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dakTopbl pucka BTO0 y
OHKOJIOrM4ecKux rnaumeHToB

Nokanunsauna 3HO

Bpemsa ¢ MOMeHTa
NOCTaHOBKMU
AvarHosa

BTOO- BeHO3HbIe TpoMboambonnyeckne ocnoxHeHus; 3HO — 3nokayvecTBeHHble HOBoobpa3oBaHus; LIBK — ueHTpanbHoro
BEHO3HOrO KaTeTepa
Timp JF et al, Blood 2013;122:1712-1723



Tpom603 Kak nepBoe nposiBrneHne
3ril0KavyecTBeHHOro 3aboneBaHus

e ¥V 10-20% mnaiueHToB CO 3JI0KAaYE€CTBEHHBIM
HOBOOOpa30BaHUEM Pa3BHUBACTCS
CUMIOTOMHBIA TPOMOO3 TITyOOKHX BEH,

OCJIOKHSIOIIIUNCSA WU HE OCIIOKHIIOIIUNCS
TOJIA 1

o [IpubnusurensHo y 20% namuentos ¢ BT20
00HApYKUBAETCH aKTUBHBIM PaK 2

HeoOxoauMo crienuain3npoBaHHOE 00CIIeI0BaHUE
0onbHBIX ¢ BTOO 1514 BeIsIBIICHUS paka.

HeoOxoauMo crienuain3npoBaHHOE 00CIIeI0BaHUE
OOJIBHBIX C PAKOM JIJIS BBISIBIICHUS 0€CCUMIITOMHBIX

BTO0.
2

/

1Barsam SJ, Patel R, Arya R. B J Haem 2013;161:764-777; ?Laporte
S et al Circulation 2008;117:1711-1716



Y OHKONIOrM4yecKux naumeHToB OTMeYyaeTcA BbICOKAA 4YacToTa
datanbHoOM TIJ1A u paTanbHOro KPOBOTEYEHUA MO pe3ybTaTtam
pernctpa RIETE

3,0

2,5

2,0

1,5

1,0

0,5

0,0

p<0.001

Konunuectso nauueHToB (%)

=
S

He oHKONoOrnuyeckune

I OHKonornyeckune

p<0.001

1,0

0,3

daranbHaa TI/IA

1. Monreal M et al. ) Thromb Haemost 2006;4:1950-1956.

datanbHoOe KposoTeueHue



Tpnapga Bupxosa npu pake

Y  OHKONOrMYyeckux nauMeHToB ecTb  BCe
KOMMOHEHTbl Tpuagbl BupxoBa, aKTMBauwmA
KOTOPbIX MPMBOAUT K  NPOTPOMBOreHHomy
COCTOSIHMIO UM TunepKoarynaumm!

MHorve npoKoarynaHTHble $aKTopbl, TakMe Kak
TKaHeBOM  (aKTOpP, PaAKOBbIA  MPOKOATY/AHT,
ceKkpeTupytoTcs nnu aKTMBUPYIOTCA Ha
NOBEPXHOCTU KNETOK MHOIUX onyxonein!
YBE/IMUMBAIOTCA TaKKe BOCMpoOM3BeAeHue W
aKTMBHOCTb TpOoMboLmMTOB?

MoBpexaeHne  3HAOTENNUS U U3MEHEHUe
KPOBOTOKA TaKXe WrpaeT poib Kak MU
NaTONOrMYECKUin aHrmoreHes onyxonm!

Bce mexaHW3mMbl MOTYT BbITb MHOXECTBEHHbIMM U
CUHEPTUYHbIMKU?

3amepneHue
KPOBOTOKA

» YBenmyeHue BA3KOCTH
naasmbl

» 3acToi BcieacTeme
OrpaHNYEeHHOM
NoABUXHOCTM
(nocTenbHbIN pexxnm,
nepeaBu)KeHne Ha
KonAcke)

MospexxaeHue cocynos

» MoBpeaeHne nan AnchyHKums
3HOO0TENNA, B T.4. YyBEIMYEHME YPOBHA
pacTBopMMmoOro E cenektuHa,
TpombomoaynnHa, BOSMOXKHO
CBA3aHHOE C XMMMUOTepanuen

» MoTepa aHTUKOAryNAHTHOM
CcnocobHOCTM U, KaK ceacTeue,
aKTMBAUMA NPOKOArynAHTHOM B T.u.
NnoBbllWeHne akTMBHOCTU ¢paKkTopa POoH
BunnebpaHTa, TKaHeBOro ¢pakTopa,
CHWXeHue tPA, Tak)Ke BO3MOXHO
CBA3AHHOM C XMMMOTEpPanmen

» AHrunoreHes

'MnepkKoarynauua

TpMaAa > YBenunyeHue akTMBHOCTU
TPOMBOLMTOB U UX CMOCOBHOCTU K
Bupxosa |

arperaymu, Increased platelet
activation and aggregability,
noBblWeHMEe pacTBOpMMmoro P
ceneKkTuHa, betatpombomoaynnHa
» M3meHeHMs B remoCTase co
_ cMelleHeM banaHca B CTOPOHY
npoKoarynsumm, ygenmyeHme

coaepaHua pubpuHoreHa,
paKoBOro npokoarynaHta, PAI-1

PAI-1 - nHrMbuTop akTMBaTOPa NAasMmumHoreHa; tPA - TKaHeBOM aKTMBATOP MJIa3MUHOreHa

1. Lip GY etal. Lancet Oncol. 2002;3:27-34

2. Adapted from Blann AD and Dunmore S Cardiology Research and Practice Volume 2011, Article ID 394740, 11 pages doi:10.4061/2011/394740



CnHapom Tpycco

« B 1865 roay Bpay ApmaH Tpycco (Armand
Trousseau) oTmeTun, Yto TPpoMmbodnebuT ¢
ambonumsaumen MoXeT CONPOBOXKAATb
BUCLepasibHble BUAbl paKa

* Yepes 2 roga 3TOT CUHAPOM OH BbIABUA Y
cebsa

e B 1977 roay Sack caenan nogpobHoe
onucaHue cuHApoma Tpycco € yKasaHnem
NaTopmn3nNoN0rMn N KANHUKU

* CuHagpom Tpycco He BXOAUT B CUCTEMY
KIMHUYECKMX AMArHO30B, ONUCbIBAETCA KaK
«paK-accouMMpoOBaAHHAA Koarynonatmar,
«runepkoarynaymna, cBasaHHaA co
3/10Ka4YecTBeHHbIM HOBOOHOpa3oBaHNEMY,
«mamnonaTnyeckasa Tpomboambonna npu
paKe» un ap.

Varki A. Blood. Sep 15, 2007,
110(6): 1723-1729.



[aToreHes runepKoarynaumMmn npu pake

CocTtoAHMe
rmnepkoarynaumm
npu pake !
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CP, cancer procoagulant; FV-R, factor V receptor; IL-1, interleukin 1;
PAI, plasminogen activator inhibitor; TF, tissue factor; TM,
thrombomodulin; TNF, tumor necrosis factor; t-PA; tissue
1. Cwuam. ot Kuderer NM et al. J Clin Oncol. 2009;27:4902-4911 plasminogen; PA, urokinase plasminogen; uPAR, urokinase

. . N plasminogen receptor; VEGF, vascular endothelial growth factor
2. Cwusm. ot Tsoumani ME et al. Current Pharmaceutical Design, 2017, Vol. 23,



OueHKa pucka BT3 no
Khorana et al

dakTopbl bannbl

Jlokannsauuma paka

OueHb BbICOKUI PUCK 2
(»kenypoK, noaxkenyaoyHas xenesa)

BblcOKMM pUCK (nerkoe, n(nmepoma, 1
OHKOTMHEKO/10TuA,

OHKoyposorus (McKAtoYas npocTaTy))

TpombouunTtbl = 350,000/mm3 1
JlenkoumTbl > 11,000/3 1
femornobuH < 10 r/an nam ucnonb3osaHme 1

CTUMYNATOPOB 3PUTPOMNO33a

UHaeKc maccebl Tena 2 35 1

Khorana AA, et al.Blood. 2008;111:4902-7.



NUccneposaHune CLOT: ganbtenapuH no cpaBHeHUto ¢ ABK
NPU OHKO-aCCOUMNPOBAHHbIX TPOMbBO3ax

HMT vs ABK B npodunaktmke peumansa BEHO3HOM
TPOM603MbOONNM ¥ NALMEHTOB CO 310KAYECTBEHHbBIMM
HOBOObOpa3oBaHNAMM

CLOT - a¢pPpeKTMBHOCTb

Aanbrenapun ABK

TrB 4,2% 11,0% Mun3HeyrpoKatoLm 6,0% 4,3%
Hedatanb 2,4% 2,8y ©KPOBOTEUEHNA

HaA TIJIA Bce kKpoBoTeueHumA 14,1% 19,2%
daTanbHa 1,5% 2,1% R

4 TI/A T NEW ENGLAYD JOURNAL 4 EDICE

Bcero 8,0% 15,8% ORIGINAL ARTICLE

(TrB +

TI/1A) Low-Molecular-Weight Heparin

versus 2 Coumarin for the Prevention
of Recurrent Venous Thromboembolism
in Patients with Cancer

Agnes Y. Lee, M.D., Mark . Levine, M.D., Ross . Baker, M.D.,

KAT — KaHUep-accounmpoBaHHbIi Tpom603 ; HMI — HU3KOMOJIeKYNSipHbIE renapuHbl;
TIB — Tpomb603 rnybokux seH; TIJIA — Tpomb0ambonuns neroyHoi aptepun; ABK —

AHTAroHMCTbl BUTammHa K
N EnglJ Med 2003;349:146-53.
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NEIWOTrk™ -

THERAPEUTIC ANTICOAGULATION FOR VENOUS THROMBOEMBOLISM

* Anticoagulation options recommended for management of VTE in patients with cancer include regimens involving only one agent (monotherapy options)
as well as regimens that use more than one type of agent (combination therapy options). This section lists the recommended regimens, including dosing
and duration, as well as a list of contraindications and warnings to help guide treatment selection.”

