OHKOaCCOLLI/Il/IpOBaHHbIe BEHO3HbIE TpOI\/\603bI

N.A. 3010TYXUH

npodeccop, 3aBeayrowmn otaenom ¢eyHAaAMEHTANbHbIX U NPUKNAAHbIX WUCCNEeA0BaHWNA B
xmpyprun HUU knnHnyeckom xupyprum (ampektop — yneH-kopp. PAH A.B. CaxkuH) Poccuiickoro
HaLUMOHANbHOIO NCCNef0BaTeIbCKOro meanuUMHCKOro yHusepcuteta um. H.U. MNMunporosa



KOHQAUKT MHTEPECOB

e [loknaaumk coobuiaeT o0 N0SIy4EHNUMN TOHOPAPOB 3a JIEKTOPCKYIO
noaaepXKy oT KomnaHuun MNMdansep, bepuHrep NHrenbxamm, banep

* HacTtoAawaa npe3eHTaumnsa nogaepxaHa Komnanmen MNMoamnsep



YTo Takoe TIB?

* 3TO — He 6bones3Hb

* 3TO OCNOX¥HEeHMe, CUMNTOM Kakou-nnbo bonesHu



BonesHb, NnpmnBoaALLan K Toombo3y

* YBe/IMYEeHUe 3Kcnpeccumn TkaHeBoro paktopa (TF)
* [pamasn akTmBaumna paktopa X

e AKTMBaUKna TpombouUNTOB

* YBe/IMYEHME IKCNpeccmm npoBocnaanTenbHblxX LMTokMHoB — TNF-alfa,
lI-1beta,

* Ctumynauma npoaykuum PAI-1

°* ..YyTO 3TO?

Falanga A, Marchetti M, Vignoli A. Coagulation and cancer: biological and clinical
aspects. J Thromb Haemost. 2013 Feb;11(2):223-33. doi: 10.1111/jth.12075



OHKoaccoummpoBaHHbIN TIB: ocobeHHOCTU

Bonee BbICOKMM pUCK peumamnsa BTI0 3a cyueT npoKoarynaumMoHHOro apPekTa,
CONYTCTBYIOLLErO PaKy, a TaKXe 3a c4eT NPOTUBOOMNYXO/IEBOIO 1€YEHUA

[OBbILWEHHbIN PUCK KPOBOTEYEHNI

ConyTcTBYlOLWME rOCNUTANIN3ALUN N NedebHble MaHUNyAAUUn, yBennuymsatowme oba
PUCKa:

onepaTMBHOE NeyeHue
XMmMmuoTepanus
Ny4yeBas Tepanua u ap.



OHKoaccoummpoBaHHbIN T1B

* OHKonoruyeckoe 3aboneBaHne NOBbIWAET PUCK TPOMbB03a rnyboknx BeH (TFB) n Tpomboambonmm
neroyHou aptepun (TIN1A) B 4—7 pa3

* Ha aytoncum npusHakm nepeHeceHHoro BT90 obHapyKuBatoT y 50% OHKO/IOrMYECKNX NaLUEHTOB;
TIN1A cnyXKuT npuumnHom cmeptn 15% oHKoNOrMYecKux 6oabHbIX

e OgHONETHAA BbI}KMBAEMOCTb OHKODO/bHbIX B cyyae pa3sutma BTI0 coctasnaet 12% no
cpaBHeHUto ¢ 36% npwu oTcyTcTBMM BT20

Geerts W.H., Pineo G. F., Heit J. A. et al. Prevention of venous thromboembolism //. The Seventh ACCR Conference on Antithrombotic and Thrombolytic Therapy//Chest. — 2004. — V.126
(Suppl). — P.3385-400S.

Kakkar A.K., Haas S., Walsh D. et al. Prevention of perioperative venous thromboembolism: outcome after cancer and non-cancer surgery (abstract) // Thromb.Haemost. —2001. — V.86 (suppl).
—P.0c1732.

Cohen A.T., Nandini B., Wills J. O. et al. VTE prophylaxis for the medical patients: where do we stand? — A focus on cancer patients.//Thromb. Res. —2010. — V.125 (Suppl 2). — P.S21-529.



