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NOrMBAET [0
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MexaHuyeckue mertoabl — YYNKU

OKasbIiBalOT CTyneH4yaToe JaBleHMe Ha HUKHME  KOHEYHOCTH,
cnocob6cTBYyA BEHO3HOMY BO3BPaTy

[lBa Tuna:

IIporuBO3IMOOIHYECKHE TYJIKHU

- VTEp y nauneHToB, NPe0bIBAIOIIMX B HEMOJABUKHOM COCTOSTHUM

KoMnipeccuoHHbIE YYJIKH ¢ Pa3HOH CTENEHbIO IVIOTHOCTH

- JIedyeHHre Pa3JINYHbIX COCTOSIHUIA, HATpUMep, Popliteal
8mm Hg

e BeHoO3HbIE A3BbI HI:KHUX KOHEYHOCTEH =y

Lower Thigh §

e JIlumpaTudeckuii oTexk y aMm0yJaTOPHbIX 1ommHg

» Calf
ManueHToB e 14mm Hg

Upper Thigh
8mmHg |

NICE Clinical Guideline 92, 2010.




MexaHuyeckue metoabl — NOMMbI

(=
[MpepblBUCTAA NHEBMATUYECKaAa KoMmnpeccua @ BIREC ~ 1

VPULSE
g
MpUMeHSAETCA C MOMOLLLbIO 31eMEHTOB crneLnasibHoM o _— '
ofeXAbl, HaaeBaemblX Ha HUMKHNE KOHEYHOCTU re.Cove 'W,' o
MHEeBMaTUYECKMI HAcOC 3aMONHAET U OMOPOXKHAET f Wlth /
BO3/YLUHbIE KaMepbl, HaxoAALLMECA B oAexKae "“ 1

Co3spgaBaemoe gaBneHue cnocobcTeyeT BEHO3HOMY
BO3BpaTy

BeHO3HbIN HAcocC cTonbl

NmntnpyeTt HacocHyro GYyHKLUIO npoLuecca Xxoabobl
C HarHeTaHWeM KPOBM M3 COCYA0B CTOMbI B KPYMHbIE BEHbI
HUXHEWN KOHEeYHOCTH, 0b61eryasn BEHO3HbIM BO3BPaT

A ‘\
3I'IeKTpOCTI/1MyﬂFILI,VIﬂ r/ ' i Lot {
CTMMynauma MbilL, HUXKHEN KOHEYHOCTU 31EKTPUYECKMMMU Introducing Breg VPULSE therapy
The oniy hospital-to-bome device that delivers
nmnynbCamm + DVT Provantion Thuragy
+ Cold Tharapy.
Wound Compression

MbiWweyHble COKpaLWeHUAa akTUBUPYIOT KPOBOTOK U CHOC06CTByI-OT rep VAULSE s & trey Patsnts 1ake home cd keep: holing therm

ochieve mare comfortabli and comphte recovaies, VPULSE can
BEHO3HOMY BO3BpPaT el pravant DVT reacdmissions md provide a nossibie ait )
y pary anticoaguiants to hwlp redice costs and improve pationt ;::;:c:n:n
Mear mare about VPULSK st Brews booth 8748, We work with yau to
) Fiver remarkat ,‘,-tlxdulmmamomm

NICE Clinical Guideline 92, 2010



Hecmot
MIEPUOJIE
Bpayen,

OTpaHu

['ertapu
TpoMOO

Bo3sMmoxk
rmapanao

'b-

Linkins LA, Dans AL, Moores LK et al. Treatment and prevention of heparin-induced thrombocytopenia: Antithrombotic Therapy and Prevention of Thrombosis, 9th ed: American College of Chest Physicians Evidence-
S;

Based Clinical Practice Guidelines. Chest 2012;141:e495S-e530S; Kearon C et al. Chest 2012;141:e419S-94

8



HUSKOMONEKYNAPHBIE TENAPUHDI




OCHOBHbIE MPEMMYLLECTBA HMT

bonee npeacKkasyembiv TepaneBTUHeCcKknin sbdeKT
BO3MOXHOCTb pacyeTa A403bl C y4eTOM MacCbl Tena 60bHOro

HEeT HeobxoAMMOCTU KOHTpona 3a AYTB maAnM MOHUTOPUHra
APYrmx NoKasaTesien CBEPTbIBAEMOCTH

bonee BbiCOKaA BUMOAOCTYNHOCTb NPU MNOAKOXHOM BBEeAEHUMU
(npumepHo 90% npotme 30% pna HOPl), yto obecneumsaeT
BO3MOHOCTb  MOAKOMHOFO  BBEAEHMA U  AJIUTENIbHOTO
npumeHeHus (00 HECKONIbKUX MecALEeB)

bonblias «PaBHOMEPHOCTb» TepaneBTUYEeCKoro apPekTa

OTCYTCTBME HEeraTMBHOroO BAUAHMUA Ha NPOodUAb ANNUAOB KPOBU
n octeobnacTtbl, YTO 0COOEHHO BaXKHO NMPU AIUTENBHOW TEepanmu

10
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OAHAKO:

Hu3KomonekynsapHble renapuHbl He ABNAIOTCA
B3aMMO3aMeHAEMbIMMU.

Kaxkabin n3 HUX nweet VHUKaNbHbIN CNeKTp
aHTUTPOMOOTHUYECKOTO AenUCTBUA U NPodPUNb KAUHUYECKOU
3P PEKTUBHOCTMN.

Henb3s nepeHOCUTb pe3ynbtaTtbl, MOAYYEHHble C OAHUM
npenapaTtom, Ha ApPYyrou.

Ocoboe BHUMaHMe cneayeTr obpallaTtb Ha cneundPuyeckue
MHCTPYKLUMMN NO A03MPOBKE ANA KAXKAOro npenaparta, Tak Kak
NN BblParKeHMA [03 WCMNO/b3YIOTCA Pa3/IMYHbIE CUCTEMBbI
eanHNL

CYLLECTBYIOT pPas/iMyHble A03MPOBOYHbIE POPMbI

11



MecTto ACK B npodpunaktnke BT30

* DddextuBHocTh npodunaktuky BTDOO ¢ nomomipio  aneTUIcaaIuiiIoBOH
KMCJIOTBl HAMHOTO HUYKE, YeM C IPUMEHEHUEM aHTUKOATyJISIHTOB.

* B HacTos1iee BpeMs He UMEET JOCTaTOYHOM JI0Ka3aTelIbHOM 0a3bl.
* AUETUJICAIMIIUIIOBAs KUCJIOTa HE UMEET TaKKe NMPeuMyllecTBa B 0€3011aCHOCTH.

