Kouppaxuu A.I1.>**, Illactuaa B.P.'%, l'op6arenkosa C.B.!, Yepusena M.C.'*

ITBY3 «I'BB Ne 2 [13M», Mocksa, Poccus

2 ®I'’AOY BO PHUMY um. H.U. ITuporosa Munsgpasa Poccuu, Mocksa, Poccus

5 ®I'AOY BO Ilepssiit MI'MY um. .M. CeuenoBa Munsapasa Poccun (CeueHOBCKMIT YHUBEPCUTET),
Mocksa, Poccus

4 ®I'BY OITO «IIT'MA», Mocksa, Poccus

AKTyanbHOCTb. B mociienHue rompl HaGIIOmaeTcss poCT UMCIEHHOCTM Hace-
JIEHUS TIOKUJIOTO M CTapuecKoro BO3pacTa, CTPAAAOIIero CepaedyHO-COCYIu-
cThIMM 3abosieBaHusIMM. BmecTe ¢ 3TMM Bo3pacTaeT M HEOOXOAMMOCTb B Ha-
3HaueHU 3DGEeKTUBHON aHTUKOATY/SIMOHHON Tepanuu IJisg MpobuIaKTUKU
TpomM603Mb0oIMUecKkux ocioskHeHni. [Tepopanbubie anTukroaryasiuTsl ([IOAK)
SIBJISIOTCSI OOHUM M3 OCHOBHBIX METOMOB JIeUeHUs TaKuX MalieHTOB, OJHAKO
IIAaHHOJ TPYIIIEe CBOMCTBEHHBI HEKOTOPbIe OCOOEHHOCTH, TTOIUITParMasust U Io-
JIMMOPOUIHOCTD, UTO TMOBBIIIIAET PUCK Pa3BUTHUS JIEKAPCTBEHHOTO B3aMMOJeN-
ctBus nipu nipumeHennu [TOAK. Takum o6pa3om, HeOOGXOOMMO YUUTHIBATH BO3-
MOSKHbIE PUCKM Pa3BUTUSI TOOOYHBIX NEMCTBUI JIEKAPCTBEHHbIX CPENCTB MPU
ucnonb3zoBanus [TOAK.

Ilenb uccinegoBaHUs — M3ydyeHMe JJeKapCTBEHHBIX B3aMOAEMCTBUN MPSIMbIX
repopasbHbIX aHTUKOATY/ISIHTOB y TepuaTpuueCKUX MaleHTOB.

Marepuanbl M MeTOAbI MccaegoBaHus. VccieqoBanne TpoBOaM/IOCh Ha Oase
[ocymapcTBEHHOTO OIOMKETHOTO YUpeKIeHMSI 3IpaBooXpaHeHus ropoga Mo-
ckBbl «[ocriuranb st BerepaHoB BoMH Ne2 [lemapraMeHTa 3apaBOOXpaHEHUS
ropoga MocKBbI» BO 2-M, 4-M, 5-M repuaTpuueckux otaeeHusx. B ucciemona-
HMe BKJIIOYaIMCh TMAIMeHThl B BO3pacTe 65 JieT u cTapiiie, MMeoIe XpoHuue-
ckyto 6ose3Hb nouek 3b (XBII) u monyuatoniye onuu n3 [IOAK (PuBapokcaban
(P), Haburarpana stekcuiar ([1), Anukcaban (A). [TaumeHTsl ObUIM pasmesieHbl
Ha 3 rpymrnbl. Beibopka 6b11a caenaHa u3 109 maimeHTOB 3a nepuom, roCIUTa-
sauuy Mman-uoHb 2023 1.

PesynbraTbl. Bcero 6b1710 oToOpaHo 11 aHanau3a 69 maiyeHToB, CpeqHUI BO3-
pact coctaBwui B rpymmnax P, A - 81,4 roga u 75,6 roga B rpymme I, mykuna 26
n 40 skenumu. XBIT 2 ct. — 26, 3A cr. — 23, 3B c1. — 15 maiumeHTOB COOT-
BETCTBEHHO. JIJIMTe/IbHOCTh IPOBOAMMONM Tepammyu cocTtaBwia: 1o 1 roma — 9,
ot 1 roma mo 5 mer — 44 ot 5 go 10 ter — 5 manyenTtos. OciokHeHue Ha GoHe
IIPOBOIMMOMN Tepamnuu B 5 caydyasix oTMedeHbl B rpymmax P, A - smucTakcuc.
Bcem nmanmentam B cpegHem ObL1o HasHaueHo 12,04 mpenapara M3 pasaMuHbIX
JekapcTBeHHBIX rpynm. Camasi HeMHOroumcsaeHHas rpymnmna [l 6bputa Mosoxe
IO BO3pacTy B cpaBHeHUM rpynmnaMmu P 1 A, 3To CcBSI3aHO C KpUTEpPUEM KIMPEHC
KpeaTuHMHa, 4To A71s1 [1 coctasisger 30 MI\MMH U TpebyeT OTMEHbI, TOTAA KaK IS
P, A sToT Kputepuii cocrapisgeT 15 ma\ MuH. P 1 A MeTabonm3upyoTcs mocpe-
ctBom CYP3A4, a [ — depmenrtamu rmokypounsanmmu UGT2B15, UGT1A9,
UGT2BY7, a takke npu yuactun P-rnukornporenHa. Cpeny nmpuMeHsIEMbIX IIpe-



