[MpodhmnnakTuka
MHBa3NBHbIX MUKO30B
y NauneHToB
rpynnbl BbICOKOroO pUckKa

Mon B.M.
FNaBHbIU BOEHHbIU KAIMHUYECKUU rocnuTanb

um. H.H. bypaeHko
MockBa, 2020



[Ouncknenmep

MHpopmaums npegoctaBneHa B KayectBe WMHMOPMaAUMOHHOM M obpasoBaTenbHOW MOAOEPXKKU
Bpayen. MHeHUs, BbICKa3aHHble Ha cramgax M B BbICTYNNEHUN, OTPaXalwT TOYKY 3pPEHUS
AOKNagyYnKkoB, KoTopasi He 0bs3aTeNbHO OTpaXaeT ToYKy 3peHnsa komnaHum MSD (Merck & Co., Inc.,
YanTtxays CtenwH, Heto-[xepcu, CLLA).

MSD He pekomeHAOyeT NPUMEHATbL CBOWM MpenapaTbl cnocobamu, OTMIMYHLIMU OT OMUCLIBAEMbIX B
MHCTPYKLUMWN NO NPUMEHEHWIO.

B cBa3n ¢ pasnmumsamm B TpeboBaHUAX pErynvpylowmnx WHCTAHUMA B pasHbIX CTpaHax,
3aperucTpmpoBaHHble NnokasaHus U cnocobbl NPUMEHEHNA NpenapaToB, YNOMUHAKLWNXCHA B LaHHOW
npeseHTaunmn, MOryT pasnuyaTbCs.

[Mepen HasHaveHneM NOObLIX NpenapaToB, NOXanymcra, 03HaKOMbTECH C fNToKasibHbIMU UHCTPYKUMSIMA
Nno MegULMHCKOMY NMPUMEHEHMIO, NPefOoCTaBNSAEMbIMU KOMMNaHUAMU-NPOU3BOANTENAMM.

[MoNHbIE MHCTPYKLUUM MO MEeANLMHCKOMY NMPUMEHEHWUIO OCTYMNHbI NO 3anpocy
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NHpopmauns o packpbitmim UHaAaHCOBOU 3aUHTEPECOBAHHOCTH

Hactoawum nektop noaTtBep>XaaeT, YTO OH(a) nosiydaeT roHopapbl 3a KOHCYSbTaUWUOHHbIE
ycrnyrn B obnactun Hay4yHOW M negarorm4yeckon OestenbHOCTU (obpasoBaTesnbHble yCnyru,
Hay4yHble CTaTbW, ydacTue B SKCMEPTHbIX COBETax, y4acTue B MCCedoBaHuUsX U Op.) OT
crefyrLwmx KOMNaHum: . ...

[laHHasa npes3eHTaumsa nogaepxueaerca komnaHunen MSD.
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ANMAEeMUONOrna MHBa3nUBHbLIX
rpnokoBbIX MH(ekuun (UIM'N)

moGanbHO B Poccumn
150 MnH — BonewT TAXEnbIMU « 11840 B rog (8,29 Ha 100
MWUKO3aMWn TbIC.) — MHBA3MBHbIN KaHONO03
1,5 MInH — exxerogHas 1414 B roa (0,99 Ha 100 TbIC.)
NneTanbHOCTb — NMHEBMOLIMCTHAA NHEBMOHUA
« 700 000 B rog — NHBa3nBHbIN « 3238 BT10A (2,3 Ha 100 ThIC.) —
KaHanoo3s NHBA3MBHbIN acneprunnes
« 500000 B rog — nHeBMmouuctHaa + 52311 (36 Ha 100 ThIC.) —
NHEBMOHUSA XPOHMYECKNIA acneprunnes
« 250000 B rog — MHBa3nBHbIN NErknx
acneprunnes

« 3000 000 — xpoHun4eckum
acrneprusnnes nerknx

Knnmko H.H. Muko3sbl — ckpbiTada yrposa. MeguuuHa akctpemanbHblx cutyauun. 2018; 20(3): 289-292.



MHBa3MBHLIM acneprunmnes 3aHuMarn Beayulyto ponb cpeam UTU y
OHKOremMartosiorm4eckux naumeHtoB B Poccum

Poccuitickoe mynbTuleHTpoBoe uccnegosaHue (RIFI) ¢ yuactuem 19 ueHTpoB, npoBegeHHoe B 2012 —
2014 . B uccnegosaHue obino BknoveHo 808 nauneHToB, U3 HUX 502 nayueHTa ¢ OCTPbIM NEWKO30M
(327 naymeHTtBo ¢ OMIJ1, 175 ¢ OJU1) u 306 naymeHTos nocne TICK (168 nauneHToB nocne ayto-1TCK

138 nauuneHToB nocne anno-TICK).

1,7%
1,7%

4,6%

B MHBa3MBHbIW acnepruanes
B MyKopmuKo3

i dyzapwmos

B [Ipyrme nnecHesble rpubbl

B Opoxxesble rpnbbl

U 6b1nmn gauarHoctupoBaHbl y 107 nauveHToB (12,8%). B 82% cny4aax (n=88) npeobnaganu nnecHeBble rpudbI

NI' Hanbonee yacTo BcTpevyanuch y naymeHtoB OMJT n nocne anno-TICK.
B 6onblKnHCTBE cnyyaes Obiny BbiSBMEHbl NNecHeBble rpubsbl U, B YaCTHOCTU, UHBA3UBHbIN
acneprunnes.
W' yacTo guarHocTupoBanuck He ToNbKO B Nepuod UHAYKUMU peMUCCUN, HO U B Nepuog
KOHconuaauuw.

Klyasova G. et al. Russian Prospective Multicenter Observational Study of Invasive Fungal Infections
in Patients with Acute Leukemia and Hematopoietic Stem Cell Transplant Recipients (RIFl). Poster M-1103, ICAAC 2014
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MHBa3uBHbIe rpnbkoBbie nHepekumm (UFN) 6bInmn cepbesHon npobnemon
OJIA OHKOremMmartosiorn4eckmx naumeHToB Poccum

TpaHcNAaHTaALUA FeMONO3TUHECKUX CTBONOBbLIX KNeToK (TICK)

365 nauueHTos nocne ayto- (h=119) n anno-TICK (n=237) no AaHHbIM UCCNEA0BAHUA KAMHUKK
MHCTMTYTa AETCKOIM remaTonornm u TpaHcnnadtTonorum mm P.M. Topbadesoir ¢ 2000 no 2010rr.
YactoTa paseutua UMM coctaeuna 19,1%. Y peyunmentos anno-TICK - 23,2% v ayto-TICK - 10,9%.

Cryptococcus neoformans 1,5% 4,4% Zygomycetes (Mycor spp., Rhizopus)

Candida spp.

11,8%

Aspergillus spp.