* lloaTOMYy HMCHOJIB30BAHHE AHTHATPETAaHTOB B KA4E€CTBE CIUHCTBEHHOTO
MEJIMKaMEHTO3HOTO CPEJICTBA MPOPUIAKTUKY HEe PEKOMEHIYeTCsl, 3 COBMECTHOE
NPUMEHCHUE  AHTUArpEraHTOB  C  AHTUKOATYJSIHTAMH  CONPOBOXKIACTCS
MOBBIIICHHBIM PUCKOM PAa3BUTHS KPOBOTECUEHHIA.

° ANCTWICAJMIMJIOBAA KHMCJ0TA BbI3bIBAeT IMOBbLIMIEHHBIA PHCK

reTepoToNnuYeCcKon occupuranuu

ACK — aueTuncanmumnosas KMCNoTa

MpodurnakTMKa BEHO3HbIX TPOMBOIMOONNYECKNX OCNOKHEHWNI B TPAaBMATONOMMKN U opToneamn. Poccuinckme KAMHMYeCcKue

PekomeHpgaumn. Tpasmatonorus u Optoneama B Poccun. 2012-1(63). MNpunorkenue, 24 ctp.
12




9P PeKTUBHOCTb aCNUPUHA

PharmacoloMjent Relative Risk Reduction (%) Compared with Placebo

Total hip arthroplasty
Low-molecular-weight heparin 70-71
Aspirin 0-26
Warfarin 59-61
Fondaparinux® 45
Apixaban® 36
Rivaroxaban® 48-76

Total knee arthroplasty
Low-molecular-weight heparin 51-52
Aspirin 13
Warfarin 23-27
Fondaparinux® 63
Apixaban® 38

Rivaroxaban" <3‘| >

? Odds reduction for venous thromboembolism for fondaparinux versus enoxaparinparin.
© Cite studies for ADVANCE-1-2-3 (Apixaban Dose Orally vs ANTiCoagulation with Enoxaparin-1-2-3).
“ Cite studies for RECORD1-3 (REgulation of Coagulation in ORthopedic surgery to prevent Deep
vein thrombosis and pulmonary embolism 1-3).

15,18,19




GK. Deirmengian et al. / The Journal of Arthroplasty 31 (2016) 22372240

Table 1
Demographic and Procedural Information of Patients Receiving Aspirin or Warfarin

Variable Aspirin Warfarin P Value

Revision THA 363 1501° 02
Revision TKA 17m 966°

Age(y) 63.4 649 005
Ethnicity (white) 87% 85% 68
Ethnicity (black) 12% 14%

Ethnicity (other) 1% %

CQ score 0 66.5% 595% 002
QA score 1 20.0% 237%

CQ score 2 8.2% 97x

CQ (score of >3) 5.2% 7.1%

COPD 10,5% 133% 09
Anemia 9.7x 160% L0002
Atrial fibrillation 3.2% 48% n
Depression 11.1% 13.1% 22
BMI” 29.0(5.7) 303 (67) 004
Surgery duration (min)” 113.5(40.1) 123.3(51.2) L0001
Gender (male) 49% 45% 074
Septic revision 5.1% 10.1% <0001

THA, total hip arthroplasty. TKA, total knee arthroplasty; CCIL Charison Comorbidity
Index; COPD, chronic obstructive pulmonary disease; BML, body mass index

* Four patients had simultaneous hip and knee surgeries.

" Mean (standard deviation ).

gastrointestinal bleeding, and 3 with genitourinary bleeding. All

Table 2
Logistic Regression Analysis for the Evaluation of VTE Prophylaxis and Other Factors
on the Occurrence of Any VTE, Major Bleeding, and Mortality.

Variable asxa

Any VTE
Warfarin vs aspirin 292
Age. y 1.04
Cl 1.20
Any major bleeding
Warfarin vs aspirin 213
Calendar year 0.86
Cl 1.30
Mortal ity
Warfarin vs aspirin 1.09
ol 1.70

Odds Rado P Value

090-9.45 074
1.01-1.06 0057
101-1.43 040

0.46-9.96 37
0.75-0.99 042
108-1.57 0060

0.13-9.25 93
134-2.16

VTE, venous thromboembolic event; CCl Charlson Comorbidity Index,

surgeries may be associated with higher risks for VTE as a result of
the prolonged operative time, the increased surgical dissection, and
the need for protected weight bearing and reduced potential for
postoperative mobilization [10], The risk for bleeding complica-
tions and infections is also higher after revision surgeries because
of the complexity of reconstruction and soft tissue dissection [ 11].

The present study detected that the incidence of in-hospital
VTEs was significantly lower in patients receiving aspirin than in

14



BapdapuH: OrpaHnuyeHums

Henpeanckazyemas (papMaKOKHHETHKA U (papMakoIUHAMUKA
BCJIC/ICTBUE

-I'enemuueckux gpakmopoe (noaumopgpusmot CYP2C9 u VKORCI)
-B3aumooeiicmeue ¢ opyzumu npenapamamu
-IIpuem nuwu, cooeprcaweit eumamun K unu ankozonw

Heo0xoquM 4YacTblii MOHUTOPUHI U KOPPEKTHUPOBKA 03UPOBOK JIs
nogaep:xanuss MHO B TepaneBTHYECKOM TUANA30HE

MemyieHHOE HAYAJI0 U OKOHYAHME AEHMCTBHUSA, Tpeldyilee HAZHAYCHUSA
remapuMHa [Jis Hadajga JiedeHusi TPoMO003a WIM Js BeJAeHHA
MALMEHTOB BHICOKOI0 PUCKA, FTOTOBSIIUAXCS K ONEPALIUA

ABK — aHTaroHuct sutammHa K

Ansell J et al, Chest 2008;133(6 Suppl):160S-198S



OcnoxHennn/1000 nauueHTOB B rog

® NMwemumnyeckmnn
MHCYNbT

60

40

20

Y3Kasa tepaneBTu4yeckas wmporta ABK

Nemopparnyeckmnn
MHCYNbT

n=13.559 /

BapdapuH
obecneuyunBaer
onTUManbHbLIN

dHTUKOArynaHTH biA

(2.0-3,0) A03bl NOAAEePXUBaTL B
OYeHb

LleneBoe adchpekT, ecnum
\ MHO & TepaneBTU4YecKue

Y3KOM TepaneBTU4eCKOM
AnanaszoHe MHO

_ -~
‘\e‘_—/.-_—.:

L .

_®

— &

<1.5 1.5-19 20-25 26-30 3.1-35 36-40 4.1-4.5 >4.5

Hylek EM, et al. N Eng J Med 2003;349:1019-1026.



HackonbKo yaaetca 6anaHc?