rapaTtoB ObUIM BBISIBJIEHBI CJIEOYIOIIMe JIeKapCTBEHHbIe B3aMMOMENCTBUS: MH-
IYKTOp-KapbamasenuH ¥ MHTMOUTOPBI BepamaMml, aMMOAApOH, AeKCaMeTasOH,
IWITHA3eM, KJIOTPUMAa30Jl, METPOHMIA30J1, CIIMPOHOIAKTOH.

BbIBoAbI. YV MOKUJIBIX MAMEHTOB HEOOXOAMMO OILIEHMBATh BO3PACT, CKOPOCTh
KJIyb6ouKoBOU duabTpauuu, nantebHOCTh TpumeHeHus ITOAK. I1pu ucnomns-
3oBaHum [IOAK pomkHa MPOBOAUTHCSI OIlEHKA B3aMMOMAENMCTBUI IIPeIapaTos,
KoTopble MeTaboymsupytoTcs uurtoxpomom CYP3A4, u P-ramkompoTrenHoOM,
YTO B pe3y/IbTaTe MOKET IMPUBOAUTh K CHIDKEHMIO VMJIM TOBBIIIEHMIO KOHILIEH-
Tpauuu mnpenapara (MHIYKTOP/MHIMOUTOP) U YBEJIMUYMBATh PUCKU Pa3BUTUS
1mo60uHbIX 3P dekToB. OTHON M3 TUIIMYHBIX TOOOUYHBIX PeaKILNN SIBJISETCS IIU-
CTaKCuC.

KiioueBble c/10Ba: MeyXJIeKapCTBEHHbIE B3aMIMOJIEVICTBYSI; ITepopasbHble aHTU-
KOATYJISTHTBI; MHAYKTOP; MHIMOUTOP; moskuibie nanueHTsl; [IOAK; nekapcTBeH-
HOE B3aMIMOJIEVICTBHE.
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Relevance. Recently there has been an increase in the population of older people
suffering from cardiovascular diseases. At the same time, the need to prescribe
effective anticoagulation therapy to prevent thromboembolic complications also
increases. Oral anticoagulants (DOACs) are one of the main methods of treatment
for such patients; however, this group is characterized by polypharmacy
and polymorbidity, which increases the risk of developing drug interactions
when using them. Thus, it is necessary to take into account the possible risks
of developing side effects of drugs when using DOAC:s.

Aim to study drug interactions of direct oral anticoagulants in geriatric patients.

Materials and methods. The study was conducted on the basis of the War
Veterans Hospital No. 2 of the Moscow City Health Department in the 2nd, 4th,
5th geriatric departments. The study included patients aged 65 and over with
chronic kidney disease (CKD) 3B and receiving one of the DOACs (Rivaroxaban
(R), Dabigatran etexilate (D), Apixaban (A)). The patients were divided into
3 groups. The sample was made of 109 patients during the hospitalization period
from May to June 2023.



Results. 69 patients were enrolled for analysis, the mean age was 81.4 years in-
group P, A and 75.6 years in-group D, 26 men and 40 women. CKD stage 2 — 26,
3A st. — 23, 3B st. 15 patients respectively. The duration of therapy was up to
1 year — 9, from 1 year to 5 years — 44 and from 5 to 10 years — 5 patients.
Complications during therapy were noted in five cases in the P, A — epistaxis
group. All patients were prescribed an average of 12.04 drugs from various drug
groups. The smallest group D was younger in age compared to groups Pand A, this
is due to the criterion creatinine clearance, which for D is 30 ml/min and requires
cancellation, while for P, A this criterion is 15 ml/min. P and A are metabolized
by CYP3A4, and D by glucuronidation enzymes UGT2B15, UGT1A9, UGT2B7,
as well as with the participation of P-glycoprotein. Among the drugs used, the
following drug interactions were identified: inducer carbamazepine and inhibitors
verapamil, amiodarone, dexamethasone, diltiazem, clotrimazole, metronidazole,
spironalactone.

Conclusions in older patients, it is necessary to evaluate age, glomerular filtration
rate, and duration of DOAC use. When using DOACs, interactions between
drugs that are metabolized by cytochrome CYP3A4 and P-glycoprotein should
be assessed, which may result in decreased or increased drug concentrations
(inducer/inhibitor) and increase the risk of side effects. One of the typical adverse
reactions is epistaxis.
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