Monoaa M.0. u dp. MHea3usHbIE MUKO36I NPU MPAHCIAGHMAYUU 2eMONO3MUYECKUX CMABOA08bLIX KASMOK.
Tepanesmuveckull apxua. 2012; 7: 50-57.
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OcHoBHbIe rpynnbl pucka UT'U

OcobeHHOCTU TeyeHnsa 3aboneBaHUsa U NeYeHUs:
XUMMNOPESNCTEHTHOCTb, UMMYHOCYNPECCUBHOCTb
XuMmoTepanum, cTteponabl, HENTPONEHUS,
numdouuntoneHua, PTIX

CocTosiHne BpOXXaeHHOM UMMYHHOW CUCTEMBI:
nonnmopdunamsl Toll-like peuenTtopos, NnasmMmMHOreHa,
MaHHO30-CBA3bIBaAlOLLEro NekTnHa

KomopbunaHocTb: anabet, noyeyHass HegoCTaTOYHOCTb,
neperpyaka kenesom, npeaLlecTByoLne pecnupaTopHbIe
3aboneBaHus, meTabonnyecknin aumaos

MnageH4Yecknn 1 noXxnnown Bo3pacT

BHellHAa cpena: knumaTt, MecToHaxoxaeHue, paboTa B cagy
N C pacTeHusiMU, KypeHne Tabaka, JoOMaLLHMNE XXNBOTHbIE
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Cneuudunyeckmne puckum U'

LleHTpanbHbI BEHO3HLIN KaTeTep

icnonb3oBaHmne aHTUBaKTepuarbHbIX CPEACTB LLUNPOKOro
CcnekTpa AencTeug

OnutenbHoe npebbiBaHMe B OTAENTIEHUN MHTEHCUBHOM
Tepanun (OUT)

[TonHoe napeHTepanbHOE NUTaHne
KonoHunsauuns cnusucton obosroyvkn Candida spp.
[loyeyHass HegoCcTaTOYHOCTb
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ANTIMICROBIAL PROPHYLAXIS BASED ON OVERALL INFECTION RISK IN PATIENTS WITH CANCER

QOverall Infection
Risk in Patients
with Cancer?

isease/Therapy Examples

Fever & Neutropenia Risk
(See FEV-2)

Antimicrobial Prt:aphynrla)tisd

« Standard chemotherapy regimens for
most solid tumors
+ Anticipated neutropenia less than 7 d

Incidence low

* Bacterial - None
* Fungal - None
+ Viral - None unless prior HSV episode

Intermediate

Hight

* Autologous HCT

* Lymphoma*®

* Multiple myeloma®

*CLL®

= Purine analog therapy (ie, fludarabine,
clofarabine, nelarabine, cladribine)

* Anticipated neutropenia 7-10 d

—

Incidence usually high,
significant variability may exist

« Bacterial - Consider fluoroquinolone
prophylaxis during neutropenia®

« Fungal - Consider prophylaxis during
neutropenia and for anticipated mucositis
(See INF-2); consider PCP prophylaxis (See
INF-6)

+ Viral - During neutropenia and longer
depending on risk (See INF-3, INF-4, INF-5)

« Allogeneic HCT including M
» Acute leukemia
¢ Induction
» Consolidation/maintenance
s Alemtuzumab therapy
* GVHD treated with high-dose steroids

(>20 mg daily)
+ Anticipated neutropenia

greater than 10 d

Incidence usually high,
significant variability may exist

« Bacterial - Consider fluoroquinolone
prophylaxis during neutropenia®

« Fungal - Consider prophylaxis during
neutropenia (See INF-2); consider PCP
prophylaxis (See INF-6)

 Viral - During neutropenia and longer
depending on risk
(See INF-3, INF-4, INF-5)

KEY: CLL = chronic lymphocytic leukemia,

= graft-versus-host disease, HCT = hematopoietic cell transplant, HSV = herpes simplex virus, PCP = pneumogystis pneumonia

2 Categories of risk are based on several factors, including underlying malignancy, whether disease is in remission, duration of neutropenia, prior exposure to
chemaotherapy, and intensity of immunosuppressive therapy. For infection concerns and recommended prophylaxis for immune-targeted agents, see INF-A.

B|n high-risk patients, additional prophylaxis may be necessary: for example, consider penicillin and trimethoprim/sulfamethoxazole (TMP/SMX) for allogeneic HCT
recipients with chronic GVHD.

CThis Is a heterogenous disease. Therefore, treatment modalities and the type of malignancy affect nsk level.

dPneumocystis prophylaxis (See INF-6). For dosing, spectrum, and specific comments/cautions, see Antibacterial Agents (FEV-A), Antifungal Agents (FEV-B), and
Antiviral Agents (FEV-C} as indicated.
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©For patients who are intolerant to fluoroquinolone, consider TMP/SMX or an oral third-generation cephalosporin (category 2B). The emergence of multi-drug resistant
organisms (MDROs), disruption of the microbiome, and antibiotic toxicities must be taken into consideration when choosing an antimicrobial prophylactic agent.




CtpaTtundomkaumsa puckay
remartonornyeckux naumeHton (OMI)

BbicOKkui puUck NMpomexyTouHbIN
puUcK

NHoykuma pemuccum +
doakTopbl pUcka
NHBA3UBHbIX MUKO30B:
HENTPONEHUs1, HN3Kasl
BeposaTHOCTb 1O (nnoxas
LMTOreHeTnKa, BTOPUYHbIN
OMIT), BospacT >65 ner,
3Ha4YUTENbHblE HApPYyLLUEHUS
Nerknx, BbICOKUN MHOEKC
CMEpPTHOCTU, CBA3AaHHON C
TpaHcnnaHTaymen;

OMIJ1 ¢ nepBuYHbIM UA,
salvage-tepanusa P/P OMIJI

OMI1, He
COOTBETCTBYOLLNN
KPpUTEPUSAM BbICOKOIO
NN HU3KOTrO puUcKa

L. Pagano et al. Blood Rev. 2017;31(2):17-29.

Bo3pacT < 45 ner;
XummoTepanusa npu 1-u
NHAOYKUUN PEMUCCUN NN
KOHconuaauun 6es
doakTopoB pucka
NHBAa3UBHbIX MUKO30B;

OIMJ1 npu Tepanuu
ATRA/ATO
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CtpaTtudmkaumsa pucka y rematonorm4eckux
nauueHToB (annoreHHas TpaHcnaHTauus
reMono3TU4YeCKUX CTBONMOBbIX KNEeTOK)

BbICOKMN pUCK NMpomMeXyTo4HbIN PUCK m

TpaHcnnaHTaums ot TpaHcnnaHTaums ot
OOHOPOB, HE MNOSTHOCTbIO
ABMNSAOLWMXCSH NOIHOCTBIO  COBMECTUMOro
COBMECTUMbIMMU cnbnuHra, nauneHTa B
CUOMMHramm, nauneHTam nosiHou pemuccuu, 6es
C aKTUBHbIM PTIX n Hann4yns B
3aboneBaHNeEM CUCTEMbl aHaMHeE3e MHBA3MBHOIO
Kposu, PTIX c MWKO3a