+ Select regimen based on: Renal failure (C_ <30 mL/min), inpatient/outpatient, FDA approval, cost, ease of administration, monitoring, bleeding risk
assessment, and ability to reverse anticoagulation. (See Contraindications and Warnings on VTE-E, 4 of 5).

* Baseline laboratory testing: CBC, renal and hepatic function panel, aPTT, and PT/INR.

* Follow institutional standard operating procedures (SOPs) for dosing schedules. If no SOPs then use the American College of Chest Physicians (ACCP)
recommendations.?

* Following initiation of anticoagulant: Hemeoglebin, hematocrit, and platelet count at least every 2-3 days for the first 14 days and every 2 weeks thereafter
or as clinically indicated.

Monotherapy Options

Agent(s) Dosing Details®
LMWH - preferred for first € months in patients with proximal DVT or PE and for prevention of recurrent VTE in patients with advanced metastatic cancer.
+ Dalteparin (category 1) 200 units/kg SC daily for 30 days, then 150 units/kg once daily for 2-6 months®34
+ Enoxaparin 1 mg/kg SC every 12 hoursd58
Fondaparinux 5 mg [<50 kg]; 7.5 mg [50-100 kg]: 10 mg [>100 kg] SC daily®!°
Unfractionated heparin (UFH) (category 2B)
+ UFH IV then SC IV 80 units/kg load, then 18 units/kg/h, target aPTT of 2-2.5 X control or per hospital SOPs,
then SC 250 units/kg every 12 hours'!
+ UFH SC SC 333 unit/kg load, then SC 250 units/kg every 12 hours'!12
For patients who refuse or have compelling reasons to avoid LMWH P the following direct nral anticoagulants (DOACs) are acceptable alternatives for D
management of VTE:
+ Apixaban 10 mg orally BID for 7 days, then 5 mg BID13:14
« Rivaroxapan 15 ma orally BID for 21 days, then 20 md daily 1518 |

See next page for Combination Therapy Options
aAlthough each of the LMWH agents has been studied in randomized controlled frials in cancer patients, the efficacy of dalteparin in this population is supported by the
highest quality evidence and is the only LMWH approved by the FDA for this indication.>1°
bpatients may refuse or be poor candidates for LMWH injections because they are painful, inconvenient, and expensive. These factors may contribute to poor
compliance with long-term LMWH treatment.
“For recommended duration, see Duration of Anticoagulation as Recommended by Guideline on WVTE-E, 3 of 5.
d_ong-term management with enoxaparin dosing of 1 mg/kg SC every 12 hours has not been tested in cancer patients.

Mote: All recommendations are category 2A unless otherwise indicated. Continued
Clinical Trials: HCCHN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. VTE-E

Version 1.2018, D322/13 & Natlonal Comprehensive Cancer Network, Inc. 2018, A1 ights reserved. The NCCH Guldelines® and this lllustration may not be reproguced In any form without the express writien permission of NCCN®. 10F5




Cy6ananu3z AMPLIFY y oHKOTOTMYECKMX MAllMEHTOR
orieHKa 3P(HEKTUBHOCTH U OE30IaCHOCTH JICUCHHUS Y TTAIMEHTOB C
AKTHMBHBIM PaKOM 110 CPAaBHEHHUIO C MallueHTaMHu 0e3
OHKOJIOTMYECKOTO 3a00JIeBaHUS

Peungus BT9/cmepTb oT BTI Bonblioe KpoBoTeYeHUe
McxogHbIn cTaTyc
AnukcabaH dHokcanapuH/ BapdapuH
Bap¢apuH
AKTUBHbBIN paK, % (n/N) 3,7 (3/81) 6,4 (5/78) 2,3(2/87) 5,0 (4/80)
OP (95% OMN) 0,56 (0,13-2,37) 0,45 (0,08-2,46)
Pak B aHamHe3e, % (n/N) 1,1(2/179) 6,3 (11/175) 0,5 (1/184) 2,8 (5/179)
OP (95% QW) 0,17 (0,04-0,78) 0,20 (0,02-1,65)
AKTUBHbIN paK unu pak B aHamHese, % (n/N) 1,9 (5/260) 6,3 (16/253 1,1(3/271) 3,5(9/259)
OP (95% QW) 0,30 (0,11-0,82) 0,32 (0,09-0,16)
HeT aKTMBHOro paKa unu paka B aHamHese, % (n/N) 2,3(54/2349) 2,3(55/2382) 0,5(12/2405) 1,7 (40/2430)
RR (95% Cl) 0,99 (0,69-1,44) 0,30 (0,16-0,58)

Pasnunuua mexay nonynaumamu P gna
B3aMmopgencTemua

Pe3ynbTaTtbl NeyeHna anMkcabaHom no cpaBHEHUIO C IHOKcanapuHom/BapdapuHom

Y OHKOJIOTMYECKUX NaLMeHTOB 6blain cXoAHbIMM CO BCEU nonynaumein B uccneaoBaHum
AMPLIFY

OV — poseputenbHblit UHTEpBan; OP — OTHOCUTENbHDBIN pUCK; BT — BeHO3Has Tpomboambonusa

1. Agnelli G et al. ) Thromb Haemost 2015. doi: 10.1111/jth.13153. [Epub ahead of print]; 2. UHCTPYKUMA NO NPUMEHEHMIO 1IeKAaPCTBEHHOro NpenapaTa ANA MegULUHCKOro
npumeHeHua IJIMKBUC®.



ADAM V TE: xapakrepucTruka UCCIe10BaHUSA

nepBML-IHaFI TOYKa
6e3onacHoCTH
bonbloe KpoBoTeUeHMe,
BKAtoYana ¢paTtanbHoe (no ISTH).
BTopunyHas TouKa
3PPEKTUBHOCTH

Peunansbl cumntomHom BT3,
BKAtoYana peunamns TIB, TI/TIA n
datanbHoM TI1A

BTopu4yHas TouKa
6e3onacHoCcTu
KOMBUHMpPOBAHHaA

Mo ISTH 6onbloe
KpOBOTEYEHUE BKAKOYaASA
daTanbHOE KpoBOTEYEHUE U
KNAMHWUYECKUN 3HAYMMOe
Hebonblwoe (K3HB)
KpoBOTeYeHUue

» 300 naumeHToB c BTO

» Pak pasnnyHou
nokanmsaumu

» AnukcadaH vs
aansTenapuH

» 6 MecaueB
neyeHua/npodnnakTukn

» KOHe4yHada To4ka
6e3onacHoctn (ISTH
bonbLoe KpoBOTEHEHNE)

BT2 — BeHO3Han Tpomboambonus, TI/1IA — Tpomb60smb60aUA NeroyHom aptepumn, TTB — Tpomb03 rnyboKmx
BeH; ISTH - International Society on Thrombosis and Haemostasis.

McBane RD et al. Oral presentation at ASH December 15t to 4t 2018, San Diego, CA, USA. Abstract number

421.



ADAM VTE: OueHka 6e30nacHOCTU

Hanbtenap
NH
(N=142)

AnunkcabaH

(N = 145)

[NepBMYHAA TOYKaA
Bonblloe KpoBoTeYEeHUE 0 (0%) 2(1,4%) 0,14

BTOpnYyHaA Touka

Bonbwoe + K3HB

9(6,2%) 9(6,3%) 0,88
KpoBoTeyeHune

K3HB — knuHn4ecku saHadnmoe HebonbLIoe;

McBane RD et al. Oral presentation at ASH December 15t to 4t 2018, San Diego, CA, USA.
Abstract number 421.



ADAM VTE
BTopruuHsie ToukH: peruaus BTO

AnukcabaH [antenapuH

(N = 145) (N = 142)

Peunaus BT 1(0,7%) 9 (6,3%) 0,03
f[oneHb 0 4
BepxHne KOHe4YHOCTHU 0 2
T2/1A 0 1
CeneseHka 0 2
LlepebpanbHasa ambonua 1 0
ApTepuanbHbin TPOM6O03 1(0,7%) 1(0,7%)

BTO - BeHos3Hasa TpomGoambonus; TOJNA — TpomB0ambonuns neroyHom apTepuu;

McBane RD et al. Oral presentation at ASH December 15t to 4th 2018, San Diego, CA, USA. Abstract
number 421.



ADAM VTE : BbiBOAb! aBTOPOB

[na neyeHna pak-accounnpoBaHHou BTI:

AnunKcabaH 6bin cBA3aH C O4eHb HU3KOM YacToToM
KPOBOTEYEHUN U peunanBa BEHO3HOro Tpombo3a
MO CPAaBHEHMUIO C AaNbTEMAPUHOM.