Pak n BTO3: YTO HY*KHO NOMHUTbL Npexae BCcero

Peunans BT20
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Prandoni P et al. Blood 2002;100:3484—3488&.



OHKoaccounmpoBaHHbIN TIB: yem neyntse B 2021 T.

Y naumeHToB € OHKoaacoumnposaHHbiMmM BT20 mbl coBeTyem B
TeyeHue nepsbix 3 mec. npegnoyntatb HMI, HO He ABK (ypoBseHb 2B),
He gaburatpaH, puBapoKcabaH, anukcabaH, sgokcabaH (ypoBeHb 2C
ans Bcex)

[Mpn HEOBXOAMMOCTM NPOANEHUSA aHTUKOATYIAHTHOMW Tepanumn cebille 3
MeC. Mbl COBETYEM He MeHATb npenapaT (yposeHb 2C)

PekomeHagauun ACCP, 2016 .



HMI 1 oHKoaccoummpoBaHHbIN T1B

* TonbKo 37% naumeHToB ncnonb3sytot HMI B TeueHne anmnTenbHOro
BpemeHwu

* MeguaHa Nnpoao IKNTENIbHOCTU Tepanun y Hmux 3,3 mec.

Khorana AA, McCrae KR, Milentijevic D, Fortier J, Nelson WW, Laliberté F, Crivera C, Lefebvre P, Yannicelli D, Schein J. Current practice patterns and patient
persistence with anticoagulant treatments for cancer-associated thrombosis. Res Pract Thromb Haemost. 2017;1(1):14-22



[TOAK 1 oHKoaccoummpoBaHHbin TTB B 2020 T.

* [loaBnnunco AaHHble PKU



Apixaban and dalteparin in active malignancy-associated

venous thromboembolism: The ADAM VTE trial

Robert D. McBane I1%? | Waldemar E. Wysokinskil%® | Jennifer G. Le-Rademacher? |

Tyler Zemla® | Aneel Ashrani’? | Alfonso Tafur® | Usha Perepu® | Daniel Anderson
Apixaban Dalteparin Hazard ratio
(N = 145) (N =142) (95% CI) P value

Primary safety endpoint

Major bleed 0 {0.0) 2(1.4) 0.0 (0.0-)
secondary safety endpoint
Bleeding n (%)
Clinically relevant non- F(6.2) 7(4.2)
major bleed
Major plus CRNMB 2(6.2) 7 (6.3)
Secondary efficacy endpoint®
Venous thremboemba- 1({0.7%) ? (6.3%) 0.099
lism n (36) (0.013-0.78)
Pulmeonary embolism 0(0.0) 1 (0.7%)
Lower extremity DVT 0{0.0) 4(2.8%)
Upper extremity DWT 0 (0.0) 2 (1.4%)
Splanchnic ¥T 0 {0.0) 2 (1.4%)
Cerebral VT 1(0.7%) 0 (0.0%)
Arterial thrombosis n (%) 1(0.7%) 1(0.73%)
Mortality n (%) 23 (16) 15 (11)

J Thromb Haemost. 2019;00:1—-11. DOI: 10.1111/jth.14662
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.8816

0281

3078

Abstract

Background: LMWH is the guideline-endorsed treatment for CAT.
While apixaban is approved for the treatment of acute VTE,
limited data support its use in cancer patients.

Objectives: The primary outcome was major bleeding. Secondary
outcomes included VTE recurrence and a composite of major plus
clinically relevant non-major bleeding (CRNMB).
Patients/Methods: Patients with CAT were randomly assigned to
receive either apixaban 10 mg twice daily for seven days followed
by 5 mg twice daily for six months or subcutaneous dalteparin
(200 1U/kg for one month followed by 150 IU/kg once daily).
Results: Of 300 patients randomized,aﬁp%@re included
in the primary analysis. Metastatic disease was present in 66% of
subjects; 74% were receiving concurrent chemotherapy. Major
bleeding occurred in 0% of 145 patients receiving apixaban,
compared with 1.4% of 142 patients receiving dalteparin [P =
.138; hazard ratio (HR) not estimable because of 0 bleeding event
in apixaban group]. Recurrent VTE occurred in 0.7% of apixaban,
compared to 6.3% of dalteparin patients [HR 0.099, 95%
confidence interval [Cl], 0.013-0.780, P =.0281). Major bleeding
or CRNMB rates were 6% for both groups.