Management of AF in clinical practice:
prescription of vitamin K antagonists

P HNo anticoagulation
B Vitamin K antagonists

n=23657
Medicare cohort, U.5. A o . . .
CLE S CREE e  INR control: clinical trials v. clinical practice

n=5,333 INR* control in clinical trial versus clinical practice (TTR**)

EuroHeart survey
Mieuwlaat R, et al. Eur Heart J 2008; B66% B Ciinical trial®

Il Ciinical praciice?

n=11,379
ATRIA cohort (managed care sy
Go AS, et al. JAMA 2003; 290: 2685

% of eligible patients
receiving warfarin

<2.0 20-3.0 =3.0 INR

*INR = International normalized ratio *TTR =Tima in Therapautic Ranga {INRZ2.0-3.0)

* P . rup b HY% @ redividugired trak; 2. Maicher DEL &t sl Am s 2E2



HNa6buratpaH n gpyrne HOAK
KnnHuko-papmakonornyeckana xapaKTtepucTtmka

Oa6burartpaH PuBapokcabaH AnukcabaH
Touka npunoxxeHns TpoMbuH dakTop Xa dakTop Xa
Cnoco6 npuema Kancynbl Tabnetku Tabnetku

220 Mr 10 mr 2,5 mMr

[o3bl

1 pa3 B AeHb 1 pa3 B AeHb 2 pa3a B AeHb
Craxr Y 0,5-2 2-4 3-4
Ty 4 11-14 5-13 12
BbiBeaeHMe nouykamm 85% 2/3 27%
CBa3sb ¢ 6enkamu, % 34-35 92-95 87
YyacTtue nsocepMeHTa HeT na -

CYP B MeTabonusme

MHCTpYKUMSA MO MPUMEHEHUIO JIeKapCTBEHHOIO nMpenapaTa 4719 MeauLUMHCKOro npuMmeHenmns Npagakca®, PY: 75 mr/110 mr - JICP-007065/09; 150 mr -
J1M 000872.
KCAPEJITO. UHCTpyKUMS No MeaMuMHCKOMY npuMmeHeHuto. PO JICP-009820/09;

SJIMKBUC. UHcTpykumsi no MeguumMHcKoMy npumeHeHnto. PO J1M-002007;



PuBapoKcabaH: KOMMEHTapPUU K MHCTPYKL UM NO
NPUMEHEHMUIO

[Ipodpunakruka BeHO3HOW TpomMOosMOoInu (BTD) y mamueHToB, IOABEPraroIIUXCcs OOJIbIINM
OpPTOIEIMYECCKUM OIEPAaTUBHBIM BMEIIATEILCTBAM Ha HMKHUX KOHEUHOCTSX.

[Ipumenenue PuBapokcabaHa npu onepaTuBHBIX BMEIIATEILCTBAX MO MOBOJY MepesioMa MPOKCUMAaTbHbIX
OTJIEJIOB OCAPEHHOM KOCTH HE M3y4aloCh B MHTEPBEHIIMOHHBIX KJIMHUYECKUX UCCIIeIOBaHUAX. MMeroTcs
OTpaHUYEHHbIC KIMHUYECKHUE JAHHBIE, TTOJYUYCHHBIE B HAOMIOAATEIbHBIX MCCIEIOBAHUSAX, Y MAIMCHTOB,
MOABEPTAOIINXCS ONEPATHBHBIM BMEIIATEIIBCTBAM IIPU MEPEIOME HMKHUX KOHEUYHOCTEHM, B TOM YMCIIE,
IIpU MIEPEIOME NPOKCUMAIbHBIX OTAEJIOB OCAPEHHON KOCTH.

[lepBas no3a - uepes 6-10 yacoB mocye onepanuu Ipu yCIOBUHU JOCTUTHYTOIO FEMOCTa3a

PuBapokcabaH He cieAyeT Ha3HadyaTh paHee, yeM uepe3 O 4acoB MOCE M3BJICUEHMS SIHUIYPaIbHOTO
KateTepa. B ciiydae TpaBMaTWUYHOW IMyHKIMM Ha3HAYeHUE pUBapokcabaHa cieayeT OTIOKHUTh Ha 24 u.
OnuaypalbHbIA KaTeTep HM3BJICKAIOT HE paHee 4yeMm dvepe3 18 4 mociie Ha3HaYeHUs IMOCJECIHEW 103bI
puBapokcabaHa.

OrpaHudeHMS 10 KIMPEHCY KpeatuHuHa: He MeHee 15 mu/mun. <30 — 15 mu/MuH —
C OCTOPOKHOCTBIO

Kcapento. HCTPYKLMA MO MEAULMHCKOMY MPUMEHEHNI0. PernctpaunoHHbii Homep 009820/09



AnukcabaH: KOMMEHTapUKM K MHCTPYKLUK NO
NPUMeEHEeHUIo

Mpodunaktnka BeHO3HOM TpombOIMbONIMM Yy MaUMEHTOB NOCAe MNAaHOBOro MNpPOTe3npPOBaHUA
Ta3o6eapeHHOro Uau KOJIEHHOTO CYyCTaBOB

OnepaTMBHbIE BMELUATENIbCTBA, CBA3aHHbIE C MNepesioMoM Lenku beapa: «B pamKax KAMHUYECKUX
nccnenoBaHuin AnnkcabaH He MCNONb30BaANCA Y NAUMEHTOB, NEPEHECLINX HEOTNOXKHbIE ONepaTUBHbIE
BMeLLaTeNbCTBA MO NoBoAy nepenoma wenkn begpa, nostomy ero apdekTUBHOCTb M He30nacHoOCTb Y
NLAHHOWM KaTeropmu nauneHToB He U3y4anacb»

BHyTpb no 1 Tabnetke (2,5 mr) 2 pa3a B CyTKM HE3ABMCMMO OT NpMema NuLu (nepsbirt npuem yepes 12-
24 yaca nocne onepaTMBHOIO BMeLaTeNbCcTBa)

OrpaHu4YeHUsa No KAUPEHCY KpeaTUHMHA: He meHee 15 ma/mMuH

YCTaHOBNEHHbIE 3nuaypasbHble Wan cybapaxHouganbHble KaTeTepbl AO/MKHbl OblTb yAaneHbl Kak
MUHMMYM 33 5 4yacoB A0 BBegeHMA nepBon A03bl AnukcabaHa. HeobxogmMm KOHTPOAb Ha npeamer
NoABNEHUA HapyLlweHnn ¢pyHKumm HC.