AnnKcabaH XOpoLWIO MepeHOCUNCcA, MauueHTbl B
bonblien  creneHn  OblIM  YOOBIETBOPEHDI
Tepannuenm wn pexe npekpawann Tepanuo Mo
CPaBHEHMUIO C TPYNMNon AanbTenapuHa.

9T  AaHHble  CBUAETENbCTBYHOT B MNOAb3Y
NPUMeEHeHMA anukcabaHa Ana nevYeHua pPak-
accounmnposaHHoun BT2.

McBane RD et al. Oral presentation at ASH December 15t to 4th 2018, San Diego, CA, USA. Abstract
number 421.



CARAVAGGIO: annkcabaH B ne4eHnn BEHO3HOW TPOMOOIMOONNKN y NaunueHToB
C pakom — An3anH uccnegoBaHus

Nccneposanume Il pasbl, npocnekTUBHOE,

>
>

>

Y V V

PaHAOMU3NPOBAHHOE, OTKPbITOe cnenoe (Probe)

NO KOHEeYHbIM TOYKaM

Kputepun BKnroYeHus
B3pocnble nauneHTsl = 18 years
BnepBble oMarHocTMpoBaHHbIN, 06 bEKTUBHO
NnoaTBEPXKOEHHbIN: CAMNTOMHbIN U HENPEeABUAEHHbIN
npokcnmanbsHbi TI'B HUXHNX KOHEYHOCTEN UK
cumnTomHasa TOJIA nnu HenpeasuaeHHaa TAJIA B
CErMeHTbl Mnn 6onee NpoKCMMarbHbIE NTErOYHbIE apTeEpPUM
JTioboi Tnn paka (kpoMe 6a3anbHO-KNEeTOYHON Unn
CKBaMaTO3HO-KNETOYHOW KapLMHOMbI KOXW, NepBUYHaS

ocTpas nevikemuns)

Kputepum ucknroyeHums
ECOG crartyc lll or IV
Oxvpgaemasi NPOAOIKUTENBHOCTL XMU3HN < 6 MecsLIeB
AKTMBHOE KpoBOTEYeHME, remornobuH < 8 r/an (5.0 Mmonk/m)
unu TpomooumnTLI<K75x107°9/n nnn NT B aHamHese
KnupeHc kpeatuHuHa < 30 Mn/mMuH
HekoHTponmpyemas runepteHsus (cuct ALl > 180 mmHg unu
awact Al > 100 mmHg
Tpom63aKTOMMS, KaBa-QUNbTP Unmn Tpomodonuaunc,
MCMNOSb3yeMble B NIeYEHNM COObITUSA
Tpu unu 6onblue o3 ABK oo paHgommsawumm
TepaneBTtuyeckme gosbl HMI, oHganapuHykca nHm HOI

onyxoJib Mmo3ra Ui BHyTpMMO3roBble MeTacTasbl U )

bornee 4Yem 3a 72 yaca 0o paHOoMU3aLnm /

AnukcabaH Anukcaban
10 mrx 2 pasa 5mrx2pasa B
B TeYeHue TeyeHue 6 MNepuog,

7 pHeit mecAueB nocneayto
wero

HabnwogeH
OantenapuH JantenapuH ) 3.,0
200 IU/krx 1 150 IU/kr x 1 pas B AHen

pa3 B TeueHue
1 mecaya

TeyeHue 5
mecsaues

MepBUYHbIE KOHEYHble TOYKU 3P PEeKTUBHOCTH
Ob6BEKTUBHO NOATBEPKAEHHbIN peunans BTI0
BO BpemsA nepuoga HabnoaeHus,
KOMOWHMPOBAHHAA TOYKA: NMPOKCMMabHbIN TIB
HUXHUX KOHEeYHocTeln, TIB BepXHUX KOHEYHOCTEMN
(cumnTomHbIN), TINIA.
MNepBMYHan KOHeYHas TOYKa 6e30nNacHOCTH
bonbwmne KposoTeyeHma no ISTH

*Investigator Sponsored research. Study design, data
collection and interpretation were conducted independently,
financial support only was provided by Bristol-Myers
Squibb/Pfizer Alliance
BID, twice daily, DVT, deep vein thrombosis; ECOG, Eastern
Cooperative Oncology Group; PE, pulmonary embolism; PET,

CnoHcop uccnegoBaHus: Fadoi
Foundation, Bristol-Myers Squibb

positron emission tomography; QD, once daily;
R, randomized; VTE, venous thromboembolism

'n. uccnepoBarens: Giancarlo Agnelli

ClinicalTrials.gov Identifier: NCT03045406



Pe3ynbtaTtbl: KOHEYHaA TOUYKA 3PPEeKTUBHOCTHU

Peunaus
BT,
n (%)

Peunawns TI'B,
n (%)

Peunpauns
TINA,
n (%)

T3J1A co
CMepTenbHbIN
ncxoaom, n (%)

N=576

32 (5.6)

13 (2.3)

19 (3.3)

4(0.7)

N=579

46 (7.9)

15 (2.6)

32 (5.5)

3(0.5)

AnukcabaH JantenapuH OTHOLWeEHME

pPUCKOB
(95% aAn)

0.63 (0.37—
1.07)

0.87 (0.34-
2.21)

0.54 (0.29—
1.03)

1.93 (0.40-
9.41)
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MepBUUYHbIE N BTOPUYHDbIE TOUKM

6esonacHocTH
AnukcabaH JanstenapuH OT:SICJ:;:MG o LRy
15-
bonbwune ly
KpOBOTEYEHMUSA, 22 (3.8) 23(4.0) 0.82(0.40-1.69) 0.60 gQ“ T
n (%) : 104
¢ -
bonbuine Z : [lansTenapud
KpoBOTEUYEHUA _ 0 - - mmei
s KT, 11 (1.9) 10(1.7)  1.05 (0.44-2.50) 0 ; —
n (%) z (- Mica0aH
Bonbwwne " 0 0 — T T T T
v M 0 30 6 9% 120 B0 10
KpoBOTEYEHMUS, _ s
He 13 KT 11 (1.9) 13 (2.2) 0.68 (0.21-2.20) ﬂ "
n (%) C
10-
K3HB, 52(9.0)  35(6.0) 1.42(0.88-2.30)
n (%) 0
| | [ [ [ |
Bonblme n K3HB, 0 i 60 0 0 10 1%

n (%) 70 (12.2) 56 (9.7) 1.16 (0.77-1.75) T



BbiBOAbl aBTOPOB

B wuccinenoBannu CARAVAGGIO nepopanbHblii mpueM anukcabaHa He

YCTYIAJ _TOAKOKHOMY BBEACHUIO NAJIBTEIAPUHY MJIs JICYCHUS BEHO3HOM

TPOMOOIMOOJINH, CBI3aHHON C PAKOM.

He Ha6J'IIOI[aJ'IOCB YBCIIMYCHUA PUCKA OOJIBIIIOTO KpPOBOTCUYCHU, B YaCTHOCTH,

N3 KCIYIOYHO-KHUIICYHOI'O TPAKTaA.

Pesyabrarsl  HCCJI€I0BAHMSA CARAVAGGIO pacmupsiior 10110
OHKOJIOTHYECKHUX NMAINUEHTOB ¢ TPOMO030M, KOTOpPble UMEIT NPaBO HAa
JiedeHHe TMepopPaJbHBIMU TMNPSAMbIMM AHTHKOATYJISIHTAMH, BKJIIOYasi

IMNAIMUECHTOB C PAKOM KCJIYIOYHO-KHINCIYHOI'0O TPAaKTa



Cy6-aHanus CARAVGGIO: 3¢pdekTnsHOCTb M 6e30nacHOCTb anmKcabaHa No CPaBHEHMIO C AaNTENapUHOM
Y NaLMEHTOB C OHKO-acCOLMMPOBAHHOM TPOMBO30M NPU COYETaHHOM NPUMEHEHUU C NPOTMBOOMNYXONEBOA
Tepanueu

OHkonoruyeckue MpoTtusoonyxonesble npenapaTtbl
3aboneBaHus \‘ P / AnvkcabaH — 58.3% naumeHToB
MaumeHTbl C aKTUBHBLIM PaKoOM MK ' N\ AanbTenaput — 57.3% nauneHTos
PaKoM, NarHOCTUPOBAHHBLIM B \
TeyeHue 2 neT A0 Hayana neyeHns \
[daHHble \
BT20 nccecrniegoBaHuA |
CMNTOMHBIV UNK CRyYanHo : u‘
BbISIBIIEHHbIN NPpOKcuManbHbii TIB,
CUMMATOMHAs UNW CryYaiiHo ..: .... KoHEeUHBLIEe TOYKN
BuiRRnexan TIIA *  Peungus BTOO B TeueHne 6
MecsLEeB
S ] + BornblUIoe KPOBOTEUEHWE B TEYEHNE
Yucno yyactHukoB / | 72 yacoB nocne npvema npenapara
1155 +  KnuHuyecku HebonblLoe
AnunkcabaH — 576 KpOBOTEUEHe
AanbTenapuH — 579 +  CwmepTb No nobbiM NpuyMHam

Verso, M. et al. European Journal of Cancer 148, (2021).



