEM:

Metacarpal Proportons in -lusfralopithecus africanus
Javid |, Geeen (dsgroenis o and Adam D (
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[Tomep nocrtepa C
MOAYABHbIM PACMOAOXEHNEM
YACTEM:

MullLPROBITY
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[TOMHUTE TAK XKE, YTO 3ATOAOBKM HE
AOAXKHblI COBMAAQTb MO BbICOTE:

Porartbie xabbl: Kak PoraTtbie Xabbl: kKak
noMaTb U Npupy4YnTh? | SRR WY noMMaTh U NpUpy4YnTL? | S WY 1

MeTp Bace4ukuH Metp Bace4kuH

[IpaBUJIBHO HenrpaBuJabHO
pd



LLIMPMHY MOAOCHI AyHLLIE CAEAATH OKOAO
40 3HOKOB —TAKOM TEKCT YUTAETCH
ObICTpEE BCETO.

B OOAbLLMHCTBE CAYYOEB AAS BIAEAEHUS
AYYLLIE MCMOAb3OBATbL KYPCHB, A HE
MoAYEPKUBAHMNE



COBETbl M PEKOMEHAALLMM

® * NOAroTOBbTE MOCTEP M COOOLLEHNE HO 3-4
MUHYTbI 30paHEE

® * Mpu XXEAQHMM Bbl CMOXETE MPUHECTU
HOYTOYK M MOKA3bIBATb C HETO AOMOAHMU-
TEAbHbIE AEMOHCTPALUMOHHbBIE MATEPUAADI
(HO, K COXKAAEHMIO, PO3ETKU B HEMOCPEA-
CTBEHHOM BAM3OCTH OT NOCTEPA HE DYyAET)

® * PAAOM C MOCTEPOM MOXHO PAIMECTUTD
KOHBEPT C AIOOLIM AOMIOAHUTEAbHbBIM MQO-
TEPUAAOM (BU3UTKM, AMCT ODPATHOM CBA3M,
KOMMKM Noctepa m T1.r.)



[lomHUTEe!

® Ha 4yteHue Baluero AOKAGAQ HE AOAXKHO
YXOAUTb DOAEE, YEM 7 MUHYT!

® [lo3TOMY Mbl PEKOMEHAYEM BAM AEAQTH
TEKCTOBbIE OTPbIBKM HE BoAaee 150 CAOB B

AAUHY.



BALL TEKCT HE AOAXKEH 3AQHMMATL

boAree OAHOM YETBEPTU
MAOLLLOAM CTEHAQ!

27-hydroxycholesterol is a Novel Endogenous Regulator
of Estrogen Receptor Activity

Carolyn D. DuSell and Donald P. McDonnell

Department of Pharmacology and Cancer Biology, Duke University Medical Center, Durham, NC 27710
S

Introduction

Thers are two otorms of 1he estrogen recepior (ER). ERG and ERP, wheh upon
K980 bnding reguiate he ranscripton of 1arget ganes. in generd, it is Thought hiat
™o proiferatve efiects of estrogens are mediatod primanly threugh ERa, whereas
o andi-prokteratve coas are through ERS. There are Ihree endogencus eHrogen
Teceptor agonists that actvate both ERG and ER, the most potent beng 170

The magcrity of braast cancars express ERG 8nd rely on £2 8 & grows stimus.
gromptog the Covelopment of therapwes aimed a1 reducng E2 levels. such as
atase wAbEoA Unfortunalely, many DIeast cancars become resstant 1o
aromatate innbhon, Dut’ conteae rely cn ERa for growth Tumceantiirateg
mMacrophages (TAMS), Which ae 3450C3te0 weh increased Wmor Growth and
decreased patent suvival, possess high cylochrome PAX0 27A1 (CYP2TAY)
enzymanc actvity and am therefore Capable of producing 27-hydraxycholesterct
(2THC). Which we have Shown (0 e & novel ndogerous DM egonit for ER It is
r-«r;ve Possble fat Macrophage INtiatn of a breast Lmor provides an pmioge]
HOGENIE IGANd 1 promotn tumeegen bohawor  Furthemmone, the product
e by either TAMS and tumor epthelal Cells. and the estrogenc achives cl
27HC. presents 3 potentisl mechanism for e Cevelopment of TESISIANCE 1
aromatase nfubiors. Theredors, undenstanding the intricaces of ihe regulation of £R
by 27HC and how this mpinges on estrogen sgnakng wil have a profound iMpact o
ettrogan-roguated biokgy, #gecaly in Dreast cancer