IunKBuUC. MHCTPYKLLMA NPUMEHEHMIO NEKAaPCTBEHHOrO NpenapaTta gna meguumMHCKoro npumeHenuna. J1M 001475- 030212



[AaburatpaH: KOMMEHTapUKn K MHCTPYKLUKU MO
NPUMEHEHUIO

[IpodunakTrka BEHO3HBIX TPOMOOAIMOOINM Y OOJBHBIX MOCIIE OPTONEANYECKUX ONepaIuii

[Ipumenenue nadburarpana ciieyeT HaYuHaTh yepe3 1 — 4 yaca nocie 3aBeplieHus onepanuu ¢ IpuemMa
oxHoM Kancyisl (110 Mr) ¢ mociaeayromuM yBeITHIeHHEeM 10361 10 2 Karcyi (220 mr)

[IpumeHnenne cHrmkeHHOW 103kl —150 Mr 1 pa3 B cyTku (2 X 75 mr):

. - Knupenc Kpearununa 30-50 mi/MuH
. - Bo3pacTt Oozee 75 jer
. - COMYTCTRYIOIIAS Tepanus XUHUIUHOM, BEpariaMuiIoM, aMUOJapPOHOM

OrpaHudeHue 10 KIIMPEHCY KpeaTuHnHa He MeHee 30 Mi/MuH

Hert B3aumoneiictBus ¢ nuroxpomoMm 450 (BO3MOXKHOCTL Ha3HAYCHHUS CO MHOTHMU IIperaparaMu He
oracasch B3aUMOJCHCTBHS)

[Ipu ncnonp3oBaHuU JaburarpaHa He TpeOyeTCss KOHTPOJISI aHTUKOATYJISIHTHOM aKTUBHOCTHU

Jlaburarpan He cieayeT Ha3HayaTh paHee, YyeM uepe3 2 yaca MOCJe M3BJICUEHHS SIHIYPaIbHOIO
KareTepa.



To4YKkM NPUNIOXKEeHUSA aHTUKOAryJfsiHTOB

OpasnbHbIe @@\ lMapeHmepanbHbIe

e @

ABK MHrmounpyroT cuHres | %A
HECKONbKUX (PaKTOpOB % PoHaanapuHyKe
KOarynsiuum B ne4veHm /4 P

HuskomonekynsipHbl

PuBapokcabaH \rena PUH
AnukcabaH o

3pnokcabaH .
BerpukcabaH

u
- 1 HedpakumMoHMpPOBaHHbI
Kcumenorarpas ﬁ‘ renapuvH

OabwurarpaH / : Tpom6uH

AZD 0837 <
®ubpuHOreH P OU6pUH

Adapted from Weitz et al, 2005; Weitz et al, 2008



Knnuunyeckmne nccnepgosanma HOAK no npodpunaktnke BTI0 nocne
opToneanYeckmx onepauun

RE-MODEL RE-MOBILIZE
9KC JHoKcanapuH 40 mr 9KC 3HoKcanapuH 30 mr 2
pasa ADVANCE-1
N (£ 9KC 3HoKcanapuH
RE-NOVATE ONABUTATPAH 30 mr 2 pasa
3TC SHoKcanapuH 40 mr 7' - =
RE-NOVATE Il AMUKCABAH

9HoKcanapuH 40 mr

ADVANCE-2

9KC 3HoKcanapuH 40 mr

ADVANCE-3

3TC 3HoKcanapuH 40 mr

E] (e

dHokcanapvH 40 mr I

N PUBAPOKCABAH

3TC 9HoKcanapuH 40mr -

AKC dHokcanapuH 30 mr 2 pasa

3TC SHOoKcanapuH 40 mr

Bl Eriksson et al J Thromb Haemost 2007; 5; 2178-85; Bl Eriksson et al Lancet 2007; 370: 949-56; Bl Eriksson et al N Engl J Med 2008;358,
26:2765-75; AK Kakkar et al Lancet 2008;372: 31-39; MR Lassen et al NEJM 2008, 358:26, 2776-86, A. Turpie et al. Lancet 2009; 373: 1673—
80; MR Lassen et al 2010; 375: 807-15; MR Lassen et al N Engl J Med 2010;363:2487-98



KnnHuueckune nccneaoBaHus No saHAONPOTE3UPOBAHUIO
KoneHHoro cyctaBa (T9KC). AusauH.

HNaburaTtpaH

PuBapokcabaH

AnukcabaH

RE-MODEL, RE-MOBILIZE

RECORD-3, RECORD -4

ADVANCE - 1, ADVANCE -2

RE-MODEL - 2101 nauyueHTOB

« 1150 mr- 1 pa3s B cyT (75Mrx2)

« [1 220 mr - 1 pa3 B cyT (110 mMrx2)
QHoKcanapuH n/k 40 mr 1pa3 B CyT.

RECORD-3 - 2531 nauneHT
PusapokcabaH 10 mr 1pas B cyT
OHokcanapuH n/k 40 mr 1 pas B cyT

ADVANCE - 2 - 3057 nauueHTOB
AnnkcabaH 2,5 mr 2 pasa B CyT
OHokcanapuH n/k 40 mr 1 pa3 B cyT

Hayasno /[ - 1 -4 yaca nocne
neyeHus onepauuu (1/2 nosbl)
3 - 12 vyacoB oo
onepauum

lMpodonxu-

mesibHocmb | 6 — 10 gHen

v
[BYyCTOpPOHHAS BeHorpadus

\ 4

HabnopgeHue - 3 mecsiua
nocne onepauuu

Hayvasno P 6-8 yacoB nocne
JieyeHus bnepayum
2 — 12 yacoB oo
onepauum
lMpodomxu-
mesibHocmb |10 — 14 pHewn
\4
[BycTOpPOHHANA BeHorpadus

\ 4 y
Ha6nopgeHue - 30- 35 gHen
nocne nocnegHen [o3bl

Ha4vasno A 12-24 yaca nocne
JileyeHus onepauumu
3 — 12 vyacoB go
onepauumn
lMpodosmxu-
mesnibHocmb | 10 — 14 pgHewn

ﬂByCTOpOHHzﬂ BeHorpadwumsa

HabnopaeHueyd, oo 60 aHen nocne
nocneagHewn Ao3bl

Bl Eriksson et al J Thromb Haemost 2007; 5; 2178-85; Bl Eriksson et al Lancet 2007; 370: 949-56; Bl Eriksson et al N Engl J Med 2008;358, 26:2765-75; AK

Kakkar et al Lancet 2008;372: 31-39; MR Lassen et al NEJM 2008, 358:26, 2776-86, A. Turpie et al. Lancet 2009; 373: 1673-80; MR Lassen et al 2010; 375: 807—
15; MR Lassen et al N Engl J Med 2010;363:2487-98




KnanHuuyeckue uccneaoBaHuaA no sHAONPOTE3UPOBAHUIO
TasobeppeHHoro cycrasa (TITC). AusainH

HOaburatpaH

PuBapokcabaH

AnukcaobaH

RE-NOVATE; RE-NOVATE Il

RECORD-1

ADVANCE-3

RE-NOVATE - 3494 nauueHTa

* 1150 mr- 1 pa3s B cyT (75Mrx2)

« [1 220 mr - 1 pa3 B cyT (110 mMrx2)
SHOKCamapnp k40 mrtpas BTyt —
Hayano - 1 -4 yaca nocrne
nle4yeHust nepaumm (1/2 no3sbl)

3 - 12 vyacoB oo
onepauuu

lMpodosmxu-
mesibHocmb | 28-35 gHen

v

[ByCTOPOHHgSA BeHorpadus

v

HabnropgeHue - po 3 mecsiueB nocne
onepauum
RE-NOVATE Il (tonbko gosa 220mr)