BAnAHME COBMECTHOro NPMMeEHEeHMNA NPOTUBOONYX0/1EBbIX NPEenapaToB 1 annkcabaHa nnu

AanbTenapuHa Ha peunamnBbl U YAaCcTOTYy KPOBOTEYEHUIM Y NALLMEHTOB C OHKO-
acCoLUUMPOBAHHbIMKN TPOMbBO3amM

A(rll\|w:c5a766a)|-| Aa(l&ble::;uu oP 95% A
MepBUYHbIE KOHEYHbIe TOYKK 3P PEeKTUBHOCTH, h (%)
Peunams BT20 32 (5.6) 46 (7.9) —al 0.63 0.37-1.07
Peunans TI'B 13 (2.3) 15 (2.6) - 0.87 0.34-2.21
Peunaus TIJIA 19 (3.3) 32 (5.5) - 0.54 0.29-1.03
MepBuYHbIe KOHEeYHble TOUKK 6e3onacHocTyH, n (%)
BK 22 (3.8) 23 (4.0) — 0.82 0.40-1.69
BTOpuUHbIe KOHEYHble TOUYKHM, n (%) .
Peunans BT20 nnn BK 51 (8.9) 66 (11.4) —a—t 0.70 0.45-1.07
K3HBK 52 (9.0) 35 (6.0) 1.42 0.88-2.30
BK unu K3HBK 70 (12.2) 56 (9.7) 1.16  0.77-1.75
CMepTb OT BCEX NPUYMH 135 (23.4) 153 (26.4) - 0.82 0.62-1.09
BeccobbITnitHasA BbIXKMBAEMOCTb 422 (73.3) 397 (68.6) 1.36 1.05-1.76

0,00 1,00 2,00 3,00
—

YacroTa peunamsos BTI0 u 60nbLunX KpoBOTEUEHWUIA

B rpynnax 6biau cpaBHUMbI

Jlyywe anuKkcabaH

Verso, M. et al. European Journal of Cancer 148, (2021).

BK — 6onbwue kposomeyeHus, K3HBK — kauHUYecKku 3Ha4umele HeboblWUe KposomeyeHus



BanaHne coemecTtHoOro npMMmeHeHnAa NPOTUBOOMYXOJ/IEBDLIX NPENnapaTtos 1 anunkcabaHa
Uain ganerenapmHa Ha peunansbl M HaCToTy KpOBOTeLleHVIl‘;I Y NauneHTOB C OHKO-
accounmnpoBaHHbIMU TpOM603aMVI

OaHoBpemMeHHoe npumeHeHue NPoTUBOONYX0NEBbI

npenapaToB He BAUANO Ha PUCK peuunausa BTI nunu

60/1bLIOro KPOBOTEYEHUA Y NALLMEHTOB, NOJIYyYaBLUUX
nuKcabaH uam panbrenapmH No NOBOAY OHKO-
CCOUMNPOBAHHOro Tpomb03a




Cucrtematnyeckmm o630p n metaaHanus:

NMNOAK npu BT9, accoumnpoBaHHOU C OHKOJIOrM4YECKUM

3aboneBaHuem
NMOAK, HMTI,
UccnepoBaHue % % OP 95% M
CobObITUI | CODBLITUN _..
Peuyudueupyrowasi BT =
SQpnokcabaH (Hokusai VTE
Cancen) 651 878 —- 074 0481,14
PuBapokcabaH (SELECT-D) 3,45 8,37 0,41 0,170,97
AnukcabaH (Caravaggio) 5,56 7,94 +—— 0,70 0,451,08
bonbwue KkpoeomevyeHusi -
OpoKkcabaH (Hokusai VTE
Cancer) 5,56 3,24 —— 1,71 0,953,08
PuBapokcabaH (SELECT-D) 5,42 2,96 1,83 0,694,86
AnukcabaH (Caravaggio) 3,82 3,97 - - 0,96 0,541,71
KnuHu4yecku 3Ha4Yumoe He-6os1buwoe -
Kposome4yeHue
3pnokcabaH (Hokusai VTE 12.26 8 21 O
Cancer) ’ ’ ﬁ 1 > 0 1,49 1,042,16
PuBapokcabaH (SELECT-D) 12,32 3,45 MOAK HMI 3,57 1,588,07
AnukcabaH (Caravaggio) 9,03 6,04 nyyLw ny4w 1,49 0,99 2,26
e e

Mulder Fl et al. Blood. 2020;136(12):1433-1441;
Sabatino J et al. JACC CardioOncology 2020;2(3):428-440

*BenununHa mapkepa OP cooTBeTCTBYET CTaTUCTUYECKOM MOLLLHOCTHU

ncecnegoBaHnA



Cucrematn4yeckmm ob630p n metaaHanms:
NMNOAK npu BT9, accoumnpoBaHHOU C OHKOFIOrMYECKUM

3aboneBaHuem
XenydoyHo-Kuwe4Hoe
Kpoeome4yeHue D
OpokcabaH (Hokusai 4 g0 4 45 _ 0,7
VTE Cancer) ’ ’ - 0,30 0,12 4
PuBapokcabaH 394 196 —i 1,6
(SELECT-D) ’ ’ 0 1 10,50 0,15 3
AnukcabaH © HMr 2,1
! 1,91 1,73 MOAK
(Caravaggio) nysw vuLl 0,90 0,39 1
e T e
Mulder FI et al. Blood. 2020;136(12):1433-1441; *BenuynHa mapkepa OP cooTBeTCTBYET CTaTUCTUYECKOM

Sabatino J et al. JACC CardioOncology 2020;2(3):428-440 MOLLIHOCTW UccnenoBaHus



AnuKcabaH B nccnegoBaHuUm peasbHOM NPAKTUKKU NPOAEMOHCTPUPOBA
nyuwyro 3pPeKTUBHOCTb NO CpaBHEeHUIo ¢ BappapuHom n HMI no
CHUXXEHMIO pUCcKa peuuausa BTI y nauMeHTOB € aKTUBHbIM PAaKOM, B TOM
yucae y NauMeHToB Pas/IMYHOro puUcKa Tpombosal?

14 000 naumeHToB ¢ BT nMaKkmmBHbIM pakom

oP oP

:EI:HAHE . 061 L] 0,68
(047-081) (0,52-0,90)
r T T 1 —r T+ 1 1
000 050 100 150 200 000 050 100 150 200
—_—
AN '|\"|-.I'E'IJE Ansmrabas Bapdannx
LT muwe  Ayue

( AnvkcabaH npoaeMOHCTpMpOBar NyydLlyt 3hdEKTMBHOCTb MO CHUKEHMIO purcka peunanBa BT y naumeHToB ¢
aKTMBHbIM pakoM, B TOM YMCMEe Yy MauMeHTOB pas3nuM4HOro pucka Tpombosa no cpaBHEHMIO CO CTaH4apTHOW
Tepanuven HMI/BapdapuH

MpumeHeHve npenapata AnnkcabaHa y NaLMeHTOB C akTUBHBbIM pakoM no cpaBHeHuto ¢ HMIT npuBoauno k
CHWXeHnto pucka 6onbluoro n K3HB-kpoBoTeueHus un peunansa BT3:

Bonbuoe K3HB-
F;egyll%m KpoBOTEY KpoBOTEY
eHve eHune

39 3% 199

1.Cohen A et al. Safety and Effectiveness of Apixaban, LMWH and Warfarin Among Venous Thromboembolism (VTE) Patients with Active Cancer: A Subgroup Analysis of VTE
Risk Scale. 61st American Society of Hematology (ASH) Annual Meeting & Exposition 2019 in Orlando, FL, USA, 7th to 10th December 2019. 2. Cohen A et al. Safety and
Effectiveness of Apixaban, LMWH, and Warfarin Among Venous Thromboembolism Patients with Active Cancer: A Retrospective Analysis Using Four US Claims Databases.
61st American Society of Hematology (ASH) Annual Meeting & Exposition 2019 in Orlando, FL, USA, 7th to 10th December 2019.



AnunKcabaH aemoHcTpmuposan 6aaronpuUsaTHbIM Npodunb
6e3onacHocTu n 6onblyto 3dPEKTUBHOCTL NO
cpaBHeHuto ¢ HMT n BapdapmHOM No psaay nokasaTtenemn

Mo cpaBHeHuIo ¢ BapdapuHOM, Becb nepuog HabaogeHun

puck 6onboro
KpoBOTeueHus

‘00 -28%

95% [N 0.55-0.95

W puck KKK

Y -39%

95% /M1 0.41-0.92

M puck BYK

& -73%

95% A1 0.09-0.81

Cohen A et al. Thromb Haemost. 2021;121(3):383-395

Puck BYK

Puck KKK

Puck peunaunsa BT

Puck 60nbLIOr0 KpOBOTEUYEHNA

PUCK UHbIX*
KAMHUYECKH
3HAYUMBbIX
KpOBOTEYEHU

-73,0%

-39,0%

-36,0%

-28,0%

-22,0%

27

KKK — )enyaouHo-KuweyHoe KpoBoTedeHue, BYK — BHyTpuyepenHoe KposoTeueHue, *He KKK 1 He BYK



PekomeHpaunmn NICE no BeaeHuto nauneHTos ¢ BT3;
[MOAK — nepBbin BbibOP

National Institute for R R R R
N IC E RSt and Care Excellence Anticoagulation treatment for DVT or PE with active cancer
Venous thromboembolic 1.3.15 Offer people with active cancer and confirmed proximal DVT or PE anticoagulation
. . . 5] . . ..
diseases: dlagn05|s, treatment= for 3 to 6 months. Review at 3 to 6 months according to clinical need. For

recommendations on treatment after 3 to 6 months see the section on long-ferm

management a nd anticoagulation for secondary prevention. [2020]

thrombophilia testing

1.3.16 When choosing anticoagulation treatment for people with active cancer and confirmed
proximal DVT or PE, take into account the tumour site, interactions with other drugs