BbICOKUMU OO3aMU
crepongoB U HAJIM4YNeEM
B aHaMHe3e
MHBA3MBHOIO MMKO3a

L. Pagano et al. Blood Rev. 2017;31(2):17-29.
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CtpaTtundomkaumsa puckay
remaTtonornyeckux naumerHtos (MAC)

Bbicokuu puck NMpomeXxyTouHbIN PUCK m

MOC/TpaHcdh. MOAC npu  MOC cIPSS>1,5un

Ha3HadYeHun AZA B Tepanuen AZA 75 mr/im2

KayecTBe Tepanuu B TeuyeHune 7 gHeun

crnaceHua nocre

NHTEHCUBHbIX pexumoB  MIC B TeyeHne nepBbIX
2-3 UMKIOB
AZA/euntabuH

L. Pagano et al. Blood Rev. 2017;31(2):17-29.
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CtpaTtundomkaumsa puckay
remaTtonorunyeckmx naumeHtoB (OJ1J1)

BbiCOKMN pUCK NMpomeXyTo4YHbIN PUCK m

Bo3spacTt >55 ner, Bo3spact 30-54 ner, Monogble B3pocnble (30

BbICOKME O03bl cTaHOapTHas MHAYKUUSA,  J1ET), nogaepXmBatoLLlas

aekcamertasoHa, P/P MHTEHCUBHAS Tepanusa (B NOSHOM

OJJ KoHconupaums, UTK+ pemuccumn),
pegyuupoBaHHaa XT NTK+cTtepounabl (Ph+
(Ph+ OJ1J1) OJ1)

L. Pagano et al. Blood Rev. 2017;31(2):17-29.
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Ctpatndmkayumsa pucka y remaTtosiorm4ecKkmx
nauyueHToB (ayToTpaHcnnaHTauusa
reMono3TU4YEeCKUX CTBOMOBbIX KNEeTOK)

MpoMexyTOuHbIA pUCK | Huskmit puck

NHBa3nBHbIN MUKO3 B
aHaMHe3e;

>3 NUHUK Tepanun
(onyxonesas macca);
[MpornoHrupoBaHHas
HenTponeHus 4 CT.
oonee 14 gHen;
Tepanus
KOpTUKOCTEpPOUAAMMU;
KonoHnunsauua Candida
SPp;
[MpegwecTtBytowLas
Tepanua donygapabvHom

L. Pagano et al. Blood Rev. 2017;31(2):17-29.



CtpaTtundomkaumsa puckay
remaTtonornyeckux naumeHtoB (XMIM3)

BbiCOKMN pUCK NMpomeXyTo4YHbIN PUCK m

XM, 3T, U,
nanonaTu4eCcKun
TpomMbounTo3

L. Pagano et al. Blood Rev. 2017;31(2):17-29.



CtpaTudumkauma puckay
remMaTonorn4yecknx naumeHTonB
(ocTanbHbIe)

BbiCOKU pUCK NMpomMeXxyTouHbIN PUCK m

XJ1J1 nocne MHoOXecTBa HXTI1, X1, MM, J1X B

nuHum XT npouecce ctTaHOapTHON
1-n nuHann XT

MM nocne 3 n bonee

nmHun XT nnn nocne

ayto-TICK

AOBKKJ1 - P/P

JIX npn neveHunu
BEACOPP esc

L. Pagano et al. Blood Rev. 2017;31(2):17-29.
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[[eHeTUYecKas
npegpacnonoxeHHoCcTb K UT'U

[lepBUYHbIE NMMYHOOEDULNTLI

Hednunt CARD9-6enka, KoTopbI ornocpeayeT curHasnbl OT PeLENTOPOB
pacrno3HaBaHMAa 06pa3oB AN akTUBaLUKUM NPOBOCHANUTENbHbIX U
NPOTUBOBOCMANUTENbHbLIX LMTOKUHOB, PEryNMpYyoLLMX BoCcnaneHne un
anorTo3 KMeToK — pUCK n3onuposaHHoro kanHangosa LIHC

[Monumopdmamel reHoB (SNPS), perynmpyroLmnx BpOXOEHHY0 U
NPUoBpPETEHHYIO MMMYHHOCTL (PUCK KaHOMO403a U acneprunsesa
nosblWatoT nonumopduamel IL-10, STATL, TLR1, 2, 4, MBL2, CXCL-10,
PTX3, S100B, Dectin-1 v gp.)

OnpepeneHne Bknaga reHeTU4ecknx ocCobeHHOCTEN opraHmu3mMa
nauneHTa (Harp., C MNOMOLLbIO CEKBEHMPOBAHUA CreayHoLLEero NoKoieHns )
K BocnpunmumsocTtu K ' Byoet cnocobcTtBoBaTh NepcoHanmsaunm
NPOTNBOrPUOKOBON NPOOUNaKTUKK

S. Maskarinec et al. Curr Clin Microbiol Rep. 2016; 3(2): 81-91.
Z. Pana et al. Clin Microbiol Infect. 2014;20(12):1254-64.
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[MpodhmnakTuka uHdeKkunmn — BaxxHas
YyacTb COMpoBOAUTESNILHOU Tepanuu

[lpodounakTmka — aTo cucTtemMa MepPONpPUATUNA, MMeloLLLaa CBOEN
Llenbi OCTaHOBKY pacnpocTpaHeHNs NaTtoreHHbIX
MUKPOOPraHM3mMoB U npeaynpexgeHne BO3HMKHOBEHUS
NHMPEKLUMOHHbBIX OCNOXXHEHWUI

OCHOBHble HanpasreHUs:
— Ynpexpatwouliee HazHadyeHne MeankaMmeHToB

 [1lpodunakTuka nHekunm (aHTUBUOTUKN, AaHTUMUKOTUKM,
NPOTUBOBUPYCHbIE CPeaCcTBa, a TakKe BakunHaLun)

« Koppekuus HentponeHun (G-CSF)
— [vrmneHa
— N3onauuns

— Wcnonb3oBaHue NHONBUAYaJribHbIX MEP 3alUTbl, HANpuMep,
MaCKu1 1 nep4artok rnpun yxoae 3a OonbHbIM

— PenMmmyHUM3aumns

0202°€0 :9€000-SOd-NY



WM'E Cancer

National
Comprehensiv

e NCCN Guidelines Version 1.2020

Prevention and Treatment of Cancer-Related Infections

Network®

NCCN Guidelines Index
Table of Contents
Discussion

EVENTION OF FUNGAL INFECTIONS3

Overall Infection
Risk in Patients
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Disease/Therapy M

ﬂﬁmnmhymisfi\mw
See Antipneumocystis Prophylaxi F-6)

Duration

Intermediate
to
High

ALL

Consider:
* Fluconazole! or miq‘.:afungink
» Amphotericin B products! (category 2B)

N

/Mﬁs {neutropenic)

Consider: )
+ Posaconazole! (category 1),

AML (neutropenic)

+Voriconazole, fluconazole,) micafungin,X or
amphotericin B products! (all category 2B)

Typically until
resolution of
neutropenia

+ Fluconazolel or micafungin® (both catego
+ Voriconazole,! posaconazole] or am ici

products! (all category 2B

Autologous HCT with mucositis9 Consider:

» Fluconazolel or micafungink (both category 1)
Au\talogous HCT without mucositis Consider no prophylaxis (category 2B) //NIA
Allogeneic HCT (neutropenic) Consider: !

