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HacnencrteeHHble onyxoneBble
CUHOPOMBI

HacnegctBeHHbIE onyxorJieBble

CUHOPOMBI

1 Camoe yacTtoe HacrnencTBeHHoe 3aboneBaHue (1-2%
nonynsumm)

1 10% onyxonen mono4vHom xenesbl, 20% KapunHOM SIMYHKMKA,
3% HoBOOOpa30BaHMI TONCTOM KULLKN U SHOOMETPUS

30-40 NET

Cnopaguyeckum
pak

HacnepcreeHHas
MyTauua ¥
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BRCA1 5382insC: adchdekT
OCHoBaTesns

0.1% B nonynsauum

3.7% y 6onbHbIX PMX

10% y naumneHToK c
6unaTtepanbHbIM U
HacnepcTBeHHbIM PMXK

15-20% y 60nbHbIX PakKOM ANYHMKA

Hereditary Cancer in Clinical y
Practice i

Ressearch
High frequency of BRCA |, but not CHEKI or NES| (MBN), founder
mutations in sian ovarian cancer patients

breast cancer patients

BLM: HOBbIU reH
HacneaCTBEHHOro paka
MOJIOYHOW XKerne3bl

1 Bloom syndrome

1 [eH penapaunun JHK

CwuHpgpom briyma

1 [ OMO3UroTbl: HU3KUK POCT,
rMNepYyBCTBUTENBHOCTb KOXU K YO,
HapyLleHns pepTUnbHOCTH,
npeapacnonoXeHHOCTb K paky

1 [eTepo3uroTbl: puck PMX
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High prevalence and breast cancer predisposing role of the
BLM c.1642 C>T (Q548X) mutation in Russia

Anna P. Sokole

Elena A. Turkevic L v mitry V. Voskresenskiy®, Georgy D.
Dmitry E. Matsko®, emig Iduna Fichtner®, :
Antonis C. Antoniou” and Evgeny N. Imyanitov!%#

1 “Founder” mytauus B Poccum

1 Yacrtorta B nonyndauumn: 0.2-0.3%

1 PMK: >1%

1 YBenunyeHne pucka PMX B ~6 pas

« 39 dekT ocHoBaTena» B Poccum

1 OTHOCUTENbHAaa reHeTndeckad roMoreHHOCTb CraBsAHCKOro
HaceneHuna Poccuun

1 [loaTBepKaaeTcs uccneaoBaHUsMNU MyTaunm B reHax
HacneacteeHHoro PMXX (BRCAL, CHEK2, NBS1, BLM)

% OB6ocHoBaHwue Ll,eJ'IeCOO6pa3HOCTI/I NOJIHOSK3OMHOIO
CeKBeHMnpoBaHMA Ond noncka HoBbiX reHoB HacreaCTBEHHOIO

paka




JoMuHaHTHas Moaenb HacnenoBaHUs
pakoBoro cmHgpoma

PeueccuBHas Mogens HacneaoBaHUA
PpakoBOro cMHApoMa

A:p=05,6:q=05 A:p=09,:q=0.1

LETTER TO THE EDITOR

Value of bilateral breast cancer for identification of rare recessive
at-risk alleles: evidence for the role of homozygous GENI
¢.2515_2519delAAGTT mutation

h. Kuligina - Anna P. Sokolenko - Nathalia V. Mitiushiing -
i N, Abysheva - Elena V. Preobrazhenskaya - T a V. Gorodnova +
oriy A. Yanus - Alexandr V. Togo + Nadezhda V. Cherdyntseva -
Svetlana A. Bekhtereva - J. Michael Dixon + Alesey A. Larionoy -
Sergey G. Kurmetsov + Evgeny N. Imyanitoy

15_2519del AAGTT homozygous mutation in a

unction resolvase, GEN1, was overrepresented in

women with bilateral breast cancef (BC] & compared (o
healthy controls [11/360 (3.1 %) vs. 18/1305 (1.4 %). odds
ratio (OR) = 2. 35 (TOZ=75). p = 0.03 1], although this
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GPRCS5A ¢.183delG [p.Arg61fs]:
moandumkatop neHetpaHTHocT BRCAL