BbiBOA,: annkcabaH accoummpoBanca c 6onee HU3KMM PUCKOM
60/blINX KpOoBOTEYEHMI U peumnanBoB BT no cpasHeHUto c HMI
npu nevyeHumn CAT (Tpomb03bl Y OHKONALMEHTOB).




AnnkcabaH n oHKonauneHTbl
nccrnegosaHne CARAVAGGIO

@ Kputepum BkatoueHums:

Bo3spact 2 18 net

BnepBble AMarHOCTUPOBAHHbINA, 06BEKTUBHO NOATBEPKAEHHbIN:
* CUMMNTOMATMYECKUIA AN MPOKCMMaNbHBIN TIB H/K
* cumnTomaTnyeckas TIJ1A

* T3J1A cermeHTapHbIX UM 6onee NPOKCMMAIbHBIX IEFOYHbIX apTePUiA

No60oi TMN paKa (kpome 6a3aNbHO-KNETOUHOWM MU MIOCKOK/IETOYHOM
KapLMHOMbI KOXM, NepBUYHOIO paka MO3ra MM C MeTacTasaMu B CIMHHOMN MO3T 1

OCTpOW NleikeMum)

@ Kputepum ncknioueHuma:

ECOG PSS: 3-4 6anna

AKTUBHOE KpoBOTeYeHue

KnunpeHc kpeatuHuHa < 30 ma/muH

Oknpaeman NPOAO/IKUTENBHOCTb XU3HU < 6 mecAaLes

remornobuH < 8 r/an (5.0 mmonb/n)
AN TpoMbOLUTLI < 75%10°/n unm TUT B aHamHese

HekoHTpoaupyemas runepreHsna:
cuct. AL > 180 mm.pT.cT. uam guact. AL > 100 mm.pT.cT.

PaHpoomusauma N=1168

Agnelli G et al. Apixaban for the treatment of venous thromboembolism associated with cancer.
N EnglJ Med 2020 Mar 29; [e-pub]. (https://doi.org/10.1056/NEJM0a1915103)

AnukcabaH

10 mr x 2 pasa
B TeyeHue 7 gHen

(nepopanbHo)

DantenapuH

200 ME/Kr x 1 pa3
B TeyeHne 1 mec

(noaKoKHO)

AnukcabaH

5mrx 2 pasa
[0 OKOHYaHUA Kypca obuien
ONWUTENbHOCTbIO 6 mecAueB

(nepopanbHo)

[OantenapuH

150 ME/kr x 1 pa3
B TeyeHune 5 mec

(noakokHO)

6 mecaues

*a

*



AnnkcabaH n oHKonauneHTbl
nccrnegosaHne CARAVAGGIO

e OueHka aPPEKTUBHOCTH:

- cumnTomaTundeckmne BT30O

« (QOueHka be3onacHoOCTU:

- bonbLlUME KPOBOTEYEHUSA

Agnelli G et al. Apixaban for the treatment of venous thromboembolism associated with cancer.
N EnglJ Med 2020 Mar 29; [e-pub]. (https://doi.org/10.1056/NEJM0a1915103)



AnnkcabaH n oHKonauneHTbl
nccneposaHne CARAVAGGIO

* OueHka adodekTnBHOCTU: peunans BTIO
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Agnelli G et al. Apixaban for the treatment of venous thromboembolism associated with cancer.
N EnglJ Med 2020 Mar 29; [e-pub]. (https://doi.org/10.1056/NEJM0a1915103)