Continue during
neutropenia™

Significant GVHDP

Consider— ]

* Posaconazole! (category 1)

«Voriconazole, echinocandin, or amphotericin B
products! (all category 2B)

!

Until resolution of
significant GVHD Jl

KEY: ALL = acute lymphoblastic leukemia, AML = acute myeloid leukemia, MDS = myelodysplastic syndromes, GVHD = graft-versus-host disease, HCT = hematopoietic cell transplant

8 Categories of nisk are based on several factors, including underlying malignancy,
whether disease is in remission, duration of neutropenia, prior exposure to
chemotherapy, and intensity of immunosuppressive therapy. For infection

concerns and recommended prophylaxis for immune-targeted agents, see INF-A.
T See Antifungal Agents (FEV-B) for dosing, spectrum, and specific comments/

cautions.

IMucositis is a risk factor for candidemia in E)atients with hematologic malignancies
and HCT recipients not receiving antifungal

prophylaxis.

h Consider antifungal prophylaxis in all patients with GVHD receiving
_immunosuppressive therapy.

I There is substantial variability in practice among NCCN Member Institutions.

Physicians need to take into account local susceptibility patterns.

I ltraconazole, voriconazole, and posaconazole are more potent inhibitors of
hepatic cytochrome P450 3A4 isoenzymes than fluconazole and may significantly
decrease the clearance of several agents used to treat cancer (eg, vincristine).
In select circumstances when standard therapy is contraindicated, such as
drug interactions in patients with leukemia or the risk of QTc prolongation, some
centers consider using echinocandins, amphotericin B at Erophylactic doses, or
isavuconazole, although studies have not directly tested t

0202°€0 ‘9£000"80d-NY
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k All three agents in the echinocandin class (micafungin, caspofungin, and
anidulafungin) are considered by many to be interchangeable.

I A lipid formulation of amphotericin is generally preferred based on less toxicity.

M Some studies/centers continue prophylaxis for up to day 75.



National I : .
Comprehensive NCCN Guidelines Version 1.2020 NCCN Guidelines Index

Table of Contents

NCCN Bl Prevention and Treatment of Cancer-Related Infections Discussion
INFECTION RISK DISEASE/THERAPY EXAMPLES DURATION OF ANTIPNEUMOCYSTIS
IN PATIENTS PROPHYLAXIS PROPHYLAXISf
WITH CANCER?

— Allogeneic HCT (category 1) - rF:creai‘:iI:gs;g' mo and while
> ALL (category 1) . ;I;‘herroalghout anti-leukemic
For a minimum of 2 mo \
| . |after alemtuzumab and
Alemtuzumab " |until CD4 count is greater TMP/SMX (preferred)
High risk for than 200 cells/mcL (category 1)"
Pneumocystis jirovecii ;: q
(Pneumocystis carinii) || |—s PI3K inhibitors +/- rituximab —_— or‘;‘;‘}(;';’i‘:;n:l’”“&
- At least through lized or IV} if
Recipients of prolonged . (aeroso izeéd or ) if.
»|corticosteroids99 or receiving ‘—-— active treatment TMP/SMX intolerant!
temozolomide + radiation therapynh )
Consider (category 2B):
. |* Recipients of purine analog therapy and | Until CD4 count is greater
other T-cell-depleting agents than 200 cells/mcL
s Autologous HCT » 3-6 mo after transplant

8Categories of risk are based on several factors, including underlying malignancy, whether disease is in remission, duration of neutropenia, prior exposure to
chemotherapy, and intensity of immunosuppressive therapy. For infection concems and recommended prophylaxis for immune-targeted agents, see INF-A.

T See Antibacterial Agents (FEV-A) for dosing, spectrum, and specific comments/cautions.

09 Risk of pneumocystis pneumonia (PCP) is related to the daily dose and duration of corticosteroid therapy. Prophylaxis against PCP can be considered in patients

receiving the prednisone equivalent of 20 mg or more daily for 4 or more weeks.

hh PCP prophylaxis should be used when temozolemide is administered concomitantly with radiation therapy and should be continued until recovery from

_ lymphocytopenia.

ITMP/SMX has additional benefit of activity against other pathogens including nocardia, toxoplasma, and listeria.

I The list of agents is alphabetical and does not reflect preference. Consider TMP/SMX desensitization or atovaguone, dapsone, or pentamidine (aerosolized or IV)
when PCP prophylaxis is required in patients who are TMP/SMX intolerant. For patients receiving dapsone, assessing GBFPD levels prior to initiating therapy is
recommended.
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Table 1. Targeted Therapies

EMERGING IMMUNE-TARGETED TREATMENTS?

Mechanism of Action Agent Major FDA-Approved Uses Infection Concerns Recommendations and Comments
] Multiple myeloma (MM},
Bortezomib - . .
Ubiguitin-proteasome pathway Lymphoma Pneumonia, Influenza, Herpes Consider acyclqwr (ACV}.prophylaxls. . 3 )
g " * Screen for previous VZV infection and vaccinate if seronegative.
inhibitor Carfilzomib Zoster (VZV) - 3 ; -
MM = Consider recombinant, adjuvanted zoster vaccine.
lxazomib
) . Acalabrutinib Lymphoma * Consider PJP and VZV prophylaxis.
i:ﬁpﬁgmsme kinase (BTK) . Fungal infection, PJF, PML * Triazoles and fluoroquinolones increase drug levels.
Ibrutinib CLL, Lymphoma, GVHD = Monitor for fungal infection.
Bosutinib CML
Dasatinib T " :
. } ) . ) * Mo clear benefit from anti-infective prophylaxis.
ﬁﬁg{ig‘zmmsme kinase Imatinib Eﬂva{;gaeﬁ'gﬂ' neutropenia, = Screen and treat for chronic HEV.
Nilotinib CML, ALL ! ' * Recommend QTc monitoring if on concomitant triazole or luoroquinolone.
Ponatinib
L ) Copanlisib Lymphoma . i = Consider PJP prophylaxis.
Fpr:gs}gr:ﬁﬂﬁﬂgnrgs ftol-3-kinase - WF‘ML CMmv, » Consider monitoring for CMV reactivation.
Idelalisib CLL, Lymphoma « Monitor for drug-induced pneumonitis, colitis, rash, and hepatitis.
Everolimus Breast, Renal, Meurcendocrine * Screen and treat HEV and latent TE.
P p * Drug-related pneumaonitis.
Sirolimus GVHD prophylaxis (off-label
mTOR inhibitors2 propty { ) ¥E:er|:3§sg?¥BrJP PML, * Triazoles increase drug levels.
Temsirolimus Renal * Consider PCF prophylaxis.
* May slow wound healing.
* ACV prophylaxis.
) R e . ' HBEV. PJP, VZV CMV. EBV, TB, | = Screen and treat HEV and latent TB.
Janus kinase (JAK) inhibitor= Ruxolitinib Polycythemia vera, Myelofibrosis PML, Neutropenia * Consider PJP prophylaxis depending on additional risk factors.
* Triazoles increase levels of ruxolitinib.
Enasidenib » Monitor for differentiation syndrome (can include fever, hypaxia, lung infiltrates,
Isocitrate dehydrogenase 1 AML Mo clear increased risk of hypotension, and multi-organ dysfunction).
(IDH1) inhibitor Ivosidenib infection, beyond risk with AML | = \With ivosidenib use fluoroguinolones and triazoles with caution. QTc prolongation
can occur with the combination. Posaconazole may raise ivosidenib levels.
Dabrafenib Melanoma, Lung, Thyroid = May develop drug fever and skin rash
. - P 2 - - . - L
ERAF kinase inhibitors y——— PYIr— Mo clear increased infection risk | | Triazoles increase drug levels.
) N Cobimetinip Melanoma . | = May develop drug fever and skin rash
MEK kinase inhibitors2 Mo clear increased infection risk - i )
Trametinib Melanoma, Lung, Thyroid = Triazoles increase drug levels.
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EMERGING IMMUNE-TARGETED TREATMENTS®
Table 2. Monoclonal Antibodies and Fusion Proteins

