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bakTepruraHaa akTBHOCTbL B
oTHoweHnn MBT

NHrnbupyet cnHTe3 6enkoB 6akTepuim
nyTem cBa3biBaHWA ¢ pPHK.

OH TakXXe CBA3bIBAETCS C
MUTOXOHAPVAMUN YenoBeKa U
NHIMBUPYeT CUHTE3 6e/Ka, YTO
SABNIAETCA MEXaHN3MOM Pa3BUTUSA
TOKCMYHOCTW NPU KIMHUYECKOM
NPVIMEHEHWW.
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JOOEKTHUBHOCTDL B JEHEHUUW M/IUJIY-TH

. Y NaUMeHTOoB, NoJlyyaBLUMX NNHE30/INACOoAepKaLLMe CXEMbI
neyeHus, 6bisa Bbllle BEPOATHOCTb YCMELLIHOMO UCXo/a
neyeHus (aOR, 3.4; 95% CI, 2.6-4.5) 1 6051ee HU3KIA

nokasatenb cMepTHocTM (aOR, 0.3; 95% CI, 0.2-0.3), uem y Tex,
KTO He nony4yan nMHe30/NA.

- [pnem koMbHaunm 6eaakBUINHA 1 TINHE30/INAA
accoummpoBarncs c aOR 2,7 (95% CI 1,5-4,9) ans ycnewHoro
NCXOAA IeYEHUS MO CPaBHEHUIO C Heyaadeln/peunamsom 1 0,3
(95% CI 0,2-0,4) Ans NeTanbHOro UCX0/a MO CPABHEHMIO C
yCrMeLwHbIM NCXOA0M/Heyaauen/peyanBom. ATS/CDC/ERS/IDSA [Nahid 2019]



HEXEJATEJIbHBIE ABJEHHWA I[TPU ITPUEME I10
[MIOKA3AHUAM, OTIUYHBIM OT M/IIJY-Thb .
(FDA OJOBPEH IMPUEM AJUTEJBHOCTbBIO <=28 AHEN)

- >10%:

. Anapes (ao 11%)
. CHUXEHMe Yyncna 6enblx KNeTok KPoBU, CHUXEHME umcia TpomeoumnToB (40 11%)

1% A0 10%:
. FonoBHas 60nb (6% to 9%), ronoBoKpyxeHue (2% to 3%), BepTuro (1%)
.- Cbinb(1%-2%), 3y4 (<1%)
[MoBbILLEHME YPOBHS aMumiasbl (£2%), MOBbILLEHVE YPOBHS NakTaTAernaporeHasbl (<2%)

PBoTa (3% - 9%), TOLWIHOTA (2% - 7%), NOBbILLEHME YPOBHS N1nasbl (<1%), 60/1b B XUBOTE (<2%),
KaHAWA03 NoNoCT pTa (£2%)

BynbBOBarviHanbHbIN KaHAWA03 (B3pocbie: 1% 40 2%)
. AHeMus (£2%), CHUXEHMEe KonmuecTBa HeNTPodunNoB ( £1%), 303nHoPUNUS (<2%)

MoBbiweHMe ypoBHS AJIT B CbiIBOPOTKE KPoBU (2% -10%), NoBbILLEHWE YPOBHSA 6UANPYBUHA B
CbIBOPOTKE KPOBW (<1%), noBbileHme ypoBHs ACT B CbIBOPOTKE KPOBW (2% -5%), MOBbILLEeHMe
LenoyHo pocdatasbl B CbiIBOPOTKE KPpoBU (<4%)

[pnbkoBas nHpekums ( <2%)

[oBbILLEHME YPOBHS a30Ta MOY€EBWHbI KPOBU ( <2%), NOBbILLEHME YPOBHS KpeaTUHNHA B
CbIBOPOTKE KPOBU (<2%)

UpToDate.2020. Linezolid: Drug information



HEKEJIATEJIBHBIE ABJIEHHWUA [1PHU
UCITIOJIB30OBAHUU AJd JEYHEHUA M/IIJY-Th

- YacTtoTa pa3BuTtna Hf 3HaunTeNnbHO Bbille YeM Yy NMayeHTOoB, NoyyYatoLL X
NIMHEe30/114, Mo APYrM nokasaHuam! 58,9% naymMeHToB NCMNbITbIBAAN MOOOYHbIE
AB/IeHNA, CBA3aHHbIe C NpYeMOoM NMHe30n1Aa.