RECORD-1 - 4541 nauueHT
PuBapokcabaH 10 mr 1pas B cyT
QHokcanapuH n/k 40 mr 1 pas B cyT

ADVANCE - 3 — 5407 naumeHTOB
AnukcabaH 2,5 mr 2 pasa B CyT
OHokcanapuH n/k 40 mr 1 pas B cyT

Ha4ano P 6-8 yacoB nocrne
JleyeHus Driepauum
D — 12 yacoB A0
onepauun
lMpodosmxu-
mesnibHocmb |31 — 39 OHewn

[ ByCTOPOHHAA BeHorpadus

\ 4
HabnropgeHue - 30- 35 gHen nocne
OKOHYaHUA neyeHus

|4 12-24 yaca nocne

Ha4vano
JleyeHus briepauum
P — 12 yacos go
briepauum
lMpodormxu-
mesnibHocmb B2 - 38 OHen
v

[BycTOpPOHHAA BeHorpadus

HaonopgeHue Voo 90 gHewn nocne

onepauum

Bl Eriksson et al Lancet 2007; 370: 949-56; Bl Eriksson et al N Engl J Med 2008;358, 26:2765—75; AK Kakkar et al Lancet 2008;372: 31-39; MR Lassen et al N
Engl J Med 2010;363:2487-98 Eriksson B. Thromb Haemost. 2011 Apr;105(4):721-9




Bcerga nn paHaommnsnpoBaHHbIe KAIMHUYECKne
uccneposaHua (PKU) paot nonHoe npeacrasneHme ob
3 PeKTUBHOCTU U Be30nNacHOCTM KOHKpPeTHOro npenapara?

B PKU BKntouatoT 6onee nunu meHee
padmMHMpPOBaHHbIE FPynnbl NaLMeHToB (cTporue
Kputepumn otbopa), Kotopble He Bceraa
COOTBETCTBYIOT TeEM 60/1bHbIM, KOTOpbDIE
HabnloaalTCA NPaKTUYECKUMM BpavyaMu
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BE3OINACHOCTDb
JIEKAPCTBEHHbLIX CPEACTB
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CmepTHOCTb B pe3ynbraTte HIP
BbiLlW/1a Ha 4-e MecCTOo nocne
cepaevyHo-coCcyaunucTbiX, OHKO/IOTMYECKUX
3aboneBaHu u TpaBMm.

(Lazarou J. and all., 1998)




Bce nu cBOUCTBA Npenapara Mmoryrt
ObiTb BbiaBNEHbI B PKU ?

Uepusacrarux (Komnanua Bayer). lMnoannuagemuyeckmi
npenapar. YcnewHo npowen PKWU. OTo3BaH C pbiHKa Ha
OCHOBaHMK AaHHbIX 0 NO6oUYHbIX aAeicTBUAX (pabaomuonus),
Kotopbie B PKU BoiaBneHbl He Gbinn.

Mubedpagun (Komnanua Roche). AHTaroHucT Kanbymsa. YcnewHo
npowen PKU. Npu KAMHMYECKOM NpUMeHeHnU Obinu BbiABNEHbI
cepbe3Hblie NobouHble AeUCcTBUA, He BbiaBneHHble B PKWU. Oto3saH
C pPbiHKa.

Omanarpunar (Komnauua BMS).Mpenapar, 6an3kuit k AN®-
uHrmburopam. YenewHo npowen PKWU. Oto3BaH € pbiHKa M3-3a
BbICOKOM 4acTOTbl aHIrMOHEBpOTHUYEecCKoro oreka (npu PKU
BbIABNEHO He 6bino).



3KOHOMUYECKMUE NOTEPMU
OT OCJNIOXXHEHUMU, BbI3BAHHbIX
NEKAPCTBEHHOMU TEPAINUEW

B CLLUA exxerogHo oKono 76,6 mnpa.

NONNapoB

(Johnson J.A. and Bootman J.L., 1995




An independent FDA study of >118 000 Medicare patients compared dabigatran

150 mg BID with rivaroxaban 20 mg OD

Outcomes
 Thromboembolic stroke, ICH, major extracranial bleeding events including
major Gl bleeding, and mortality

Methods

* Retrospective analysis of Medicare database (Nov 2011-Jun 2014)

* Follow up until outcome of interest, death, end of study, treatment discontinuation (>3 day gap
in anticoagulant supply), switching to different OAC

* Cox regression and inverse probability of treatment weighting based on propensity score

Patients

* New users of dabigatran 150 mg BID, or rivaroxaban 20 mg OD with NVAF,
aged 265 years, average follow-up duration <4 months

 N=118 891 (52 240 dabigatran, 66 651 rivaroxaban)

Limitations
* No major limitations identified

Funding
* Interagency agreement between the CMS and FDA

CMS, Centers for Medicare and Medicaid Services; ICH, intracranial haemorrhage; Graham et al. JAMA Intern Med 2016




mg BID with rivaroxaban 20 mg OD

5 - B Dabigatran
HR 1.48 (1.32-1.67) Rivaroxaban
4 -
n HR 1.40 (1.23-1.59)
ge
3 HR 1.15 (1.00-1.32)
v O
Q »
3 ,
-G 8 =
£a
= HR 0.81 (0.65-1.01)
&1 HR 1.65 (1.20-2.26)

Major extracranial bleeding Major Gl bleeding ICH Thromboembolic stroke Death

Dabigatran was associated with a statistically significantly lower risk of

major extracranial bleeding, major Gl bleeding and ICH compared with rivaroxaban

*Incidence rates are unadjusted; hazard ratios (HR) are adjusted HR (95% ClI) comparing inverse probability of treatment-weighted new-user
cohorts; bold values indicate statistical significance; average follow-up duration <4 months;
ICH, intracranial haemorrhage; Gl, gastrointestinal; Graham et al. JAMA Intern Med 2016



Commentary to the manuscript:
Editors note

“.. rivaroxaban was associated with a statistically significant increase in bleeding,
with more intracranial and major extracranial bleeding, including major
gastrointestinal bleeding.”...

“... it offers important guidance to consumers on relative efficacy and safety profiles
that drive NOAC selection, particularly for those at greatest risk of hemorrhage.” ...

Editor’s note: “The additional information

should lead us to prescribe dabigatran over rivaroxaban
for patients with atrial fibrillation.”

Parks AL et Redberg RF, JAMA Intern Med, 2016, Editorial, Oct 3
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Oral direct factor Xa inhibitor versus enoxaparin for
thromboprophylaxis after hip or knee arthroplasty: Systemic review,
traditional meta-analysis, dose-response meta-analysis and network

meta-analysis.
Feng W1, Wu K31, Liu Z1, Kong G?, Deng Z1, Chen S, Wu Y1, Chen M1, Liu S, Wang H2.