Fungal infection, TB

Mechanism of Action | Agent Major FDA-Approved Uses Infections Concerns Recommendations and Comments
CMV, PCP, PML, « Consider PJP and ACV prophylaxis.
CD19 target3 Blinatumomab | ALL Fungal infection, + Screen for and treat HBV.
Neutropenia + Monitor for cytokine release syndrome.
Ofatumumab | CLL « ACV prophylaxis.
CD20 target3 HBW, HCV VZV PML, |+ Screen for and treat latent HBY .
g Rituximab CLL, Lymphoma Neutropenia, Low IgG | » Consider PJP prophylaxis if concomitant therapy that
increases risk of PJP (eg, prednisone =20 mg daily x 4 weeks).
4 ) HBV, PML, CMY, + Consider menitoring for CMV reactivation.
CD30 target Brentuximab | Lymphoma Neutropenia + Screen and treat HBW
4 - + ACV prophylaxis.
CD38 target Daratumumab | MM VZV, BJE _Neutropenia || Consider PJP prophylaxis.
* PJP prophylaxis if CD4 <200.
HSV, V2V, CMV, . :
CD52 target3 Alemtuzumab | CLL Listeria, BK, PML, AGV prophylaxis.

+ Consider menitoring for CMV reactivation.
+ Screen for and treat HBV and latent TB.

Complement C5
inhibitor

Eculizumab?

Paroxysmal noctumal
hemoglobinuria

Atypical hemaolytic uremic
syndrome

Ravulizumab

Paroxysmal noctumal
hemoglobinuria

Neisseria meningitidis

+ Vaccinate against meningococcus serogroup A, C, W, and Y.
Consider serogroup B depending on the context.

* Vaccinate 2 weeks prior to use of drug if possible. Prophylaxis
with PCN or ciprofloxacin at 4 weeks after completion of
vaccination.

+ Screen for gonorrhea in high-risk patients.

Vascular endothelial
growth factor (VEGF)
inhibitor®

Bevacizumab

Cervical, Colon, Brain, Lung,
Ovarian, Renal

Aflibercept

Colon

VEGF receptor inhibitor®

Ramucirumab

Colorectal, Gastric, Lung, Liver

Neutropenia, Increased
risk of bowel perforation
or paor wound healing

* No clear benefit from anti-infective prophylaxis.

Epidermal growth
factor receptor r&EGFRe’
HER1) inhibito

Cetuximab

Colon, Head/Neck

Panitumumab

Caolon

Neutropenia, Severe
rash

« Awvoid sublight, and use sunscreen. May need antibiotic
therapy.
+ Dermatology consultation for severe rash.
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EMERGING IMMUNE-TARGETED TREATMENTS?
Table 3. Checkpoint Inhibitors (Monoclonal Antibodies)1

(PD-1) inhibitor

Melanoma, Lymphoma

drug, but the drug

PD-1 inhibitor

Pembrolizumab

Cervical, Gastric, Head/
MNeck, Lung, Bladder,
Lymphoma, Melanoma

leads to immune up-
regulation, which can
necessitate steroids.

PD ligand-1 (PD-L1)
inhibitor

Atezolizumab

Durvalumab

Lung, Bladder

Mechanism of Action |Agent Major FDA-Approved Uses | Infections Concerns | Recommendations and Comments

- » Immune-related toxicity: colitis, hepatitis
Cytotoxic T-lymphocyte— = Tnd
associated antigen 4 Ipilimumab Colon, Renal, Melanoma pneumonitis, rash. See NCCN Guidelines
(CTLA-4) inhibitor for Management of Immunotherapy-Related

Toxicities.
Colon, Head/Neck, Liver, No clear increased » Steroid use may lead to reactivation of latent

Programmed death-1 |\ imab Lung, Renal, Bladder, infection risk from infection, so screening and treatment for HBV

and latent TB is recommended.

+ PJP Froghglaxis if high-dose steroid use (=20 mg
per day of prednisone x4 weeks)

* Some are concerned about giving vaccines
(particularly influenza vaccines) with checkpoint
inhibitors given concerns for increased adverse

effects or decreased efficacy of immune therapy.
This is controversial, and further study is needed.

Table 4. Chimeric Antigen Receptor-Engineered T-Cell (CAR T-Cell Therapy)

CD19 directed

Within 30 days:
* Neutropenia

Tisagenlecleucel

-

ALL (B-cell)

gal infection
* PJP
| Beyond 30 days:
* B-ce i
* Low IgG

Mechanism of Action |Agent Major FDA-Approved Uses | Infections Concerns | Recommendations and Comments
» Monitor for cytokine release syndrome, which
; B may appear like sepsis. See NCCN Guidelines
Qfg‘fgﬁgﬂ?e"e ll}ynr]npphhoommaa) (Large B-cell for Management of Immunotherapy-Related

Toxicities.

» Screen for an
* PJP prophylaxis in B-cell AL
* PJP prophylaxis in |
i 15 for PJP.
* Consider levofloxacin and fluconazole
prophylaxis. Consider mold prophylaxis if long
duration of high-dose steroids, depending on the

a will be dependent

clinical context.
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HOKCA®UJIT umeeT LULUPOKUUN CNEKTP aKTUBHOCTHU
' ot Aspergillus oo Zygomycetes

CneKkTp AeNCTBUA COBPEMEHHbIX MPOTUBOrPUBKOBbLIX Npenapatos!-3

AmdoTepruymH B dnykoHazon HUtpakoHason BopuKoHazon MozakoHason IXMHOKaHAWHbI

. '8 T
C. albicans

C. parapsilosis

C. lusitaniae

C. tropicalis

C. glabrata

C. krusei

Cryptococcus spp.