* GPRCS5A: orphan G protein-coupled receptor
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Frequency of GPROSA mutation, %
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KoopanHnpoBaHHas akcrnpeccust
GPRC5A n BRCAL

Spearman’s rho = 0.465 (p = 0.00018) p = 0.00003

p=0.0063

1

uGPRCSA
BRCA1

Relative gene expression

siControl siGPRCSA siBRCAl

Relative GPRC5A mRNA expression
Relative GPRC5A mRNA expression

. . BRCAl-negative BRCA I-positive
Relative BRCAl mRNA expression (N=93) (N=17)

High prevalence of GPRC5A germline mutations in
BRCAI-mutant breast cancer patients

Anna P. Sokolenko®?", Daria R. Bulanova™, Aglaya G. lyevleva'~, Svetlana N. Aleksakhina®, Elena V. Preobrazhenskaya®,
Alexandr Q. lvantsov', Ekatherina Sh. Kuligina®, Natalia V. Mitiushkina®, Evgeny N. Suspitsin’, Grigoriy A. Yanus™?,

Olga A. Zaitseva', Olga S. Yatsuk®, Alexandr V. Togo®, Poojitha Kota®, J. Michael Dixon®, Alexey A. Larionov®*,

Sergey G. Kuznetsov® and Evgeny N. Imyanitov'®
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Bbi6bop Tepanuun Ha
OCHOBE MOJIEKYNAPHbIX
XapaKTepPUCTUK ONyXonu




Pak MOno4yHoun xenesbl
Pak anyHuka

BRCAl-accounmpoBaHHbIe OnyXonm

B opranuame: nHaktnsauus ogHoro annens BRCA1
B onyxonu: nHaktueauma obonx annenen BRCA1
UyBCTBMTESNBLHOCTL K NpenapaTtam nnaTuHbl

Pe3nCTEHTHOCTb K «30/10TOMY CTaHOAPTY» fle4YeHuns
PM>XX — TakcaHam

PARP-NHIMOuTOpPSLI
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Table 2 Neoadjuvant cisplatin in BC patients carrying BRCAI mutation

Study Number of  Mode of patient recruitment Bascline discase Cisplatin dose Clinical Complete pathologic
patients characteristics response response

Silver ct al. [6] 2 Paticns included in ncoadjuvant cisplatin ~ T2N + and TN+ 75 mgfm? cvery 3 woeks, 4 cycles 22 (100 %) 212 (100 %)
wwial for triple-negative BC
Kolacinska et al. [5] Retmspective analysis of various groups  T2N2 75 mg/m’, every 3 weeks, number  nd 171 (100 %)
of BC patients treated by neoadjuvant of eycles not specified (between
therapy 4 and 6)
Byrski et al. [4] Prospective study T1: 49 (46 %) 75 mgfm?, cvery 3 wecks, 4 cycles pCR in 65/107 (61 %)
801%) patients
17 (16 %)
8 (7 %)
: 69 (65 %)
124 (22 %)
2:2(11 %
222 %)
Present study Prospective study T1: 0 (0 %) 75-100 mg/m”, every 34 weeks, 6/6 (100 %) 35 (60 %)
2:2(33 %) 46 cycles

117 %)
: 3 (50 %)
:2(33 %)
S 1(17 %)
2: 3(50 %)
: 0(0 %)

Med Oncol (2015) 32:89
DO 10.1007/s12032-015-0514-1

SHORT COMMUNICATION

High efficacy of cisplatin neoadjuvant therapy in a prospective
series of patients carrying BRCA1 germ-line mutation

Vladimir M. Moiseyenko = Georgiy D. Dolmatoy + Fedor V. Moiseyenko +
Al ndr O. Ivantsov - Nikita M. Volkov - Vyacheslav A. Chubenko -
Nuriniso Kh. Abduloeva - Alexey A. Bogdanoy - Anna P. Sokolenko -

Evgeny N. Imyanitoy

YTpaTta octaBLlerocs annens

detsans |y et 195

. CHEK2: 3/18 (17%)
- BLM: 0/10 (0%) ) ”
. NBS1: 1/4 (25%)

Med Oncol (2014) 31:828 -

DOI 10.1007/12032-013-0828-9 normal DNA tumor DNA

ORIGINAL PAPER

Development of breast tumors in CHEK2, NBN/NBS1 and BLM
mutation carriers does not commonly involve somatic inactivation
of the wild-type allele