NICE guideline [NG158]Published including those used to treat cancer, and the person's bleeding risk. [2020]

date: 26 March 2020 e ~
PaccMoTpeTb BO3MOMHOCTb MPUMEHEHNA 1.3.17 Consider adirect-acting oral anticoagulant [DOAC}[E] for people with active cancer and

NOAK y nauneHTos ¢ aKTBHbIM Pakom U confirmed proximal DVT or PE.[2020]
noarsepXaeHHbim TIB nan TIJ1A

Ecav npumeHetune MOAK HeBO3MOXKHO, TO 1.3.18 If aDOAC is unsuitable consider LMWH alone or LMWH concurrently with a vKal for at

NoKasaHo npumetexne HMI e suae least 5 days, or until the INR is at least 2.0 in 2 consecutive readings, followed by a VKA on
moHoTepanun nanm HMI ¢ nepexogom Ha .
its own. [2020]

Igig For DEODIE WILH conmTirmed DV 1 of PE and cancer that 15 in remission, olow the

recommendations in the section on anticoagulation treatment for confirmed DVT or PE.
[2020]

https://www.nice.org.uk/quidance




AnunkcabaH BkAtoveH B pekomeHaaumm NCCN no BegeHUo NaunMeHTOB C August
OHKO-aCCoUUMPOBaHHbIM Tpomb60o3om 2021 2021

NCCN Guidelines Version 2.2021
. Mational Comprehensive
IW®VN Cancer Network®

Cancer-Associated Venous Thromboembolic Disease

DOACs (preferred for patients without gastric or gastroesophageal Iesions}i e —————
* Apixaban (category 1) oy Dy ,—‘; - = N )
» :1 0 mg PO every 12 hours for 7 days followed'l?y'smg-Peoue.r.y‘I 2 [ e e e pas e o0 © KL= 7 e, ,\,
ours S ~o _-
* Edoxaban (category 1) "‘~~-_______ =T
» Initial therapy with LMWHP®4 or UFH®® for at least 5 days followedby ~ ~~~~========<
edoxaban 60 mg PO daily (or 30 mg PO daily in patients with Cockcroft-
Gault estimated CrCl 30-50 mL/min or weight <60 kg or concomitant
potent p-glycoprotein inhibitors)®&7 €6
* Rivaroxaban
» 15 mg PO every 12 hours for the first 21 days followed by 20 mg <:|aily8‘11 AnunkcabaH moxeT 6bITb
. B ‘ ' - ' ,____I‘\ 6e3onacHen s3gokcabaHa u
B Apixaban may be safer than edoxaban or rivaroxaban for patients with gastric or gastric ) ,\ puBapoKkcabaHa y NaLneHToB ¢
_esophageal lesions (category 2B) A———}/ NOpasKeHMeM eyaKa uam

nuuiesoaa/>kenyaKa 55

NCCN Clinical Practice Guidelines in Oncology



https://urldefense.proofpoint.com/v2/url?u=https-3A__www.nccn.org_professionals_physician-5Fgls_default.aspx&d=DwMGaQ&c=UE1eNsedaKncO0Yl_u8bfw&r=5iWNFUyU7-PRgTt5GRC04hMVXJz4emQFrdajuvDx6-8&m=cP43SIrsW6Oe9e4uGuryw3FSd3xon1Qrq1LsSmyZZtE&s=1tYQWT5RxACSuLYkT0HjMXn9h46iAZcfJl1GDZ8MjQ4&e=

AnuKcabaH BKalOYEH B peKomeHaauum ASH
(AmepukaHckoro O6wecrBa lematonoros)

February
@ blood advances 0
CLINICAL GUIDELINES U 2021

American Society of Hematology 2021 guidelines for management of
venous thromboembolism: prevention and treatment in patients
with cancer

r---------------------------\

+ iPekomenpauma 20, [pu oHKo-accoldUpoBaHHOM  TpomGoze npednazaemcs

Jucnonesosate MOAK (pueapokcabaH U anukcabaH) unu HMIC B pamkax UHWLMANBEHOM I
‘aHTwKoarynﬂHTH{m Tepanuu. |

- PEKSTSHLINMT 2T, TTHI 0 B EUIMpTEATHET TRoT6 55 PeReMEn Ve me s omasae™ =

npeanouyteHue HMIM nepea HOI B pamMKkax WHWLMANBEHON aHTUKOArynAHTHON Tepanuu.

« Pexomengaumnsa 22. [pw oHKo-accouWMvpoBaHHoOM Tpomboze npednasaemcs OTAaBaTh
npegnoyteHe HMI nepen  droHOganapyvHyKcom B paMmkax  WHWUWanbHOW
AHTHMKOAryNAHTHOWM TEepanuu.

- Pexkomenpauua 23. MNpu oHko-accoyumposaHHoM TpomBose npednazaemcs oTAaBaThb
npegnoytedne MOAK (puBapokcabaH, anukcabaH, sgokcabad) nepeg HMI B pamkax

OnuTensHom EB Mec.) aHTHKDaI’ﬂFIHTHDﬁ Tepanuu.

I N - I N N - LN L N N N N 3 &N N N N N _§N _§N J
F PexomeHpauua 24. MNpu oHko-accolumpoBaHHoM TpombBose npednasaemcs oTaasaTh ‘
| npeAnouTeHue MOAK (pueapokcabaH, anukcabaH, sfokcabaH) nepeg ABK B pamkax |
\ AnuTensHon (3-6 mec.) aHTUKoarynaHTHOW Tepanunm. ’

- “PeROMEHTa s 257 1P "BHRO-ECcSUVIPSBaHOMT TPOMBI%R THETEedEmen BTasdTe =
npegnoytede HMI nepen ABK B pamkax anuTensHoW (3-6 Mec.) aHTUKoarynaHTHOM
Tepanum

« PexomeHpgauun 26. [lpy BobiSiBNeHWKW BecCUMMNTOMHOW (MHUMAeHTHoW) T3NA vy
OHKOMorMdeckoro nauweHTa mApednazaemcd oTAaeaTe nNpeanoYvTeHde AnNUTenkHOW
aHTUKOArynAHTHOW Tepanuu nepe AMHamudeckMm HabnogeHuem.

+ Pexkomenpgauma 27. lNpu BuifeneHun cybcermeHtapHoh T3MA y oHKONoOrudeckoro
nauneHTa npednazaemcs oTAaBaTe npeanodTeHWe ANUTeNbHOW aHTUKoarynaAHTHOW
‘. Tepanuu nepej AuHaMmudeckium HabnwogeHwem.
5 [ ]

Blood Adv. 2021 Feb 23;5(4).927-974. doi:10.1182/bloodadvances.2020003442



O630p 0O6HOBNEHHbIX PEeKOMEHAaLMN NO BeAEHUIO NaLUEHTOB C OHKO-

accoummpoBaHHbIM Tpombo3om 2020
November

2020

Update on Guidelines for the Management of Cancer-Associated

Thrombosis

The .
MicHaeL B. STREIFF,a Svep Au ABUTALIB,b DominiQue FARGE,('d MaRrTINA I\.v‘IURFH\r,jz Jean M. CONNURS,E'f'h GREGORY Piazza®"® 1 t®
“Division of Hematology, Department of Medicine, The Johns Hopkins University School of Medicine, Baltimore, Maryland, USA; nCO Ogls
PCancer Treatment Centers of America, Chicago, lllinois, USA; “Unité de Médecine Interne: Maladies Auto-immunes et Pathologie

Vasculaire (UF 04), Université de Paris, IRSL, Recherche clinique appliquée a I’'hématologie, Paris, France; dDepartment of Medicine,
McGill University Health Center, Montreal, Canada; *Harvard Medical School, Boston, Massachusetts, USA; fcardiovascular Medicine
Division at the Brigham and Women'’s Hospital, Boston, Massachusetts, USA; EDivision of Hematology/Oncology, University of Florida,
Gainesville, Florida, USA; hBrigham and Womens Hospital and Dana-Farber Cancer Institute, Boston Massachusetts, USA

‘ ‘ GumEeLINE REcoMMENDATIONS FOR Cancer-Associated 0630p peKomeHnauMﬁ Nno BegeHumo naunmeHToB C OHKO-
TREATMENT IN ME[-)ICAL OncoLocy PATIIENTS _ ‘ ‘ aCCOLMNPOBaHHbLIM TpOM603OM
:ﬁ; rtf;rmzz:jp:fﬂr]ci#mh\':vi {S::ipignm]p}”:tt:dD?r]ifusd::gr Bbino nposeaeHo yeTbipe PKW, cpaBhuBatoLmx HMI (gantenapuH) ¢
HOKUSAI VTE Cancer (edoxaban), SELECT-D (rivaroxaban), AOAK ans neyeHne oHKO- acCoLMMPOBAHHbLIX TPOMOO30B, B TOM
and ADAM VTE and Caravaggio (apixaban) [28-31]. In each uncne HOKUSAI VTE Cancer (sgokcabaH), SELECT-D
study, patients were followed for at least 6 months. DOACS e s e _p\ (pMBapOKcaﬁaH), v ADAM VTE u Caravaggio (anMKca6aH). B ka)aoMm
were shown to be noninferior to dalteparin for recurrent % »  MccnenoBaHUM NauMeHTbl Habnoaanuch He MeHee 6 mecsLes. MOAK