RESULTS:

Twenty trials with 38,507 subjects in the intention-to-treat population were included. Compared with
enoxaparin, the risk of total venous thromboembolism was lower with rivaroxaban (relative risk 0.70,
95% confidence interval 0.60 to 0.81), apixaban (0.62, 0.47 to 0.81), and edoxaban (0.62, 0.39 to 0.97)
and similar to darexaban (0.96, 0.84 to 1.11) and betrixaban (1.28, 0.97 to 1.68). Compared with
enoxaparin, the risk of major or clinically relevant non-major bleeding was higher with rivaroxaban
(1.52, 1.14 to 2.02), lower with betrixaban (0.34, 0.14 to 0.84) and similar to apixaban (0.88, 0.73 to
1.05), darexaban (0.85, 0.66 to 1.09) or edoxaban (1.30, 0.72 to 2.33). The risk of major and clinically
relevant non-major bleeding of rivaroxaban had a linear relationship with its treatment doses; the risk
of total venous thromboembolism of betrixaban and darexaban had linear relationships with their
respective treatment doses. There was no linear nor non-liner relationships between the effect of
apixaban and its treatment dose. The ranking of major and clinically relevant non-major bleeding
from low to high was: betrixaban, enoxaparin, darexaban, edoxaban, apixaban, and rivaroxaban.

CONCLUSIONS:

Direct oral factor Xa inhibitors are more effective to prevent venous thromboembolism after total hip
or knee replacement. Their anticoagulant effect was not necessarily compromised with a higher
bleeding risk. Rivaroxaban, apixaban and edoxaban showed a

better anticoagulant effect, as compared with enoxaparin., while apixaban and edoxaban did not
show significantly higher bleeding risks.


http://www.ncbi.nlm.nih.gov/pubmed/?term=Feng W[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Wu K[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Liu Z[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Kong G[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Deng Z[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chen S[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Wu Y[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Chen M[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Liu S[Author]&cauthor=true&cauthor_uid=26498222
http://www.ncbi.nlm.nih.gov/pubmed/?term=Wang H[Author]&cauthor=true&cauthor_uid=26498222
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C. Bleeding and anticoagulation are also problems

Recent studies have evaluated the types of anticoagulant and have found provocative
information about anticoagulant compliance. Wang et al conducted an observational
study of 17,714 patients (128 New York state hospitals) who underwent THA in 2008.
Hospitals that were more compliant (>97%) with Surgical Care Improvement Project
(SCIP) VTE-2 measures (patients receiving VIE prophylaxis around the time of surgery)
reported significantly higher infection rates compared to less compliant hospitals (1.6%
vs 0.93%: p< 0.001). Interestingly, greater compliance with SCIP infection prevention
measures was not associated with additional reductions in infection outcomes after total

hip arthroplasty.

Similarly, a multi-center study by Jameson et al comparing low molecular weight
heparins for thromboprophylaxis was recently published. English hospital trusts replaced
low molecular weight heparin with rivaroxaban for prophylaxis in lower-limb
arthroplasty. There were significantly fewer wound complications in the low molecular
weight heparin group (2.81% vs 3.85%; p=0.005). There was no difference in rates of
pulmonary embolism, major bleeding or all-cause mortality. Jensen et al also noted a
greater number of wound complications (1.8% vs 3.94%; p=0.046) in patients receiving
rivaroxaban compared to tinzaparin. The morbidity of repeat surgenes associated with
nivaroxaban without a reported benefit of fewer pulmonary emboli events 1s of great
concern. The concern 1s especially relevant as the control or comparison group treatment
(low molecular weight heparin) has also been associated with increased wound drainage
and infection when compared to other means of thromboembolic disease prevention.

Increased hospital length of stay and transfer to a rehabilitation center are also risk factors
for readmission. Rapid recovery protocols and improved perioperative management may
lessen these risks.
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rivaroxaban had a relative risk of infection of 10.7 (95% CI: 1.2-94.9;
P = .021).

The infection rate in patients treated with rivaroxaban after THA
or TKA in the present study was similar to that observed by Jensen bm‘n
et al| 12]. In their retrospective study of 1048 THA and TKA patients,
the infection rate in those treated with rivaroxaban was 2.5% (14 of
559), whereas those who received tinzaparin had an infection rate
of 1%(50f489).Chahaletal | 13] noted an increase from 0.9% to 1.9% Infecdion
in infection rate for 160 patients treated with rivaroxaban after
primary THA and TKA (compared with 227 weated with enox-
aparin), although this difference did not reach statistical
significance. PValue

The deep infection rate observed in patients who received
rivaroxaban in the present study was higher than the infection rate
noted by Sindali et al [17 . In their prospective cohort study eval-
uating postoperative wound healing, they noted a 1X deep infection
rate in 202 patients who received rivaroxaban after primary THA
and TKA, which is comparable to the overall infection rate reported
for primary THA and TKA in the literature [ 158,19, A previous
multicenter retrospective study by Jameson et al [20] also reported
a lower infection rate (17 of 2762; 0.62%) in patients treated with |
rivaroxaban than the present study, which was not significantly
higher than the rate of their enoxaparin control group (55 of
10,361; 0.53%; P — .586). The increased rate of infections observed
in patients undergoing THA and TKA in the present study contrasts ‘
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Article history:

Background: Periprosthetic joint infection is a disastrous complication after total hip arthroplastyl

Received 21 September 2015 and total knee arthroplasty (TKA). The use of certain agents to prevent deep vein thrombosis

Received in revised form
3 December 2015

arthroplasty has been linked to an increased risk of adverse effects including wound drainag
o infection, Adverse effects of one altemative, nivaroxaban, was studied in a single community hos



Y10 B HacToALee BpemA TpebyeTca OT aHTUKOArynAaHTa B
peasibHON KNMHUYECKOU NpaKTuke?

BbicoKkaa adpPeKTUBHOCTb

HW3KNM pUCK KpOBOTEYEH UM
[MpocTOTa NPUMEHEHUA

— MnepopanbHbIM CNOCOD NPUMEHEHMS

— OTCcyTCTBME HeobxoanmocTu noabopa A03bl
— OTCYTCTBME CneumnasibHOro MOHUTOPUHTA

be3onacHoOCTb

— BO3MOXHOCTb NPNUMEHEHNA Y NOXWN/IbIX NAaUNEHTOB

— nNpuumeHeHne y nauymeHToB C NoYeyHoM HeaJOCTaTO4YHOCTbIO

— npuumeHeHne y nauymeHToB C neyeHOYHOMU HeJOCTaTO4YHOCTbIO

Ypo6cTBO NpmeHeHUA B ambynaTtopHOM npaKTuke

BO3MOXHOCTb NMPUMEHEHUA B TPABMATOJIOTUU



He meHee nonoBuHbI TPOMB03IMOONNYECKUX OCNOKHEHNI
PA3BMBAIOTCA YXKe NOCAE BbIMUCKM NaUMeHTa U3 CTaluMoHapa
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Tpomboambonmnyeckme oCnoKHeHUA nocne
onepauunmn Ha TazobeapeHHOM CycTaBe

OcnoxxHeHus yepes: Ony6siMkoBaHHbIE AAHHbIE:
1 mecau 4-11%
3 Mecsaua 8—-20%
6 MecsueB 13-18%
Bergqvist D et al, Eur J Surg 1991;157:571-4 Orosz GM et al, JAMA 2004;291:1738-43
Grimes JP et al, Am J Med 2002;112:702-9 Roberts SE et al, BMJ 2003;327:771-5

Hannan EL et al, JAMA 2001;285:2736-42 Rosencher N et al, J Thromb Haemost 2005;3:2006-14
Lawrence VA et al, Arch Intern Med 2002;162:2053-7 Todd CJ et al, BMJ 1995;310 904-8



A KAK XXE APTPOCKONUA?