. N3 HNX 68,4% HY>XAannCb B NpPepbIBaHNN IeYEHUS TINHE30/INA0M VAN CHUKEHWN
ero A03bl.

- OCHOBHbIMW HeXxenatTenbHbIMU ABAEHUAMW ObINN:

. AHemu4 (38,1%)

. Mepundepnueckas Heponatus (47,1%)

. XKenyao4yHo-kuLleYHble pacctporictea (16,7%)
. HeBpuT 3pnTenbHoro Hepia (13,2%)

Sotgiu G. et al, 2012
. Tpom6ouunToneHus (11,8%).

. FemaTonornyeckast TOKCUYHOCTb MOXET BO3HUKHYTb BCKOPE Moc/ie Havana neyeHus
N MOXET 3aTPOHYTb /IF06YH0 KNETOUHYH NNHUIO.

+ HeMmpoTOoKCMUHOCTb, BKIOUAsA HEBPUT 3pMTE/IbHOIO HepBa U nepm¢epA|45%gcc/§¥595A[Nahidzmgj
HeponaTuio, BO3HMKAET No3Xe, 06bI4HO Yepe3 12-20 Hegenb neveHUS.



OIIbIT 'PY3HUHU

KpuTtepuu uckawdeHus: ucxogHbii ypoBeHb Hb 9,0 r/ a1, Tpom6ouuThl 100x109/1, WBC
4,0 x109/1, abcoaroTHOE YKo HedTpoduaoB 1,5x109/11, ucxogHas
neprudepudeckasi/onTU4YeCKass HEUPONaATHUSA CPeJHEN U TSXKeJION CTeneHU, MPUeM
CONYTCTBYIOLIMX MPeNnapaToB C MUEJIOCYIIPECCUBHBIM 3pPeKTOM, MUHruouTopbel MAO
(MOHOAMMHOKCH/A3bl) U CEPOTOHUHEPTUYECKHE aHTHUAENPECCAHTHI.

BHenpeH pekoMmeHloBaHHbIM BO3 aKTUBHBIK MOHUTOPHUHT 6€30MacHOCTH (aDSM).

[Tupumokcun 50 Mr/cyT, 60Jiee BbICOKasI J03UPOBKa onpejessieTcs mo gose CS (50 mr
MUPUJOKCHHA Ha Kaxkable 250 mr CS).

Bcero -100 manMeHTOB, MeAUaHa NPOAOJKUTENbHOCTH NIpuMeHeHus LZD - 503 gHs.

95% [ OCTUTI/IY HeraTUBALIUU KYJBTYpPbl, U 9% MaljMeHTOB UMeJIU YCIellHble UCXO/bI
JIeYeHUH.

CBsi3aHHBbIe c mpueMoM LZD HexxeJiaTe/bHbIe IBJIeHUS] BOSHUKAU Y 12 (12%) marnyieHToB
(uuToneHusa - 4%, nepudepudeckasi HeliponaTtus- 8%), MOBJIEKIIIHE 32 COOOI:

OTMeHy B 4 ciydasx (1o 2 caydasl u3-3a nepudepruyecKor HeHponaTUU U IUTOTNIEHUHU), U
B 6 ciy4asx CHKeHHe J103bl 10 300 Mr/neHb (4 u3-3a nepudeprdeckoil HEUPONATUH U 2 HU3-3a LIUTOIIEHHH).

Mikiashvili L, et al. 2020



CEPOTOHWHOBBLIU CUHAPOM

- [MoTeHUManbHO yrpoxXatoLee X13HW COCTOAHME, CBA3aHHOEe C MOBbILLEeHHOM
CepPOTOHVHepPrnyeckon akTmBHocTbto B LIHC.

- YacToTa BO3HVKHOBeHVS: 1,1% npu npmeme KOMOVIHNPOBAHHOW Tepanunm
(nMHe3onuAa + ceporonnneprudeckue antugenpeccantol), 0,4% NPy MOHOTEPaNUN,

(Karkow D, et al.2017)
CMNOTOMBI; 8036y)|(,£I,EHI/Ie, CNYTAHHOCTb CO3HAHWA, ra/INNOUNHaUNN,
rl/lneppeq)neKcms:l, MWUOKOHYC, APOXb N TaXNKap4ns.