VTE and major bleeding. Bleeding was more common in am——y g BTO1n6
patients with Gl malignancies taking edoxaban and Heé yCTynanu AantenapuHy no 4acrote peunaueos ¥ BOnbLLIOTO

rivaroxaban compared with dalteparin [28, 29]. In contrast, KpoBOTeYeHus. Yalle Habnoganmcb KpOBOTEYEHNS Yy naumneHToB C
apixaban was not associated with an increased risk of onyxonamu XKKT nonyyasLlumx sgokcabaH n pnsapokcabaH no
bleeding compared with dalteparin in the ADAM and Cara- CpaBHeHWIO C AanTenapvHoM. B oTnMYMe OT HMX, NPUMEHeHWe

vaggio trials [30, 31]. All the guidelines have incorporated

DOACs into their treatment recommendations [6, 10-12, anukcabaHa He 6bINO CBS3aHO C NOBLILIEHHBIM PUCKOM , ,

KPOBOTEYEeHUSA NO CPaBHEHUIO C AanTenapMHoM B
, , nccnegosaHnax ADAM u CARAVAGGIO.
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MPAKTUYECKHE PEKOMEHJALIMM
N0 MPOOUNAKTUKE U NIESEHMIO
TPOMBOSMBOTHYECKIX OCTOKHEHHI
Y OHKONOrMYECKHX BONbHbIX

Konnexktue asTopos: Comoxosa 0.8, Autyx 3.A, Jonrywwt bW, Envaaposa AJl, Caxae
8a/l A, Cenvuyk B.KD., TpAkuH A.A., Yepracos BA.

DOI: 10.18027/2224-5057-2020-10-3s2-47

why
.

Fa®

RUSSCO

314 Mpsre oponsioe awruvoarynaust (1OAK) pns nevesns

Y OHKORQrHYECKHX Bonbix

| HBTIJPH‘IHIJH NPOQHAAKTHH BEHO3HbIX TpﬁMﬁﬂ!MﬁﬂllH‘lB!KHX OCOXHeHHi

TﬂﬁJ'IHLIﬂ 3. PEKOMEHA}'EMI:IE NPAMbIE OPdNbHbIE dHTUKOATYNAHTEI ANA TEYEHWA BEHO3HBIX
TpDMﬁDBMﬁDﬂMqECKMK OCNOXHEHWIA Y OHKONOrn4ecknx DONLHBIX

AnnTensHas Tepanms MpogonxeHHas npodu-
Octpas dasa (5-7 gHeit) | (3-6 mec.) NaKTvKa (=6 Mec.)
AnukcabaH Mo 10Mr2 pasaBCyTki, | Mo 5Mr2 pasa B CyTku Mo 2,5 Mr 2 pasa B CyTku
7 AHeid
JlaburatpaH stekcunat | Mo 150Mr 2 pasa B cytky; | Mo 150 Mr 2 pasa B cyTkn | Mo 150 Mr 2 p/cyTm
MUHWMaNkHanA ANKUTENk-
HOCTb MpYema — 5 Heit
PuBapokcabaH Mo 15Mr2 pasaBcyTki, | Mo 20Mr 1 pas B CyTkK Mo 20 Mr 1 pa3 B CyTkW
21 et




CHEST 2021 update June

2021

DOACs in Cancer-Associated Thrombosis (CAT) g c H E ST

PICO Question:
Should LMWH vs. oral Xa inhibitor be provided for treatment phase therapy in patients with acute
venous thromboembolism in the setting of cancer (“cancer-associated thrombosis”)? ‘ ‘
()
I N . \
CTAES SUMIs. S N Y NauneHToB C OHKO- aCCOLUMMPOBAHHBIM TPOM6030M Mbl
16. In patients with acute VTE in the setting of cancer (“cancer-associated thrombosis”) we ’ ’ 4 ummp P

recommend an oral Xa inhibitor (apixaban, edoxaban, rivaroxaban) over LMWH for the initiation === /, pekomeHAyem OTAaBaTb NPeAnouTeHNe MHIMBUTOPam Xa
) —dakropa (anukcabaH , s3gokcabaH, puBapoKcabaH) nepegp,

and treatment phases of therapy (strong recommendation, moderate-certainty evidence). . .

.\ HMT gna HayanbHO M OCHOBHOM Tepanuu.
Remark: Edoxaban and rivaroxaban appear to be associated with a higher risk of gastrointestinal = N
major bleeding than LMWH in patients with CAT and a luminal gastrointestinal malignancy while ,‘ /\ 3dokcabaH u pesapokcabaH accoyuuposanuce c 6onee
apixaban does not. Apixaban or LMWH may be the preferred option in patients with luminal G| ~ 4= == == == b, 8bICOKUM PUCKOM Xcesy00YHO-KUWEYHO20 KpO8OmeYeHus,
malignancies. yem HMI y nayueHmMeo ¢ OHKO-accoyuuposaHHbIMU

, , mpom6030M U NPoceemMHbIM 20CMpPOUHMEHCMUHAAbHbIM
PAHKOM, 8 omau4ue om anuKkcabaH.

AnukcabaH uau HMI mo2ym 6bimb npednoymumensHoli
onyueli y nayueHmoe c npoceemHoim XK pakom. , ,

Antithrombotic Therapy for VTE Disease: Second Update of the CHEST Guideline and Expert Panel Report — Executive Summary (2021), doi:
https://doi.org/10.1016/j.chest.2021.07.056.



IIpuMeHeHNEe AHTHUKOATYJISIHTOB Yy MAIMEHTOB CO 3JI0KA4€CTBEHHBIM
HOBOOOpa3oBaHueM (30 THeH OT MOMEHTA NMOCTAHOBKHU IMATrH03a)

60 7 56,1

B AKTUBHBIN OHKO. NpoLecc ® 3HO B aHamHe3e Het 3HO

50

% MauuneHTbI

MNapeHT. MapeHT.+ABK [MapeHT.+MOAK MOAK ABK

Weitz J. at al clinical characteristics and initial treatment of patients with CAT. Results from
Garfield VTE registry. Poster PB 460 presented at ISTH 2017.

TTOAK - mpsiMbie opaitbHbIe aHTHKOArY/IsHTHI, ABK — antaronncts: Butamuna K, 3HO —
37I0KaYECTBEHHEIE HOBOOOPA30BaHNs.

3aK/Il0ueHne:

[Tonxoae! k Tepanuu BTO0O y naliueHTOB ¢ aKTUBHBIM PAKOM OTIMYAIOTCS OT nwﬁéﬁm 0e3
paKa WM C pakOM B aHAMHE3E. it

B cooTBeTcTBUY C KIMHHYECKUMH PEKOMEHAAMSIME, OOIBIINHCTBO MAMEHTOB C AKTUBHBIM
pakom nonyvatror HMI' st neuenus BT20

HOAK Hna3znauarorcs noutu 25% nauueHTam ¢ akTUBHBIM PaKOM



HoBble nepoparnbHble aHTUKOarynsHTbl B nedeHnn BTO0
Y OHKONMOrMYecKnx naunmeHToB

NpoTuBs: 3a:

* HepocTtaTto4yHo M3y4eHo * [lepoparnbHbin npuem
B3anMoOOeNCTBUE K dukcmnpoBaHHaga gosa
NPOTNBOOMYXONEBbIMU NpenapataMmn  «  OTCyTCTBME HEOBXOAUMOCTU

« Het pokasatensHomn 6a3bl nabopaTopHOro KOHTPONS
OTHOCUTESbHO YNy4YLUEeHUs «  OTcyTCcTBME pUCKa renapuiH-
BbXMBAEMOCTU MHOYUMPOBaHHON

* Hebornbwasa npogormknuTenbHOCTb TPOMBOLUTONEHNN

ncecnegoBaHum




KnnHuyeckun npumep 1

CNYYAUN NNEYEHUA
TPOMBOS3A MNMPABbIX KAMEP
CEPOLA U HWKHEN NONOW

BEHbI Y MTALUUEHTKHA

C 3ABPIOLLMHHOW

CAPKOMOWU



MauuneHTKa L., 45 nerT.

AHamMHe3:
- JI'M ¢ 2000 r., cTonkast pemmuccums

- 10.2015 — askcTuMpnaumsa MaTtki ¢ npuaatkamu no nosogy
nemomMmocapkombl LiepBukanbHoro kaHana T1aNOMO

- netom 2018 roga — NpoAOIKUTENBHbBIN CYyXOWN Kallesb

- C CeHTabps 2018 roga 3aMmeyaeT NOCTOAHHYIO YCTanocCTb,
nosiBNeHne OAbIWKA MPU He3HaYNTENbHON OU3NYeCKou
Harpyske

- C okTabpsa 2018 — Gonu B XKMBOTe, TOLWIHOTA, PBOTA,
nanenupyemoe obpasoBaHune, YyBennyeHne obbema
XuBoTta



MauuneHTKa L., 45 nerT.