AHamu3 nuTepaTypHbIX HcTouHHKOB m3 Pubmed (Medline) 3a 1986-
2016 rr.

-ApTPOCKOIIMYECKHE OIEpalud Ha  Ta300€APECHHOM, KOJICHHOM,
rOJICHOCTOITHOM U MJICYEBOM CYyCTaBaXx.

-21658 nanneHTOB.

-Komnaecteo BTO0 - 132 (0.6%).

-BT90 g0 10-14 cyTtok - 91 (68.9%).
-BT20 B cpoku 14-30 cytok - 4 (3.0%).
-BTD0 B cpoku 60nee 30 cyrok — 10 (7.6%).

-Cpoxku Bo3uukHOBeHHSI BTOO He onpenencunl — 27 (19.9%).



A 4YTO }Ke B apTpocKonuun?

- YactoTra BCcEX OCJIOXKHEHMH B apTpockonmuyeckod xupyprud — 0,56 -
1,68%, m3 Hux BTO0O - 6,9%, 4ro cpaBHUMO C OCJIOXKHEHHUSIMHU,
CBs3aHHBIMU ¢ aHecTe3ueit (Strobel M., 2012).

- Hactora BTO0 nocne aprpockonnueckor xupypruu cocrasisier 1:2000 -
1:5000 cayyaes, T.e. B 2 - 5 pa3 HM:Ke, 4YeM OOIIMI CpeIHUM MOKa3aTesb
1:1000 (Mann G. et al., 2008).

- YacToTa rmyOOKHX BEHO3HBIX TPOMOO30B KOHEUHOCTEH, BBISIBICHHBIX C
nomonibio BeHorpabmm u Y3 — 5 - 10% (B cpeanem - 8%) 06e3
IPO(PUITAKTUKH.

- B cootHomiennun 1:10 r11yOokue BEHO3HBIE TPOMOO3BI SBJISIOTCS
npokcumanbabeIME (Mann G. et al., 2008).

- Ilo w4yacrore Bo3HukHOBeHHsT BTO0 mnpu aprpockonmu: 1.
Ta300€eIpeHHbIl CyCTaBa, 2. TOJEHOCTOIHBLIM CYCTaB, 3. KOJEHHbIH
cycraB, 4. miaeueBoii cycras (Davidovitch R.I. et al., 2012; Bryll J.,
Plominski J., 2013).



Puck passutua BT90 y naumeHToB ¢ TpaBmoi (>8 6annos no wkKane ISS)
6e3 npopuNaKTUKM OcTaeTcAa BbICOKUM MO AaHHbIM 06 bEKTUBHOIO
obcnepoBaHuna, % (Geerts W.H., 2004)

Bua noBpexxaeHus YactoTta pa3zsutua TIB, %

[lepenombl NO3BOHOYHKMKA 68
[lepenomsbl Tasa 61
MNepenombl 6eapa 80
[epenombl KOCTEN FOSIEHU 77
[lepenoMbl oabKeEK 74
CoyeTaHHada TpaBMa 77

(HV)KHME KOHEYHOCTU U YEepEenHO-MO3roBast TpaBMa)

TrB — Tpom603 ry6oKMX BEH

MpodunnakTUKa BEHO3HbIX TPOMBO3IMOONMYECKUX OCNIONKHEHWUI B TPABMATONOMMM U OpTONeauu.
Poccuiickue knnHnyeckne PekomeHngaumn. Tpasmatonorus u optonegusa Poccun. 2012-1(63). Mpunorkenue, 24 cTp.



BbiBOAbI

1. IIpuvesenne AaOHraTpaHa rexcHaarTa (ITpaaak-
ca®) B CpPaBHEHHH C HHBEKIJHOHHEIM 3HOKCANapHHOM

(Kaex
med §
HYIOI
Ha np
Tepan
HauM(
OTeKa
HOCTY

2.1
Ka3as

AYTB

KAMHHYECKH 3HaUYUMEIX KPOBOTeueHHH (3,6 %), no cpas-
HEeHHIO C HH'BEKI[HOHHRIM 3HOKCanapHHOM (KAek-

caH®) (8,9%).

3. llepOopaAbHEIE AHTUKOATYASSTHTEI 0OA3AaIOT He
MeHblIel 3O PEeKTHBHOCTEIO I10 CPaBHEHHIO C HH'E-
eKIHOHHLIM 3HOKCANapHHOM, UTO ITOATBEPKAAETCH
OTCYTCTBHEM Pa3sHUIIE B PA3BUTHH NIOCAEONepal -
OHHEIX TPOMOO3MOOAHYECKHX OCAOKHEHHH (TabA. 3).
[TpuMeHeHHe AaOHWratrpaHa 3TeKcHAaTta ([Tpapak-
ca®) BO3MOXHO Yy NallHEeHTOB NOCAEe HHTPaMeAYyA-
ASIPHOTO OCTEOCHHTe3a OeApeHHO! W/ HAHM OOARIIe-
OeplOBOH KOCTEH B paHHEM NOCAeOepanuoHHOM
MepHOoOAE B KauecTBe NPOhUAAKTHKH Pa3BUTHSA OTe-
KOB HUJKHHUX KOHEYHOCTeH H TPOMOO3MOOAHYECKHX

OCAOXHEHUH.

JIHTEPATYPA

Mps nocrynaemm
MNocae onepamm
Ha 7-&t pens

Mps ssmecxn

35737
388+23
423+31

46222

3B5=33
37,1231
389=12
404=38

MHO

Tlpn nocrynaenim
Mocae onepampm
Ha 7-it penn

Mpst ssamsecxn

1,04=0,13
1,43=0,12
1,9720,17
2130, 14

1.01=0,17
1.24=0,18
1.53=021
1.67=021

TaGauga 3
Ocroxuenns B rpynnax HCCASAOBAHNS
Ocromuenne I rpynna [l rpynna
TpomGoamboasrieckne (N= 56):
-~ TT'B roaenn 2136%) | 1(18%)
- TT'B Geapa - -
- muxpoTOANA - -
-TOAA 1(1,8 %) =
Hroro: 3(54%) | 1 (1,8%)
Kposoreusenus (N= 56):
- 13 /o pasnl 3(54%) | 1(1,8%)
- KKK 1 (1,8 %) =
~ PEMOPPArH4ecKiH HCTHT 1(1,8%) | 1{1,8%)
- OHMK (no remopparu. Tmy) - -
— HOCOBHI® KPOBOTEYSHMA - -
Mroro 59%) | 2(36%)
Beero ocaoxuenun B(143%)| 3(54%)
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entify signuicant differences withun the two gmups at

the same points of time. To quantify the Tres: .

tion we performed micro CT scans as experimentation to reach stat:stlcal sngmﬁcance

for bone stiffness. Previous studies reve Taken together we could not document a negative effect [° rders

the same validity for stiffness as t : : : .