AnnkcabaH n oHKonauneHTbl
nccrnegosaHne CARAVAGGIO

* OueHka be3onacHOCTW: bonbLUME KPOBOTEYEHUSA

100 20—
90
20 157 22 (3.8%) u3 576 Ha anuKkcabaHe
£ 704
= 10- 23 (4.0%) u3 579 Ha ganbTenapuHe
Q60
E HaneTenapuwH
O 40- rm= Anukcadan 95% Cl 0.40- 1.69
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Agnelli G et al. Apixaban for the treatment of venous thromboembolism associated with cancer.
N EnglJ Med 2020 Mar 29; [e-pub]. (https://doi.org/10.1056/NEJM0a1915103)



AnnkcabaH n oHKonauneHTbl
nccrnegosaHne CARAVAGGIO

* AnukcabaH nokasan oTnun4Hble pesynsraTtel B PKU

 Heobxoaouma npoBepka NoBCEOHEBHOM MPAKTUKON

Agnelli G et al. Apixaban for the treatment of venous thromboembolism associated with cancer.
N EnglJ Med 2020 Mar 29; [e-pub]. (https://doi.org/10.1056/NEJM0a1915103)



PeTpocneKkTnsHbIM aHanM3 6a3 AaHHbIX CTPAXOBbIX KOMMNAHMM NO
npumeHeHuto annkcabaHa, HMI n BapdpapuHa y nauUMEHTOB C aKTUBHbIM
pakom n BT30

4 Kommepyeckne basbl cTpaxoBbix KomnaHu B CLLA

* MaymeHTbl ¢ BT90 1 pakom, Hauyaswme npnem anmkcabana, HMI unm BapdpapuHa B TeyeHue 30
AHeWn oT Havana 3abonesaHuna. OTobpaHO NALNEHTOB, COOTBETCTBYIOLLUX KPUTEPUAM BKAKOYEHUA
nosyyatowmnx anmkcaban - 3393, HMTI - 6108; BapdpapuH - 4585

e [1nA ypaBHOBELUMBAHNA KOFOPT MCMNO/Ib30BaNn cTabnnmnsnpoBaHHoe B3BelWwMBaHUE C 0b6paTHOM
BepoAaTHocTbo (IPTW). nAa oueHKa pucka peunansa BTI0 n 60nbLLIOro KpoBOTEUYEHMUS
NCMo1b30Ba/ I MOAE/b MNPONOPUMOHA/IbHbIX pUcKoB COX.

MNepuoa HabnogeHua 6 mecaues

Cohen A, et al. Thromb Haemost. 2020 Nov 10. Online ahead of print.
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AnnkcadbaH 1 oHKonauneHTbl
B Mayo Thrombophilia Clinic

Comparison of apixaban to rivaroxaban and enoxaparin in acute cancer-
associated venous thromboembolism.

Wysokinski WE, Houghton DE, Casanegra Al, Vlazny DT, Bott-Kitslaar DM, Froehling DA, Hodge DO,
Peterson LG, Mcbane RD.

Am J Hematol. 2019 Nov;94(11):1185-1192. doi: 10.1002/ajh.25604. Epub 2019 Aug 19.



AnnkcabaH 1 oHKonauneHTbl
B Mayo Thrombophilia Clinic

e 750 nocnenosBaTe/ibHO HABPAHHbIX U NPOCNEKTUBHO NPOCNAEKEHHbIX
naumneHToB ¢ BT90 Ha ¢poHe paka (2013-2018 rr.)

* OueHKa 3pPeKTUBHOCTMK:
- peunams BT20
- CMEPTHOCTb

* OueHKa 6e3onacHoOCTU:
- 6onblUME KpOBOTEYEHUS
- K/IMHNYECKU 3HaYMMble KPpOBOTEYEHMUS

* Tepanus He meHee 3 mec. 6e3 3aMeHbl aHTUKOAry/IAHTa Ha 3TO
CPOKe, 3aTeM — pa3Hble CPOKKN A0 9 mec. n bonee

Comparison of apixaban to rivaroxaban and enoxaparin in acute cancer-
associated venous thromboembolism.

Wysokinski WE, Houghton DE, Casanegra Al, Vlazny DT, Bott-Kitslaar DM, Froehling DA, Hodge DO,
Peterson LG, Mcbane RD.

Am J Hematol. 2019 Nov;94(11):1185-1192. doi: 10.1002/ajh.25604. Epub 2019 Aug 19.