AHaMHe3:

- obcrnegoBaHMe y OHKOSTOroB Mo M/

- 19.11.2018 — KTA: obpasoBaHune ¢ nHBa3nen n Tpomoom
HIMB o yposHs MMI1

- 21.11.2018 — OxoKI: Tpom6 13 HIMNB B Il ¢ dnoTtauunen
yepes TK B [DK, HasHayeHa aHTMKoarynsiHTHas
npodunaktuka HMI

- OTKa3 OT onepatnBHOIO JIEYEHUA MO M/)K, HanpasrieHa BO
BLIOPM



o MYC Poccu_u

KTA: KT-kaptmHa  obpasoBaHus
125x180x80 MM, bonee
BEPOSATHO, PACMONOXEHHOro Mo
XoQy IucTka  OpHOWMHBbL U




_IMIMC Poccun

Denepanuros rocysapcraenioe Gopxenioe yupexserne
I LIENTP IKCTPEHNOM W PORMILIOIHON

i AM Haxwpoposa

Cotpyarmaaouym uewtp
BCEMMPHON OPraIs 30U SAPABOOXPINENHR

IAXO-KI': B HWKHeWN nonon BeHe M B NpaBblX Kamepax TPoMO-onyxonb?, ero pasmepbl B

npasbix Kamepax 7.5 cM X 18 MM C TOHKOM NepeMbIYKON nocepeanHe ero AsfvHbI.
Tpom6 HenpaBunbHOM hopMbI C 2-MS TONTOBKaMU, NPOHUKAET B NPaBbIA Xeryao4yek
yepes TpUKycnuaasnbHbIM KanaH, K CTeHKaM npeacepamsa n CTBOpKam He npunasH.
Tpomb6 Ha 2/3 nepekpbiBaeT NPOCBET HWXKHEN Nofnon BeHbl. KpoBoTok B ycTbe HIB

TYpOYNeHTHbIN.




{_. NM4MC Poccunu

KTA OrK: [daHHbix 3a TJAJIA HeT. TpoMO B HWXHEN nonown
BEHE, pacnpoCTpaHALWMIACA B NpaBoe npeacepaue,
13 NpaBoro Npeacepansi — B NpaBblil XXenyaoyek.




__ IMMCPoccuu

FOCYROPCTBENHOE BROANETHOR yupEXaENNE

BOepocIREKNI LENTP IKCTPEHHON W PAANILIMOIMON
el wer AM. Hixndioposa

U
0 LPIBOOXPINEHIN

KTA OIK: Ouar B S8
cnesa



, 4) MYC Poccum

G TakTuka: OCHOBHbIE
% BOMpPOCH!
A ;!}'pOM63KTOMVIﬂ u3 nonocten cepgua u HIMB

[MpenynpexneHne nerovyHom ambonmsaumnm
CoxpaHeHue nepdysum LUHC

YnaneHue onyxonu (?)

yyyy CoxpaHeHune nepdy3nm rneyvyeHun
CoxpaHeHune npaBon NOYKK
BocctaHoBneHue uenoctHoctu(?)HINB
CoxpaHeHne BEHO3HOro OTToKa
CoxpaHeHue LenniocTHOCTU aopThl

' % BocctaHoBneHue yenoctHocTn opraHoB XKKT



[MonHaa  cTepHo-nanapotomusa. [lonHaa  npaBad
BucuepaneHas potauma. Moounusaumns OIK n ronosku
[TKXK no Koxepy.

Ynanenune tpomba na HIB, MMM, MX B ycnosusx UK n
TKKIT.

TpombakTtomma wu3 HIB. YpaneHune BHeopraHHou
OnMyxonn C pesekunen WHPppapaHerbHOro CcerMmeHTa
HIMB, aopTbl, 4o6aBOYHOM MNOYEYHOW apTEPUU Cnpaea,
AMNK, Towen knwkm gnmHon 15 cm.

LinpkynapHbIn WOB 6ptoHOWM aopTbl. TOHKOKULLIEYHBIN
aHacTomMo3 Mo TMny «bok-B-6OK.

Bpems: 11.30-20.35 (9 4 05 MuH)
KposonoTtepsi 2000 mn.



__ IMMCPoccuu

Dene persenio
BCepOCCHIXKIA LEHTP IKCTPEN

Wit denTp
AL APIBOOKPANENIN




__ IMMCPoccuu

rocyaapcTee [ANETHOR yupexACHIe
YK LUENTP IKCTP PARMALMOION
weamumiel wmeni AM Hokidoposa

Corpy, 0 ™
Beemmpront op W SDIBCOXPANENNN







MYC Poccuu

Denepamsios rocyRapcraennoe Bopaerioe yupexaenie
BCepOCCHIKNA LEHTP IKCTPEHNON W POIMALMOIOH
el wer AM. Hixndioposa

Corpy, UMA LeNTP
BCEMMPHON OPraIS1 30U J1PABOOXPANEHMN




" MYCPoccuu

& rocypapcraesioe Gonernoe yupexsenie
CHIRKMI LIEHTP IKCTREHNON 1 PASMALMONSION
el wer AM. Hixndioposa

Corpya LA UenTP
BCEMMPHON OPraIS1 30U J1PABOOXPANEHMN




_IMIMC Poccuu

N PIMLHOE FOCY; Toenmoe BopmeTHoe yupexaeHne

BCepocoIKNi UENTP IKCTPEHHON W PARMILINOIMON
sl wmeni AM. Haxwoposa

Corpya e
BCEMMPHON OPraIS1 30U J1PABOOXPANEHMN




MYC Poccun

nep apCTBENH M METHOE yupeXAeHiNe

BCepOCCNIRHMA LEKTP IKCTPEHNON 1 POAMILMOIIOH

meuubl s AM. Hikndoposa

N Tp
I 3APIBOOXPANEHIA




: 4) MYC Poccun

MaTomopdonornyeckoe

nccnegoBaHue.

3nokavyecTBeHHas nonMmMopdokneTovHas
onyxonb  3abpOLWNHHOINO  MPOCTPaHCTBa
(Jlnnocapkoma?)

UIrX: Peungme nenoMmmocapkombl



: ? MYC Pocc

[MocneonepaunoHHOe BeaeHUe:

B OPUT — 4 cyTok

AKTMBM3aUMA — 2-€ CYyTKMU

Bbinncka — 15-e cyTku nocrne onepauun,
Jleyenne HMI B TeyeHune 7 gHen.

C 8-ro gHs anmkcabaH 5 Mmr 2 pasa B AeHb

[Mocnenyowee HabnogeHue (follow-up) 12
MeCSLEB.

[MpoBeneHa Il nuHnsa MNXT.
Mo gaHHbIM KT 6e3 nokanbHoro peunamnea,
MTC B nerkux 6e3 guHamukn. Tpombo3sa
HIB, rnybokux BeH HWMKHUX KOHEYHOCTEU
He BbIABIIEHO.



KnnHnyecknn npumep 2

[ManmenTka C.,(64rona ) o6cnenoBana u npomuia jieueHue B kiuHuke BIIOPM um. A.M. Hukudoposa
MUC Poccuu (OTnenenne OHKOIOTUH, TEMATOJIOTUH U TPaHCIUTAHTAIIUU KOCTHOro Mo3ra) ¢ 10.02.2021r.
o 24.03.2021r.

JTUAT'HO3 OCHOBHOM. C50.4 . MuBa3uBHasi KAPIMHOMA JIeBOH MOJIOYHON JKeJIe3bl,

HecnenuupoBanublii TUN TIN1 MO (IT A craaus). ER +, PR +, Her2 -, nponudeparuBaas

akTuBHOCTB Ki67 - 10 21%. MonekynspHuslii T paka MmoiodHou skene3sl: HER 2 negative (Luminal B-
like)

COIIYTCTBYIOILIHUE 3ABOJIEBAHUS. Tpom603 noakoiaeHHOM BeHbl cripaBa ot 10.03.2021r
Bapuxoznas 6o1e3nb. Bapruko3zHoe pacimpenne BeH 00euX HIKHUX KOHEYHOCTeH. XpoHuYecKas
BEHO3Has HepocTtarodHoCTs 11l cT. mpaBoil HykHEN koHedHOCTH 11 CT. 1€BOM HMKHEN KOHEYHOCTH.
3akuBiuas s38a H/3 npasoii rojenu. PYA BIIB u ynanenus nputokos Ha rojeHu 1o Bapanu Ha npaBoit
HIXKHeH koneuHoctu ot 22.01.2021r.

I'mnepronnueckas 6onesns Il cragun. Crenens apTepuansHoii runeprensuu 3->2, puck CCO 4.

NBC. Crenokapnus HanpsbkeHus | ¢k bponxuanpHas actMa, CMEIIaHHOTO reHe3a, IePCUCTUPYIOIIee
TeUeHHUe, YaCTUUYHO KOoHTponupyemas. AdnomunansHoe oxxupenue Il ct. Hapymennas TonepanTHOCTD K
yoieBogam. ucmumuaemus. LlepedpoBackynspras 6ome3nb. Atepockiepos BIIA co crenozamu 10
40%. ITocneacteust OHMK B BEbB. Duuiedanonarus I cT. cMemanHoro resesa (IMCUUPKYIATOpHAs U
nucmeraboIudeckas). PacpocTpaHeHHbIN OCTEOXOHAPO3 MO3BOHOYHUKA. MUOMa MaTKHU.



KnnHnyecknn npnmep 2

Mammorpadusa __ 12.01.2021. B  BepxHHX
KBaJpaHTaX JIGBOM MOJIOYHOW JKEeNe3bl Ha
rpaHUIle HAPYXXHBIX KBAJPAHTOB OIPEAEIIACTCS
BBICOKOMHTEHCHBHOE 00Pa30BaHUE C TyIHCTHIMU
koHTypamu 2,0*1,7cm .