(19-21]. The hi - fthe in bone stiffness after rivaroxaban treatment. The higher
> THERgh Easomtion sces o callus volume on day 28 in combination with equal bone

ture showed all and not signifi
g riv:rox:):n mm;: ;ngh:snemn volume and tissue mineral density seems not to have an

Cess

an in vitro study with cultured 01 influence on the stability of the fracture.
strated a dose-dependent transient inhil] : a
metabolism by rivaroxaban but no effe Conclusion

[11]. As another parameter for bone stif In the present study we could for the first time demon-

the bone volume which did not increase strate that thromboprophylaxis with rivaroxaban does y
The torsional rigidity is a scientifical not downgrade fracture healing in a rodent fracture

ard to evaluate fracture healing [6,20,23 model. Because of the low number of random samples,

cates that the torsional rigidity did we are aware that this study is not powerful enough to

application of the oral anticoagulant. In give a general recommendation for the use of oral factor

reviony staies - LW hepprins Jo¢ Xa inhibitor in case of trauma patients. Nevertheless

torsional stiffness and lower energy to ST .
swthors explined this effact by bind considering the fact that LMW heparin, the gold stand-

% vascnke: endothelium: whick dlsras ard for thromboprophylaxis, delays fracture healing sig-
assembly and also by an increase o nificantly, rivaroxaban might be an improved alternative.
hematoma and subsequent cytotoxic The indications in prevention and treatment of throm-
the medullary callus. Due to techni bosis, particularly in trauma surgery, need further evalu-

could not reach the minimal quantity ation covering all aspects of bone repair.
tical analysis for the 49-days-old treat
ally the existing results could not j
experimentation to reach statistical sign

Taken together we could not docume
in bone stiffness after rivaroxaban tre
callus volume on day 28 in combmabo
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adverse events. erious adverse events, and drug ractio
to the end of follow-up penad *

Edogban (N = 9) Enoaparin (!

T—

Between October 2008 and Augu Adverse events years of age (63.6%). Approximately
e and 76 completed the study. Ay % (952 Q) 72 (604 10 826) 2s (msung ot <30k 3522) and creatinine
complete the study, 12 were in thg PO AR pe mean duration of treatment with
received enoxaparin. One patieny n 3 3 d 122 days, respectively.

PE, major bleeding, an AE, or x(95%x Q) 51(17 t0139) 103 (3610 264)
discontinued at the investigato Adverse drug racnans " -
n

tarily withdrew or became inel
the course of the study. In the
uation were an AE, voluntary

(952 Q) 373 (B1©0500) 379(2271t5:0)

bleeding was observed in 34%
the edoxaban group and 69%

s

Adverse events reportad by = 10X of patents in either reanment groupy » (%)

up, 1 patient each. Four pati Urinary tract infections 7(1n9) 4(138) group (Table 2).The absolute
were not assessable by veno Darrhea o ; (31 :E:gj} e inddence of bleeding events
: ] Decubitus uker :
safety and full analysis se P aferans koc o 4(138) enoxaparin group, the same
Aspantate aminotanskeas increased 2 (3.4) 5(172)
Table 2 y-Gliramyltransferase inc rmased 2(34) 3(103)
Incidence of bleading events during t Blood urine present 9 (153) 4(138)
Bleeding Event Q = confidence interval; “reparted by Med DRA preferred term. Absalute Difference
¢ Safety analysis st
% (95%CH)
Major or CRNM hleeding —35(—188 t06.0)
Any bleeding hereinafter) was —3.5% (95% O — 188-6.0). The incidence of any 82(—115t0239)
Major bleading bleedi or. CRNM : leedi , —18(—156t6.1)
SN endug 95% cﬁse:f;;")\:’r: 17.2% (;"‘zd;grs‘:c? 75-3'3)5??: th:e%«():(S‘,)SQ' B ety
Minor bleeding . . FaS, y ) 11.7 (—65t025.5)

e ok P —— d ?:S;n(?:Tln;-ggF, respectively. The absolute difference

* Safety analyss set.
® Number of subjects with events.

y Safety Endpoints

Article history: g Plactor Xa inhibitor. This study evaluated the safety and effi-
Received 6 January 2014 cacy of e0gga i 3 axaparin in Japane se patients undergoing hip fracture surgery.
Received in revised form 24 February 2014 Materials and mom . randomized, openabel, active-camparator, phase 3 trial, 92 patients
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Taommamna 3

HacToTa pa3sBHTHA TPOMOOTHIECKHX OCII0KHeHHH H KPOBOTedeHHH y IanHeHToB nociae BHOC

0/bepuoBOH KOCTH

OcooxHeHHe SHOKCalapHH JaoHraTpaH HanponapHH
Tpombos  royooxmx | 2 (2,9%, 95% I 2.2- | 3 (3,3%,95% ML 2.8- | 5% (6,4%, 95% U
BeH (KTHHM9eCKH 3.6) 3.8) 5.9-6.9)
IHATHMBIH )

ITocneoneparmorHas | 4 (5,9%, I 5,3-6,5) | 4 (4,4%, T 3,9-49) | 9% (11,5%, T 11,1-
reMaToMa 11.9)
Hedaramsaag TOJIA - - -
DaramsHag TOJIA - - 1(1,3%, 0 0,9-1,7)
BBT (mo  opammemM | 8(11,8%, 0 11,2- | 11(12,2%, 0 11,7- | 10(12,8%, JH 12,1-
V3H) 12.4) 12.7) 13.,5)

DoJUATCEEI T L. LICEA PRI DT AR LR WAL I, L Peiivel LURERYL i,

LIS WSO R R B LR
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TpyaHO npeacTtaBuUTb, YTO CTpax nepen
remopparm4eCKMMm OCriOXXHEHUSMU MOXET
3a4YEepPKHYTb CTaTUCTUYECKN JOCTOBEPHOE
N KNMMHUYECKU BrnevaTnsoLllee CHMKeHne
CMEPTHOCTU U HYacCTOThl
TPOMBO3IMBONNYECKNUX OCIOXHEHUN NMPU
neYyeHun opanbHbIMU aHTUKOArynsaHTamu.

Chalmers