. CepOTOHI/IHOBbIIZ CMHAPOM MOXET BO3HUKATb NMpW TepaneBTnNHeCKOM NMpMMeHeEHNN
NneKkapcrs, Nnepejo3npoBkKke Nan B pe3yibTaTe aAANTUBHbIX NN CUHEPTNYECKNX
3(])(])EKTOB, BbI3BAHHbIX JIEKAPCTBEHHbLIM B38I/|MO,£I,€I7ICTBI/I€M N1 KapuynHONAHbBIM

CUHAPOMOM.

AneTa C BbICOKUM COAEPXKAHVNEM TUPAMUMHCOAEPXKALLMX NPOAYKTOB (Takmx Kak
CbIp, KpacHOEe BNHO, BAIEHOE MSICO, COEBbIV COYC 1 PepMEHTUPOBAHHbIE

NPOAYKTHI).

UpToDate.2020. Serotonin syndrome (Serotonin toxicity)



Examples of agents that can precipitate serotonin syndrome

Mechanism

Agent involved

Increases serotonin formation

Tryptophan, oxitriptan™

Increases release of serotonin

Amphetamines (including dextroamphetamine, methamphetamineg)

MDMA (ecstasy)

Amphetamine derivatives (including fenfluramine, dexfenfluramine, phentermine)
Cocaine

Mirtazapine

Impairs serotonin reuptake from the
synaptic cleft into the presynaptic
neuron

CeNnekTUBHbIE MHTNBUTOPSI
06paTHOro 3axBaTa CEpOTOHNHA U
TPULMKINYECKME

aHTUAenpeccaHTbl AO/KHbI 6bITb
OTMEHeHbI Mo KpanHeun Mepe 3a ABe

Cocaine

MDMA (ecstasy)
Meperndine
Tramadol
Pentazocine
Dextromethorphan

Selective serotonin reuptake inhibitors (SSRI1s; citalopram, escitalopram, fluoxetine, fluvoxamine,
paroxetine, and sertraline)

Serotonin-norepinephrine reuptake inhibitors (SMNRIs; desvenlafaxine, duloxetine,
levomilnacipran, milnacipran, and venlafaxine)

Sibutramine
Bupropion ™
Serotonin modulators (nefazodone, trazodone, vilazodone, and vortioxetine)

Cwclic antidepressants (amitriptyline, amoxapine, clomipramine, desipramine, doxepin,
imipramine, maprotiline, nortriptyline, protriptyline, trimipramine)

St. John's wort (Hypericum perforatumt)
5-HTZ2 receptor antagonists (dolasetron, granisetron, ondansetron, palonosetron)
Cyclobenzaprine

Methyvlphenidate, dexmethylphenidate




Inhibits serotonin metabolism by MAQ inhibitors, nonselective (isncarhnxazihenelzine, Syrian rue [Peganum harmala,

inhibition of monoamine oxidase (MAQ) | harmine], and tranylcypromine)
MAO-A inhibitors? (methylene blue, moclobemide)

MAQ-B inhibitors? (rasagiline, safinamide, and selegiline)

Direct serotonin receptor agonist Buspirone

Triptans (almotriptan, eletriptan, frovatriptan, naratriptan, rizatriptan, sumatriptan, zolmitriptan)
Ergot derivatives (including dihydroergotamine, ergotamine, methylergonovine)

Fentanyl

Lyserqgic acid diethylamide (LSD)

Lasmiditan

Lorcaserin®

Metaxalone

Increases sensitivity of postsynaptic Lithium
serotonin receptor

Data courtesy of authors with additional data from: Boyer EW, Shannon M. The serotonin syndrome. NEJM 2005; 352:1112; Finberg JPM and Rabey JM. Inhibitors of MAO-A and
MAO-B in psychiatry and neurology. Front. Pharmacol. 2016, 7:340; and Lexicomp Online. Copyright © 1978-2020 Lexicomp, Inc.