Hypothesis & Objectives

Hypothesis
We hypothese that 27HC s a partial agonist for ERo and ERP that may
coniribute to therapeutic resistance in breast cancer

Otjectives.

< Determine whether 27HC is an ER agonist, antagonist, or Selective
Estrogen Receptor Modulator (SERM).

< Define the role of 27HC in regulating ERa activity in ERa-positive breast
cancer cell lines

Results

Figure 1, 27HC activates exogenous ERa and ER
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Figure 4, 27HC stimulates proliferation In ERa-positive breast cancer

Results Results

Figure 2, 2THC regulates endogenous ERa target genes Figure 5. 2THC induc: unique conformation of ERa and ERf
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Figure 6. 27HC aliows for differential poptide recrultment to ERa and
ERB
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Figure 3. 27THC troatment leads to recruitment of ERa at the estrogen
response element in the pS2 promoter
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colis Conclusions

 2THC is a novel partial agonist that regulates both ERa and ER$.

 2THC stimuiates proliferation in an ERa-postive breast cancer cell line

& 2THC nduces a unique conformation of both ERa and ER( that allows
for differential recrutment of ER-interacting peptides.

Future Directions
NCF T ool watw plaled i phenotsed bee meda contreng 8% charcosh alripped FBS o
Sei cuir Aber 63 boure, e ot eve e 2 P ek wen repced
hee medke for 34 Bows. Cods weee then Yeated with veicle, E2. or 27HC S &8

‘was feglensahad after 48 howrs. On
g » I.‘IM Oye Daa s presented as the meas = SEM fur e ndependent

Determing how 27HC influences breast tumor growth
Estabish which cells produce 27HC within the tumor microenvironment
and determine whether this Iigand acts in an autocring o paracrine
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Kak pacneyarartb CTEHAOBbLIM
AOKAQA?

Mbl PEKOMEHAYEM BAM CO3AATH MOKET BALLIETO
MNOCTEPA B OAHOM M3 rTPAdOUNYECKMX MPOTPAMM.
[Mporpamma PosterGenius co3aaHO
CNEeUMAABHO AAS M3TOTOBAEHMA HAYYHbIX
NOCTEPOB.

3AaTEM MOXHO PA3AEAUTb NOCTEP B PDF

OAHAOKO OOABLLIMHCTBO MCCAEAOBATEAEM
NOAb3YETCS TOKMMM MPOTPAMMAMM, KOK:

InDesign, QuarkXPress, Pagemaker, lllustrator,
CorelDRAW, Freehand, Powerpointn Ap.

A 30TEM OTMPABbL MOCTEP HAM M Mb
pacrne4yaTaem eroj))




PekomeHAALUMM MO OCOOPMAEHUIO
NOoCTEPA (HA AHTAMMCKOM 3bIKE) MOXXHO
MNPOYUTATH TYT -
hitp://colinpurrington.com/tips/academi
c/posterdesign (CCbIAKA 3QMMCTBOBAHAO
HO cauTe
hitp://virtualcoglab.ru/poster.ntml)

B CTOHAQPTHBIX MPUAOXKEHMAX WIndows
CYLLLECTBYET NPOrpaMmMa Microsoft
Office Publi-sher, no3soAstoLLLMM
CAOMOCTOATEABHO AEAQTb MOCTEPDI.
CYLLIECTBYIOT U APYIME MNPO-TPAMMGBI.