A, fumigatus

Aspergillus flavus

Aspergillus terreus

Aspergillus niger

Zygomycetes

Fusarium spp.

P. boydii

Trichosporon spp.

>75% 4yBCTBUTE/bHbBIX LUTAMMOB <50% 4yBCTBUTENbHBIX LITAMMOB <5% 4YyBCTBUTENbHbIX LUITAMMOB

1.Diekema D.J. et al. J Clin Microbiol 2003; 41: 3623-6;
2. Nagappan V., Deresinski S. Clin Infect Dis 2007; 45: 1610-1782;
3. Pfaller M.A., et al. J Clin Microbiol 2008; 46: 150-6; 3.
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“*@,"izr HOKCA®UJ1 umeeT LULMPOKUKN CNEKTP 3aperucTpmMpoBaHHbIX NOKa3aHUU

* BopuKoHO30 NOKA3aH 04 Npoguaakmuku "npopeieHelx” 2pubroseix uHexkyuid y auxopadauwjux BoabHbIX
2pYnnbl 86ICOKO20 PUCKA (PEYUNUEHMOE GAT02EHHO20 KOCIMHOZ0 Mo32d, BonbHbixX ¢ peyudusom nelikosa).

1. Hoxcagun® - MHcmpyKyua no meduyuHCKOMY MPUMEHEHUID
2. BugheHd® - MHCcmpyryug no MeduyuHCKOMY NPUMEHEHU

3. Augnokan® - MHCmMpPyKYua no MeduyuHCKoMY MPUMEHEHUIO
4. Mukamun® - MHcmpyxyua no MeduyuHCKoMy NPUMEHEHUID

RU-POS-00036; 03.2020

Tepanua goKasaHHbIX
Npenapar MHOeKLMI Npodunaktuka | MpodunakTUKa Kpunto- Pegkuve peqa;-lpe::rzb;ibm
Candida Aspergillus KaHguaosa acneprunnesa KOKKO3 MMWKO3blI MUKO3OB
Spp- spp.
MO3AKOHA30/T
Oetu n/c 13 net Oa da Oa Oa Oa Oa JiF]
Bspocnble Oa da Oa Oa Oa Oa Da
BOPUKOHA30/1?
Oetv nfc 2 ner Da Oa Da Ja
Bspocnele Oa Oa Oa Oa
®NYKOHA30M?
T T e
Bspocnele Oa Aa “
MWKA®YHIMH?*
Oetn Oa da
Bspocnele Oa Aa




; a [MpocmnakTuka MHBa3UBHBLIX MUKO30B Y OHKOreMaTosIorM4ecKkux
nauMeHToB: 0030p KIMMHUYECKUX UccnegoBaHUN

MpuxusneHue
Xvumunortepanusa MMmmyHocynpeccMBHanA Tepanusa
N = = |

Kon-so HeiliTpodunos (B mn3)

|
]
]
NMosakoHason NozaKoHason
Cornely et al 2007" Ullmann et al 2007°
TR MukadyHrnH
dnyKoHason van Burik et al 2004°
Winston et al 19933
. q}nyHOHason
WUTpaKoHason Goodman et al 1992°%; Slavin et al 19957
. : 2
Mattiuzzi et al 2006 HTpaI{OHESOR
Marr et al 2004°%
TICK — TpaHCMAaHTaLMA TEMONOSTUYECKUX CTBONOBRIX [ e \oooormemmeemmmeeneenesey,
KneTOK BopuKoHaszon
PTNX — peakuMa «TpaHCcMAaHTaT MPOTHE XO3AKMHa» Wingard et al 2010°, Marks et al 2011™

1. Cornely O. et al. N Engl | Med. 2007; Vol.356: 348-359; 2. Ullmann A.J. et al. N Engl | Med. 2007; Vol.356: 335-347;
3. Winston D.J. et al. Annals of Internal Medicine. 1993; 118: 495-503; 4.Mattiuzzi G.N. et al. Antimicrobial agents and
Chemaotherapy 2006. Vol. 50(1): 143-147. 5. van Burik JA et al. Clin Infect Dis. 2004; 39: 1407-1416;

6. Goodman ILL. et al. N Engl ] Med. 1992; 326: 845-851; 7. Slavin MA et al. ] Infect Dis. 1995; 171: 1545-1552;

8. Marr KA et al. Blood. 2004; 103: 1527-1533; 9. Wingard et al. Blood 2010; 116: 5111-5118;

10. Marks D. et al. British Journal of Haematology, 2011; 155, 318-327.
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HOKCA®WUJT — eguHCTBEHHbIW Npenapar, npeacTaBneHHbIX AN
npodunaktukm UM y naumentos ¢ OMJ1 B Poccunckux HaumoHanbHbIX
KIMMUHUYECKUX peKOMeHAaLuaX 2014 ropa

LSSK D254-5730

v 'I.’U ulwmn'l

7

EMATOAOI 4

u TPAHCDY3MOAOT NS

Hematology and Transfusiology

lMpomueozpubkosasa npogunakmuka
CHUXKeHMEe NeTanbHOCTU OT MHBA3MBHbIX
MUKO30B OTMEYEHO NPU UCMNO/Ib30BaHUM
No3aKoHa3sona 414 NepsuYHon
npodunakTnkm y 6onbHbix OMJI.
MpuMeHeHne Apyrux NPOTUBOrPUBKOBbIX
npenapaTos 418 NPOPUNAKTUKMU He
NPUBENO K CHUXEHUIO aTpUBYTUBHOMN
NEeTanbHOCTU OT MHBA3MBHbIX MUKO30B.

Hamuonanbupie
KIMHUYEeCKNEe PeKOMeH/Jannm
0 JMATHOCTHKE ¥ JleYeHMIO
OCTPBIX MUETOMIHDBIX| 1€MKO30B
B3POCAbIX

1’ 2014

[punoxenne Ne 2

HManareascreo "MEAMUINHA®

CasyeHko B.l. u dp. HayuoHanbHble KAUHUYecKue pexomendaquu no duazHOCMUKe U NeYeHUo ocmpbix

MmuenoudHsix neliko3o8 83pocasix. FfeMamonozua u mpaHcgysuonozua. 2014; 1(2): 1-29. RU-POS-00036: 03.2020



HOKCA®WUJIT uMmeeT BLICOKMH YPOBEHb MeXAYHAPOAHbLIX peKoMeHaauun
ana npodunakTuka UMN (acneprunnes, kaHanaos) y naumeHToB ¢ PTIMX
nocne TICK

MNpotue Candida spp.

MeXxXayHapoaHble pekomeHaauum

[ [No3aKoHason ]
UTpakoHason B-I - - C-l
®nykoHason He pek-HO - A-l A-l
BopukoHason B-1 2-B - B-I
NTnnocomanbHblit AmB C-1l 2-B - -
MwuKadyHruH C-Il 2-B A-l -
KacnogyHruH - 2-B - -

1. European Conference on Infections in Leukaemia 5 (ECIL5) Guidelines for Primary Antifungal Prophylaxis 2013
http://www.kobe.fr/ecil/telechargements2013/ECILSantifungalprophylaxis% 2020052014 Final.pdf

2. National Comprehensive Cancer Network (NCCN) Guidelines for Prevention and of Cancer-Ralated Infections Version2,
2015 http:/fwww.nccn.org/professionals/physician gls/pdf/infections.pdf

3. Pappas PG, Kauffman CA, Andes D, et al. Clinical practice guidelines for the management of candidiasis: 2009 update
by the Infectious Diseases Society of America (IDSA). Clin Infect Dis. 2003, 48(5): 503-535.