AnnkcadbaH 1 oHKonauneHTbl
B Mayo Thrombophilia Clinic
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Comparison of apixaban to rivaroxaban and enoxaparin in acute cancer-

associated venous thromboembolism.

Wysokinski WE, Houghton DE, Casanegra Al, Vlazny DT, Bott-Kitslaar DM, Froehling DA, Hodge DO,

Peterson LG, Mcbane RD.

Am J Hematol. 2019 Nov;94(11):1185-1192. doi: 10.1002/ajh.25604. Epub 2019 Aug 19.



AnnkcabaH 1 oHKonauneHTbl

9P PEKTMBHLI NN 2,5 Mr 2 pasa B AeHb A1 BTOPUYHOW NpOounakTnkn?

Extending venous thromboembolism secondary prevention with apixaban in

cancer patients: The EVE trial.
McBane RD 2nd, Loprinzi CL, Ashrani A, Lenz CJ, Houghton D, Zemla T, Le-Rademacher JG, Wysokinski

WE.
Eur J Haematol. 2020 Feb;104(2):88-96. doi: 10.1111/gjh.13338. Epub 2019 Nov 11.

* BT20 y oHKOMauMeHTOB Mbl 1Ie4YUM CTaHOAPTHO — CHa4vana
10 mr 2 pasa, 3atem —5 mr 2 pasa

* A noaxoaut nm ansa oHko-BT30 2,5 mr 2 pa3a? Beab pucku
peunanBa U KPOBOTEYEHMA Y OHKOMALUMEHTOB Bbille!

* [lpoTokon onybamMKoBaH, uccaeaoBaHMe HayaTo, CKOPO
y3Haem



OHKoaccoummpoBaHHbiM TIB 1 NOAK

* MeHbwe peungmnsos BT30 B cpaBHeHnn ¢ HMT

e CxoAHOe Yncno 6onblMX KPpoBOTEYEHUIN



OHKoaccoummpoBaHHbiM TIB 1 NOAK

He chneayeT Ha3Ha4aTb NPUY BbICOKOM PUCKE reMmopparmyeckmnx
OCJ/IOXKHEeHUn:

paK RKT
PaK YPOreHMTaAbHOro TPaKTa

He chegyet Ha3zHa4vyaTb Npu oAHOBPEMEHHOM npueme
NPOTUBOOMNYXONEBbIX NpenapaToB, BANAOLWMUX Ha SKCKpeuunto [MOAK

Khorana AA, Noble S, Lee AYY, Soff G, Meyer G, O’Connell C, Carrier M. Role of direct oral anticoagulants in the treatment of
cancer-associated venous thromboembolism: guidance from the SSC of the ISTH. J Thromb Haemost. 2018;16:1891-1894.



AHTUKOArynsiHTbl U OHKOACCOLUMMNPOBAHHbIN TPOMbOO3

CmepTb 0 BCEX NPUYUH

CARAVAGGIO ADAM HOKUSAI-VTE SELECT-D
AnvkcabaH AnnkcabaH dpoKcabaH PuBapokcabaH
N=1155 N=287 N=1050 N=406
Peungus BT3 4 )
OAK(O) 5.6% 0.7% 7.9% 4% 16%
[antenapwuH (D) 7.9% 6.3% 11.3% 11% 8%
OP (95% OU); Ovs D \.0.63 (0.37—1.07)j 0.099 (0.013-0.78) 0.71 (0.48-1.06) 0.43 (0.19-0.99)
Bonblune KpoBOTEYEHUA 4 )
OAK 3.8% 0% 6.9% 6% 4%
NantenapuH 4.0% 1.4% 4.0% 4% 6%
OP (95% OU); Ovs D \0.82 (0.40—1.69)/ NE 1.77 (1.03-3.04) 1.83 (0.68-4.96)
bonbwme KT KpoBoTeueHUA 4 )
OAK 1.9% 0% 3.8% 3.9% NR
JantenapuH 1.7% 0% 1.1% 2.0% NR
OP (95% OU); Ovs D \1.05 (0.44-2.50) / NE NR NR

unccaegosaHuma , mec.