Evgeny N. Suspitsin - Grigory A. Yanus - Anna P. Sokolenko -

Olga A. Yatsuk - Olga A. Zaitseva + Alexandr A. Bessonov +

Alexandr 0. Ivantsov + Valeria A. Heinstein + Valery F. Klimashevskiy *
Alexandr V. Togo * Evgeny N. Imyanitov
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HeoapbloBaHTHasA Tepanusa cnopaguyeckux n HacneactTseHHbIx PMXK
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p=0.034
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CHEK2 BRCA1 wt CHEK2 BRCA1 wt CHEK2 BRCA1 wt
Bce AHTPaLMKINHBI AHTPAUMNKINHBI
CXeMbl 6e3 TakcaHOB + TaKkcaHbl

ne4yeHunsa

Pfeifer et al., 2014
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Cytological tumor sample (before therapy) Histological tumor sample (after therapy)

Anpitcan

Ampincaion
/

BRCAL 4153delA BRCAI 4153delA [  wt
s o | !

Fig 2. LOH analysis of the pre- and post-neoadjuvant therapy tumor samples obtained from the same patient. Chemonaive OC specimen demanstrates somatic loss of the
wild-type BRCAI allele, while BRCAI is restored in the pl ed tumor tissue.

Treatment

11
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Treatment

Med Oncol (2014) 31:199
DOI 10.1007/s12032-014-0199-x

SHORT COMMUNICATION

Evidence for clinical efficacy of mitomycin C in heavily pretreated
ovarian cancer patients carrying germ-line BRCA1 mutation

Vladimir M. Moiseyenko - Vyacheslav A, Chubenko - Fedor V. Moiseyenko -
Albina 8. Zhabina - Tatiana V. Gorodnova * Yuri I. Komarov - Alexey A. Bogdanov -
Anna P. Sokolenko - Evgeny N. Imyanitoy

CA125 level
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Pak nerkoro

|original Article - Originalarbeit

ONHOLOGIE

High Efficacy of First-Line Gefitinib in Non-Asian
Patients with EGFR-Mutated Lung Adenocarcinoma

Vladimir M. Moiseyenko® Svetlana A. Procenka® Evgeny V. Levchenko®  Alexey S. Barchuk®
Fedor V. Moiseyenko" a G. lyevle Nathalia V. Mitiushkina® Alexandr V. Togo*
Igor |. Semionov®  Alexandr O. vantsov® Dmitry E. Matsko® Evgeny N. Imyanitov®><*
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Detection of EGFR Mutations and EML4-ALK

Rearrangements in Lung Adenocarcinomas Using
Archived Cytological Slides

Natalia V. Mitiushkina, PhD'; Aglaya G. lyevleva, MD, PhD"?%; Artiom N. Poltoratskiy, MD¥;
Alexandr O. lvantsov, MD, PhD?; Alexandr V. Togo, PhD'; Igor S. Polyakov, MD, PhD®;
Sergey V. Orlov, MD, PhD?; Dmitry E. Matsko, MD, PhD%; Viktor I. Novik, MD, PhD%; and
Evgeny N. Imyanitov, MD, PhD*"#

TABLE 1. Success Rate for DNA and RMNA |solation
From Cytological and Histological Lung Cancer
Samples?®

Cytological Histological Mo of Informative
DMNASRMNA Samples Samples Sample Pairs

DNA isolation {n=75) 73 (97%) 74 (99%) 72 (96%)
RNA isolation (n=44) 42 (95%) 38 (86%) 36 (82%)

TABLE 3. £EGFR and EML4-ALK Testing in Cytologi-
cal and Histological Lung Cancer Samples

EGFR EML4-ALK
Mutations Translocations
Test (n=72) (n=36)

Concordant pairs
Wild-type/wild-type 54 (75%) 32 (B9%)
Mutation/mutation 14 (19%) 4 (119%)
Total B8/T2 (94%) 36 (100%)
Discordant pairs
Cytology: mutation/ 3 (4%)

histology: wild-type
Cytology : wild-type/ 1 (1%)

histology: mutation
Total 4 (6%)