4. ESCMID guideline for the diagnosis and management of Candida diseases 2012: adults with haematological
malignancies and after haematopoietic stem cell transplantation (HCT).Clinical Microbiology and Infection, 2012; 18 (7).
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MNepBuuHaa npotusorpubrosan npodunakTuka
Yy remaTosiIormyeckux 60abHbIX
(meTtaaHanus 54 PKT, n=12 832)

* 12 ncnonb3oBaHHbIX NpenapaToB (NepopanbHbie
nonuetsol, B/B amboTepuLmnH B, a3p030/bHbIN
amdoTepuumnH B, nnnocomanbHblt ampoTepuumH B,
ampoTepmumH B nMnnuaHbIin KOMNJIEKC, KETOKOHA30A,
G/ZIYKOHA30/1, UTPAKOHA30/1, BOPUKOHA30/1, NO3aKOHA301,
MMKADYHIUH, KacnodyHIMH) n nnauebo

* [lpodunnakTKa NO3aKOHaA3010M DObl1a CBA3AHA CO
3HaYUTE/IbHbIM CHUXEHUEM YACTOTbl MHBA3NBHOM
NoATBEPHKAEHHON TPUOKOBON MHDEKLNN, B LLESIOM, U
WHBA3MBHOIo acneprunnesa, B YaCTHOCTU

C. Lee et al. Antimicrob Agents Chemother. 2018 Jul 27;62(8).
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A Proven Fungal Infection, overall

Contrast to placebo

Random Effects Model

RR 95%—C1 P—Score

I Posaconazole —ll— 0.14 |0.05; 0.38| 0.96 I
icatfungin - 0.5 A4 0, .
Itraconazole - 0.47 [0.31; 0.72] 0.65
Fluconazole —— 0.54 [0.37; 0.79] 0.55
ABLC 0.46 [0.02; 12.92] 0.55
Voriconazole ——1 0.56 [0.24; 1.31] 0.51
Caspofungin o 0.56 [0.15; 2.04] 0.51
aAMB —- 0.58 [0.27: 1.25] 0.49
LLAMB ——— 0.62 [0.19; 2.06] 0.46
iAMB —- 0.65 [0.33; 1.28] 0.42
Oral polyene —_— 0.80 [0.48; 1.35] 0.28
Ketoconazole 1.70 [0.19; 15.22 0.18
Placebo 1.00 0.16

r T T 1
0.1 0.5:1..:2 10
. . .
B Proven Aspergillosis Infection
Contrast to placebo Random Effects Model RR 95%—CI1 P—Score
Posaconazole + 0.13 [0.03; 0.65] 0.95
AAMD e 0. 20, 1. :
Voriconazole i 0.57 [0.13; 2.44) 0.67
Micafungin - 0.68 [0.14; 3.21] 0.60
LAMB - 0.66 [0.11; 3.88] 0.59
Ketoconazole 0.57 [0.02; 15.65] 0.59
Placebo 1.00 0.47
Itraconazole — 1.22 [0.60; 2.46] 0.38
IAMB - 1.55 [0.36; 6.66] 0.30
Fluconazole e 1.42 [0.72; 2.81] 0.28
Oral polyene — 1.54 [0.54; 4.44] 0.27
Caspofungin 3.07 [0.29; 32.31] 0.17
[ T T 1
0.1 0S5 1 2 10

C. Lee et al. Antimicrob Agents Chemother. 2018 Jul 27;62(8).
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MepBuuHaa npoTuBorpnbKoBana npodpuUnaKTUKa

Yy remaTosiIormyeckux 60abHbIX
(meTtaaHanus 54 PKT, n=12 832)

[MpodunnaKkTMKa NO3aKOHA30/10M HE OKas3a/ia 3HaYUTENIbHOTO BINAHUS
Ha CMEPTHOCTb OT BCEX MPUYUH:

1) amnunpunyeckoe HasHa4YeHMne BOPUKOHA30/1a aCCOLMMPOBAHO C
CYLLEeCTBEHHbIM yNy4LLEeHMEeM NPOrH03a MHBa3MBHOIO acnepruanesa

2) pacxoxkaeHue mexxay 3HauMTe/IbHbIM CHUMKEHMEM YaCcTOTbl
MHBAa3UBHbIX IPUOKOBbLIX UHDEKLMNIA N OTCYTCTBUEM BANAHUA Ha
CMEPTHOCTb OT BCEX NMPUUYNH CBA3AHO C NCMO/Ib30BaHUEM
ra/lakTOMaHHaHOBbIX TeCcToB (Hanp., MMKaPyHIMH YyMeEHbLUaeT
4YyBCTBUTE/NIbHOCTb ONpeaeneHmna ralakTomaHHaHa — rmMnoAnMarHoCcT1Ka
MHBA3MBHbIX MMKO30B)

3) nekapcTBeHHOE B3anmoaeicTame ¢ NPoduIakTUYEeCKUMM
aHTUMUKOTUKAMM MOXKET NPUBOAUTL K YBE/IMYEHUIO HETPUDOKOBOI
CMEpPTHOCTU

C. Lee et al. Antimicrob Agents Chemother. 2018 Jul 27;62(8).
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HoBble noaxoAabl: TPAHCNNAHTAUMA,
BKNto4Yaa anno-TICK, B noAMKAUHUKe

MwuenoabnatnsHaa anno-TICK B cneunannm3aMpoBaHHOM AHEBHOM
cTaLuMoHape/ambynaTopHOMN KAUHUKE NPUBOAUT K CHUMKEHWIO
NOCTTPAHCN/AHTALMOHHON CMEPTHOCTU M 3aTPAT Ha IeYEeHME, a TaKKe K
y/IlydLIEeHUo KayecTBa *Ku3Hu (S. Solomon et al., 2010)

A. Bashey et al. nposenu (2008-2015 rr.) mnenoabnatmsHyto anno-TICK B
ambynatopHou KnnHuke y 377 6-x, n3 Hux 311 Bbinucanuncb B TeyeHue 24 y
nocne nHdy3snm TICK, a octaBwmecs, B cpegHem, — Ha D+13

[MpUYMHOM ANA NOBTOPHOW rocnmuTanmsaumnm 6blin: HeMTpPoneHNYecKas
nmnxopagka — 33%, myko3unt — 29%, sHteponaTtma —4,5%

PnbKoBble HPeKuun K D+100 otmeueHbl ToNbKO Y 3 U3 377 nauueHToB
Obuwee KonnyecTso AHen rocnutanmdaumm kK D+100 ymeHbwnaocb Ao 16 aHewn, a
noyTtn 20% 60/1bHbIX HM Pa3y He roCNUTANM3MPOBAIUCL NOC/IE PAHHEN BbIMUCKN;