OAK 23.4% 16% 39.5% 25% 41%
HantenapuH 26.3% 11% 36.6% 30% 39%
OP (95% AU); Ovs D 0.82 (0.62-1.09) NR 1.12 (0.92-1.37) NR

NMpoaonXntenbHOCTb 6 6 12 6 6

Young AM, et al. J Clin Oncol 2018;36:2017-23. Raskob GE, et aIN Engl J Med 2018;378:615-24. McBane RD, et al. ] Thromb Haemost 2020;18:411-21. Lee AY, et al.
N Engl J Med, 349 (2) (2003), pp. 146-153. Agnelli G et al. N Engl ) Med 2020 Mar 29.

MpsimbIx cpaBHUTENbHbIX PKW aHTUKOArysHTOB He NPOBOAMIOCL. HenpamMoe cpaBHEHME MOXKET HbiTb HEKOPPEKTHbLIM



AHTUKOATyNAHTblI M OHKOACCOUMUPOBAHHbIN TPOMbOO3

CARAVAGGIO ADAM HOKUSAI-VTE SELECT-D

AnvkcabaH AnnkcabaH 3p0KcabaH PuBapokcabaH
N=1155 N=287 N=1050 N=406

bonbwme XKT KpoBoTeyeHUA

OAK 1.9% 0% 3.8% 3.9% NR
HdantenapuH 1.7% 0% 1.1% 2.0% NR
OP (95% OU); Ovs D 1.05 (0.44-2.50) NE NR NR

T pnvcabon (n22) | nnorenapnn (n=23)
Bonbwine KKT 11 (50.0%) 10 (43.5%)
KpOBOTEYEHMUA
HuxHune otaensl 6(27.3%) 4 (17.4%)
BepxHue oTaensl 5(22.7%) 6 (26.1%)

Ageno, W., Vedovati, M. C., Cohen, A. Et al. (2020). Bleeding with Apixaban and Dalteparin in Patients with Cancer-Associated Venous Thromboembolism: Results from the Caravaggio Study. Thrombosis and Haemostasis.

doi:10.1055/s-0040-1720975
MpsimbIx cpaBHUTENbHbIX PKW aHTUKOArynsaHTOB He NpoBOAMAOChL. Henpamoe cpaBHeHUe MOXKeT 6bITb HEKOPPEKTHbIM



OHKoaccoummpoBaHHbiM TIB 1 NOAK

* MeHbwe peungmnsos BT30 B cpaBHeHnn ¢ HMT
e CxooHOE YMcno bonbLLIUX KPOBOTEYEHUMN

e Ina annkcabaHa — TeHaeHUMA K bonbllen 6e30nacHOCTH, B T.4. U NPU
raCTPOUHTECTUHA/IBHOM paKe



OHKoaccoummpoBaHHbiM TIB 1 NOAK

* AnnkcabaH (Kateropusa 1), sgokcabaH nocne MUHUMYM 5 aHen
renapuHoB (KaTteropua 1) nam puBapokcabaH (Kateropmsa 2A) Hy»KHO
npeano4YnTaTb Y NAaUMEHTOB C OHKOACCOUMMPOBaHHbIM BT30, HO He
MMerLWKnX paka KKT

e XoTA annKkcabaH nokalan cxogHoe € AanbTenapmHOM Yncno 6onbLInX
KKK, B oTanume ot puBapokcabaHa n sgokcabaHa, peKomeHaaumnm
OCTOPOKHbI B 3aKNOYEHUAX, OXKMAaA HaKonaeHMnA bonbllero obbvema

NaHHbIX
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OHKO-TI'B pa3suaca. Kak 4o/1ro ne4mnTb?

* TI'B — He 6one3Hb, a OCNOXKHEHME Apyron bonesHun

* Ecan Bbl yBepeHbl, YTo Apyrasa 60ne3Hb BbleyeHa —
OTMeHANTe yepes3 3 mec. unm 6 mec. (B 3aBUCMMOCTHM OT
XapakTtepa TIB)

* EChn HeT — npoanuTe Tepanuio