14



24.05.2016

Kpn3oTuHub y 60onbHbIX € TpaHcnokauven EML4-ALK

A Percent Change in Tumor Burden
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Contents lists available at ScienceDirect EML4-ALK translocation WTALK
(3'portion! 5§ porton foid - 103.9) (3" portiony 5'portion fold - 0.81)
Cancer Letters . _— A [ —
| ALK Y portion ALK I portion
journal homepage: www.elsevier.com/locate/caniet K pom, ALK T porton

Novel ALK fusion partners in lung cancer

Aglaya G. lyevleva **, Grigory A. Raskin ¢, Vladislav L Tiurin °, Anna P. Sokolenko
Natalia V. Mitiushkina *, Svetlana N. Aleksakhina *, Aigul R. Garifullina *,
Tatiana N. Strelkova *, Valery O. Merkuloy *, Alexandr O. Ivantsov *,

Ekatherina Sh Kuligina *, Kazimir M. Pozharisski **, Alexandr V. Togo *,

Evgeny N. Imyanitov **

sample #7284, DCTN1/ALK
. |
eracrere’s rerero sendr Jrogueen

DCTNI exon 26 | ALK exbn 20

Table 2
‘Comparison of break-apart FISH and PCR assays.

sample #5100, SQSTM1/ALK Sample groups FISH+ FISH-

ASASTST G GCABE TUECETT ABCERTCT S8 ARSCACCAS B AS S . Unbalanced ALK+ and varianc-specific 6(100%) 0(0%)
RTPCR: (n = 6)
e SEaE Unbalanced ALK+ and variant-spedific 2° (40%) 3 (G0E)

RTPCR- (n-=5)

Unbalanced ALK- and variant-spedific 1(100%) 0 ()
RT-PCR+ (n=1})

Unbalanced ALK- and variant-specific 0(0%) 43 (100%)
RT-PCR- (n=43)

* NGS analysis revealed novel ranslocarions in both these samples,
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Invest New Drugs
DOI 10.1007/510637-015-0280-0

SHORT REPORT

BRAF-mutated clear cell sarcoma is sensitive
to vemurafenib treatment

Svetlana A. Protsenko’ - Anna 1. Semionova' + Yuri 1. Komarov' «
Svetlana N. Aleksakhina' + Alexandr O. Ivantsov' - Aglaya G. Ivev leva®-

Evgeny N. Imyanitov '2:34

Fig2 Multiple lung metastases
(from 1.2 to 2.5 cm in diameter)
before vemurafenib treatment (a,
b); complete response of all lung
metastases at 8 weeks of
vemurafenib treatment (¢, d)

16



Complete Clinidal Response of BRAF-Mutated
Cholangiocarcinoma to Vemurafenib,
Panitumumab, and Irinotecan

Sergey V. Silkin" « Sergey S. Startsev ' « Marina E. Krasnc
Natalia V. Mitiushkina* Aglaya G. lye"le\'a"" - Anna P.
Evgeny N. lmyanito\""

THERAPY IN PRACTICE

Vemurafenib-induced progression of breast cancer: a case report
and review of the literature
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3 Discussion

We ameapied 2 syseaunically amess dm @ caciogenx:
efitctof BRAF ishibnom in bumasa, waing PabMed ssaxch
by the plrase “Vemua b firke] OR dabratad fie] OR
BRAF (1] OR RAF funle]) AND (camee® OR maor® OR
mmor® OR muliga® OR lestemia) AND (gogesion OR
indtactios) AND English {lang) ” Callaban e . (4] deacibed
acoelesned pogeason of 2 prviauly ssepecad NRAS-
msmed leskemia in 2 paniest rece ving emaafendd r he
wemnent of melamomy, imgorusy, the gows of leskemic
cell wan ceasad after the withdramal of BRAF ishibinor (4]
L,
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s:HacneacrBeHHbIe onyxoreBble
CUHAPOMBLI

:BbIGOp Tepanuu Ha ocHoBe
MOJEKYNAPHbIX XapaKTepPUCTUK ONyXonu

. leTeKuna AUCCEeMUHUPOBAHHDIX (LUPKYTUPYIOLLMX)
onyxoneBbIX KNeToK

. AncphbepeHumanbHasa guarHoCTUKa onyxosneu c
HEen3BeCTHbIM NepPBUYHbIM O4Yarom
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