OCTa/ibHble NOBTOPHO rOCNUTA/IN3NPOBANNUCL: A0 5 aHen — 40%, 6-9 aHen -24%,
>10 aHen — 18%

Ncxopbl nevyeHunna (OB, BBI, yacTtoTa peunanBoB, CMEPTHOCTb, HE CBSA3aHHAaA C
PELUNANBOM) HE OTIMYAZINCL OT TAKOBbIX NPU TPAAULMNOHHOM NMOAX0AE

S. Solomon et al., Bone Marrow Transplantation (2010) 45, 468-475
A. Bashey et al., ASH 2016, abstr. 661 (Blood 2016 128:661)
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UccnepoBaTtenbCcKkue noaxoabl
ANA KOHTPOANA pe3nCTEHTHbIX rPUBKOBbIX UHPEKLUN

YcnewHo ncnbITblBalOTCA LUTOTOKCUYECKMe T-nmumdoumTbl C
aHTureHamu npotms Aspergillus, Candida, Fusarium u apyrmnx
rpMbKoBbIX MHPEKL NI

MynbTucneymduyHbie NPOTUBOrPUOKOBbIE T-KNETKU, KOTOPbIE
MOTYT MPUMEHATLCA N NPOPUNAKTUYECKM

[MpoTnBOrpnbKoBble T-KNETKMU C XMMEPHbIM aHTUTEHHbIM
peuenTtopom (XAP)

MynbtncneundunyHboie XAP T-kKneTku: K peuentopy CD19 n K
aHTureHy Dectin-1 ona KOHTpoOANA acnepruanesa

Deo SS, Gottlieb DJ. Clin. Transl. Immunol. 2015; 4(8):e40.
Kumaresan PR, et al. Cancer Immunol. Res. 2016; 4(1 Supplement): A193-A193.
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OnpepeneHne oNnTMMazZbHOro BpemeHu anA
Hayana npodunaktnku UMM (Kuran)

* Y 141 nauymneHTa nocne ayto- n anno-1I1CK nsyyensl
B3aMMOCBA3UN MeXXay PUCKOM BO3HUKHOBeHUA UTU u

ypoBHAMM IgG, IgA, IgM, a TaKKe Konnyectsom T-, B- u
NK-KneTtok

* Hayano npodunNakTMKKM nocne TpaHCnAaHTaLUUM
Hanbonee uenecoobpasHo npu IgG < 7 mr/mn nnm
konmndectse NK-knetok < 6,5 X 10%/mn

* [lpodunnaKTUKa NnocpeacTBOM ANHAMUNYECKOTO
NMMMYHOHabtoaeHnA (@ He TONIbKO Ha OCHOBE rpynnbil
PUCKA) MOXET YMEHbLNTb 4YacTOTYy BO3HMKHOBeHUA U
WU 3aTpaTbl Ha Ne4yeHune

J. Ma et al. Front Microbiol. 2018; 9: 370.



MpaKTnueckue acnekTbl NPodUNaKTUKMU

Mony4yaeT M NaUMEHT TEPANMIO C BUHKPUCTUHOM,
HeT umKknodochammaom, CUPOIMMYCOM, MPENapaTom, [a
YAAMHALOWMM nHTepBan QT (oHAaHCETPOH u Ap.) unu
nHAayumpyrowmm aktnsHoctb CYP3A4 (kapbamasenuH n gp.)?
NmeeTtca nn HapylweHne GyHKUMUU NeYeHn?

\ 4

NmetoTca NpU3HaKM MYKO3UTa, Anapen,
3aTPYAHEHUA B YCBOEHUM XKUPHOWN NN
WA XKNAKOM nuueBon aobasku? MNonyyaet
I NaUMEHT Tepanuio aHTauuagamm?

MukadyHruH 50 mr/24 4 B/B unm
JlunocomanbHbit amdoTtepuumH B 2 mr/Kr B/B
3 pa3sa B Heja.
JlnnocomanbHbliit AmMdoTtepuumnH B ana
WHranauuii 24 mr 3 pasa B Hea,. C NocaeAyoWwum

Het na

MNo3akoHason 200 mr/8 y

\ 4

NMpeanonaraet yao6cTBO M AOCTYNHOCTb | BopukoHa3zon 200-300 Mr /12 4 BHYTpb

onpeaeneHns CbiIBOPOTOYHOM unu B/B (B/B MOXeT NPUMEHATLCSA
UtpakoHa3on 200 mr/12 4) B

KOHLLeHTpauMmn Ha 3- AeHb Tepanuu

v

<350 Hr/mn

MNepeKkntoyeHne Ha ao3y 200-400 mr/6-

cooTBeTCTBMUN C NEepeHOCUMOCTbIO
a

yepes 7-14 gHeit HasHaueHuem PpayKOHa30Na
per os

4

HenepeHocMmMoOCTb MU
noboyHble 3pdeKTbl

12 4y, HacTamBaTb Ha Npueme cycneHsnm
BMECTe C NULLLEeN 1 onpeaennTb

\ 4

<700
Hr/MA

KOHUEHTPALMIO CHOBA Yepe3 7 AHEN

L.Vazquez et al. Rev Esp Quimioter. 2012;25(4):299-304.
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3aKknw4YeHue

NHBa3MBHble MMKO3bl NPeACTaBAAIOT 3HAUUTENbHYIO Yrpo3y Ans
nauueHTa C OHKoremaTto/siormyeckum 3abonesaHuem

Buonornyeckne ocobeHHOCTN Ho3010rM4YecKou popmbl,
ncnoab3yemble MeToabl ieyeHUnA (BKAoUYasa COBpeMeHHble
HexnmuoTepaneBTUYECKUE CPeacTBa), a TaKKe MHAUBUAYaAJIbHbIE
XapaKTepPUCTUKN NaLUEHTOB ONpeaensaioT PUCK NOABEPKEHHOCTH
WHBA3UBHOMY MUKO3Y

ToyHasa ctpatudmKauma pucka UTU moxket onpegenatTb CTOMMOCTb U
3¢ PeKTMBHOCTb NPOTUBOrPMOKOBOU NpoPUNaKTUKKU: Hanbonee
4YACTO HYXAAITCA B NepBUYHOUN NPOPUNAKTUKE NALUEHTDI C
OM/1/MAC B nepuos, UHTEHCUBHOM XMMUOTEPaNUK, U NaLUEHTbI,
nonydatowme anno-TrCK

JleKkapcTBeHHOe B3aMmoaeincTBMe npenapaTos, UCMNO/Ib3yeMblX ANA
NeYyeHUsa OHKoremarosornyeckux sabonesaHuid, c
npodUNaKTUUECKUMUN aHTUMUKOTUKAMMN MOXKET NPUBOAUTD K
yBe/IMYeHUIo HerpubKoBoi CMepPTHOCTHU
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Cnacubo 3a BHMMaHue!