@> Drug Interaction Checker

Enter a drug, OTC or herbal supplement: 154 Print
‘ﬂuoxetine ‘ 1 Interaction Found
Patient Regimen Clear All €3
- Contraindicated
linezolid x
linezolid + fluoxetine
fluoxetine

linezolid and fluoxetine both increase
serotonin levels. Contraindicated.
Linezolid may increase serotonin as a
result of MAO-A inhibition. If linezolid
must be administered, discontinue
serotonergic drug immediately and
monitor for CNS toxicity. Serotonergic
therapy may be resumed 24 hours
after last linezolid dose or after 5
weeks of monitoring, whichever
comes first.

https.//reference.medscape.com/drug-interactionchecker


https://reference.medscape.com/drug-interactionchecker

OAPMAKOKHWHETHUKA

[Mpn NnepopanbHOM rnpmemMe NMHE301MNJ OYEeHb XOPOLLIO BCaCbIBaAETCH
c brogoctynHocTbio 100%.

Hannume nuwm He BnmseT Ha ero abcopbumto.

CoBMecCTHoe npnMmeHeHne C aHTaunaMin, TaKNMMU KaK TMAPOKCNA
MalrHNA N TUAPOKCUA aTOMNHNA, HE OKa3biBa€T BIANAHUNA HA

nepopasabHyto abcopbumto.

KoHUeHTpauusa nmHesonmnaa B njiasme KpoBu Yy NOXUAbIX MaLMEeHTOB
N NaLMEeHTOB C IerKUM UV YMepeHHbIM Mopa)XXeHneM rneyvyeHm nan
NEerkov UM XPOHMYECKOM NnoYeyHo Heg0CTaTOUHOCTLIO 6bina
aHanornM4yHa TakoBowu y 340POBbIX NI MONOAbIX 0OPOBO/bLIEB.

[lepuog nonysbiBegeHUSA B Nsa3mMe coctasndet ot 3,4 Ao /7,4 u.




[IPUEM ITPEITAPATA U CHUXKEHHUE J03bI

- MepopanbHO 600 Mr oAVH pas B AeHb B COCTaBe COOTBETCTBYHOLLEN
KOMOVHWVPOBAHHOW CXeMbl, BKAOYarowen nupuaokcnH. (WHO 2019;
ATS/CDC/ERS/IDSA [Nahid 2019]; Ahmad 2018)

- [NMoka Mbl pacnosiaraeM HeOCTaTOUHbIMUN AAHHBIMU 06 3O PEKTNBHOCTU
Hayasna neyeHus ¢ 403 <600 Mr B CyTKU A5 TOro, YTobbl peKoMeHA0BaTh
bonee HM3KMe A03bl.

- CHmXeHue ao3bl c exxeaHeBHbIX 600 mr 2o 300 Mr mocne HeratTuBauUnn
noceBa CHMXano TOKCMYHOCTb npenaparTa. (Lee M, et al. 2012)

. BuTaMuH B6, HasHauyaeMsblii B A03e 50 Mr/cyT., MOXET NOBAUATb Ha
aHeMUto, HO He NnpeAoTBpaLLAeT MHAYLMPOBAHHYO IMHE30NNAOM
TpoMboLMTONEHUO Unn neiikoneHuto. (Youssef S, et al. 2008)

- EcTb coobLyeHmsa o Tom, UTo BUTaMUH B6 cokpallaeT neprdpepumnyeckyto
HeBponaTuio.



IPUMEHEHWE ITPEITIAPATA TIPH [TIOYEYHOU
MU ITEYEHOYHOUW HEJAOCTATOYHOCTH

- Mpw HapyLeHnAX oT cnabon L0 TAXKENION CTerneHn: KOPPEKTNPOBKA
4,03bl He TpebyeTca. [lBa OCHOBHbIX MeTaboITa HaKanIMBarTCAa y
NayMeHTOoB C HapyLleHneM QYyHKLUUN MoYyek, HO KIHK4YecKoe
3HaUYeHMe HeN3BECTHO; MPUMEHSITb C OCTOPOXHOCTbLHO (Cattaneo

2016; Gervasoni 2015; Pea 2017).

. Ha gnanuse (~ 30% BbIBOAWTCSA BO BpeMs 3-4acOBOro CeaHca
AVann3a): KOPpPeKTUPOBKaA A03bl He TPebyeTcs; Ha3HavatoT Noc/e
remoavanusa B gH1 gnannsa.

. Jlerkasi u ymepeHHasi ne4yeHoYHass HeoCTaTOYHOCTb (knacc A unn B
no knaccnomkaumm Yamng-Neto): KOPPEKTUPOBKA A03bl He
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