15.01.2021.Tpenan-ouoncusi 00pa3oBaHus
JIeBOii MOJI0YHOI xkene3bl. ['cTonornyeckoe
uccinenosanue 21.01.2021: nuuBa3uBHas
KapIMHOMA JICBOM MOJIOYHOM JKEJE3bl,
Hecner(pupoBaHHBIN THUIIL.

16.02.2021 BbInoJHEHA Onlepalust
PaJAuKaJIbHas pe3eKnus JIeBoil MOJIOYHOMI
sKeJie3bl ¢ JMMGDOANCCEKIHEH.

TedeHue MoCIEONEPanOHHOTO MEPUOIa
IJIaJIKOe.

. T'ucronornueckoe uccienosaunu 04.03.2021:
bzl 1THBa3MBHASA KapLIMHOMA JIEBOW MOJIOYHON
JKeJIe3bl, HeCTICIU(PUPOBAHHBIN THII (pa3Mep
OITyXOJIH B HanOoubpmeM m3mepenun 1,9 cm). [o
Elston u Ellis: ymepennoii cremnenu
3nokauectBeHHOCTH (G1) - 5 6aynos (2+2+1). B
1 u3 24 mumdaTHIecKuX y3max KJIeT4aTKH -
MHUKpOMeETacTa3 paka, pasmepom 0,6MM.
Xupyprudeckue Kpast pe3eKuuu - 6e3
OITyXO0JIEBOT'O POCTA.




Knunuunyecknm npunmep 2

TpuiIeKcHOe MccjIeI0BaHNE BEH HIKHUX Koneunocrein 15.02.2021
o ¢ 3AKJIFOYEHUME: Cocrosiaue nocie PUA BIIB u yZlaleHus IPUTOKOB Ha rojieHH 1o Bapanu

TIS 0.1

l Ha npaBoii HWKHE#H koHeuHocTH OoT 22.01.2021. Tlpu3Haku mepeHEeCeHHOTo TpoMOodeduTa
I MaJIOW TIOAKO)KHOW BEHBI Ha TpaBOW HWKHEH KoHeyHOoCcTH. [nyOokme OenpeHHbIE,
| noxxoseHHble, GONBIIEOEPLOBLIE, CYPANLHBIE BEHBI 00EHX HMKHUX KOHEYHOCTEH MPOXOIUMEL
¥ IIpu3HaKoB TeKVIero WM IepeHeceHHOro ¢ie6oTpoMGo3a B IJIYOOKHX
¥ Benax Oeapa M TrOJEHHM HeT. Y3-IPU3HAKM BapHKO3HOH OONE3HH BEH HIDKHHX

KOHEuHOCTel ¢ Tpanchopmanueii npocsera BIIB u nputokos, MIIB cnesa. HecoctositensHocTh
| cadeno-pemopambHOTO M ca)eHO-TIOIUIMTEALHOIO  COYCTBsl clieBa. HecocrosTenbHbIe
nepopaHTHEIE BEHBI B IIPOEKIMN 00EUX roJIeHeH.

¢ TpunjekcHoe UCcjIeI0BaHNe BeH HIKHNX KoHeunocreir 10.03.2021

¢ 3AKJIIOYEHUE: Cocrosiuue nocine PUA BIIB u ynanenus npuToKOB Ha rosieHu no Bapaau
Ha npaBoii HinkHeH koHeyHocTd ot 22.01.2021. Tpom003 NOAKOJIEHHOM BeHbI NMPABOH
HUKHeH KoHeUYHOCTH. IIpocBeT BeHbl 3al10JIHEH PLIXJIbIMH TPOMOOTHYECKMMHU

maccamu. [IpoTsiskeHHOCTh TPOMOa 0K0JI0 7 cM 0e3 mpu3HakoB duioTauuu.

IMpusHaku mnepeHeceHHOro TpoMOodiaeduTa Mamod MOAKOKHOW BEHHI Ha MNpPaBOM HIDKHEH
. KOHEYHOCTH B (pa3e HEMOJHON peKaHamu3aluu. Y3-IPU3HAKU BAapHKO3HOW OOJE3HH BeH
HIDKHUX KOHEYHocTed ¢ TpaHcdopmauueil mpocera BIIB u ee mpuTOKOB Ha MPOTSHKEHHH
nesoit HK. Bapuko3nas tpancopmanus npocsera MIIB o6enx HK.

¢ TpunjiekcHoe HCCiIeT0BaAHNe BeH HIKHMX KoHeunocTeil 18.03.2021

¢ 3AKJIFOYEHMUE: BapukosHast 0oNie3Hb BEH HIKHHX KOHEYHOCTEH B BHJIE BAapHUKO3HOW

Tpanchopmanun nputokoB BIIB ciesa u ctBoia MIIB cneBa. Coctosiaue nocie PUA BIIB u
ynmanenusi mpuTokoB crpasa ot 22.01.2021. Ipusxaku paHee nepeHeceHHOro Tpombodebura

HOJKOXHBIX BeH cnpasa, Tpom003 IOAKOJIEHHOW BeHbI CIIPaBa _C NPH3HAKAMH

HAYAJbHOI PeKAHAJTH3ALMH.
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Knunuunyecknm npunmep 2

HNPOBEJAEHO JIEYEHUE: pexxum, nuera, 3aukBuc 10 Mr 2 pa3a B 1eHb, u3ontud 240 mr ytpoMm, 120 mr

BeuepoM, MOKCcoHHTUH 0,4 BedepoM, TapoceMu] 5 Mr yTpoM, oMenpaszorn 20 Mr 3 pasa B A€Hb, HHTASIIIUN
aTPOBEHT U ITyJIbMHUKOPT, B\B JieKcameTa3oH 8 mMr 2 pa3sa B JieHb, ketapoi 2,0 B\B 3 pa3a B JieHb, e TPUAKCOH 110
1 rp 2 pasa B aenb, rentpai 400 mr B\B Kar.

1 ik agproBanTHO#M xuMuoTepanuu AC mokcopyourmna 60 mrim2- 125 mr, riukmodocdan 600 mrim2- 1250 mr
B 1 1., oamanceTpod 8§ mr 3 pasa B JICHb

PEKOMEH/TOBAHO:

Ha6J’IIOI[eHI/Ie OHKOJIOI'a, KapJAnoJiora 1o METY XKUTEIILCTBA.
ITponomKUTh KapAUOTPOIHYIO TEPAIHIO.
IIpuem anukcadana 5 Mr 2 pa3a B 1eHb JJIUTEILHO.

I1pu TOIIHOTE — OHJAAHCETPOH 4-8 MI' BHYTPUMBILICYHO, WK TabaeTupoBaHHbIH npueM (1 Tad 2-3 pas3a B 1eHb).

KoHTpob KITMHIYECKOTO aHAIN3a KPOBH € pa3BepHyTOH Jeiikohopmynoii 30.03.2021T. orieHKa pe3yabTaTOB TEPAIIEBTOM MIIA OHKOJIOTOM
10 MECTY KUTENbCTBA, IPHU CHIKEHUN YPOBHS HelTpodmioB menee 1.0 I'ura/m — B ycIoBHUAX 1e9e0HOTO YUPEKIAESHHS IO MECTY
JKUTEIIbCTBA C/IENATh MOAKOXKHYI0 HHbeKINI0 Ouirpactuma (efikoctum/Heinoren/ueiinomakc) 300 MKT, OIHOKPATHO;

I[1pu pa3BuTHN MyKO3UTa NMOJOCTH pTa pacTBop «TanTyMm Bepre» u pacTBOp XJIOPreKCHINHA - IOJIOCKaHKEe MOJIOCTH pTa 6 -8 pa3 B CYTKH,
HHCTATHH 110 1 Tab paccachBaTh Kaxple 2 Jaca.

[pu mnapee npuem «Jlomepamumy mo 2 tabd. 4 pasa dyepe3 6 4acoB B TEUSHHE CYTOK, 3aTeM 10 1-2 Tab. mocie KaxkJ0Tro KUAKOTO CTyJIa.
[Tpu noBsieHny Temiepartypsl Boiie 38 rpagycos npuéM «Llunpodiokcamuy mo 500 Mr BHYTph 2 pa3a B CyTKH 7 AHEH.

[Ipuem sccennmane-dopre no 1 kamc. 3 pasa B JeHb B TeueHue | mecsna.

ITprem BBICOKOKAJIOPUIHOHN IHIY, B PAllIOH MUTaHUS BKIIOYUTH TEISITUHY, II€4eHb, HEKUPHBIE COPTa PHIOBI, TBOPOT, MOP-KOBb, IPaHAT.
ITpueM XUIKOCTH B TeUEHUE CYTOK 2-3 JINTPOB, KOHTPOJIb THpoOaIaHca, IIPH 3aIePiKKe KHUIKOCTH JOIOIHHUTEILHO JUYBEp 5 MT.
lNocninTanu3anus B oTAeNIEHHE TeMaTOIOTMH, OHKOJIOTHY U TpaHCIIaHTauuu koctHoro mosra ®I'bY BLIDPM um A.M. Hukudoposa
MUC Poccun g nponomkenus jiedenus 12.04.2021r. ¢ HanpaBieHueM



bnaaroaapto 3a BHMMaHue



