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MpodinakTuuHe 3acToCyBaHHA
nesonoxKcaumuHy

ANA nonepepaxeHHn iHdeKuin
y nauieHTiB 3 ynepwe
AIarHoCTOBaHOIO0 Mi€/IOMOIO:
paHaoMi3oBaHe KniHiuHe
AOCNIAKEHHA

Drayson M.T. ma iH. XypHan Health Technol Assess. 2019
Nov; 23 (62): 1-94. 1110 (doi): 10.3310/hta23620.

Bctyn. Mienoma 3yMoBnOE rnMbOKMiA iMyHOLoEDILMT i TSXKI
pekypeHTHi iHdeKkuii. Y Benukint bpuTaHii Wwopoky giarHoc-
TyeTbcs 6an3bko 5500 HOBMX BMNAAKIB LbOrO 3105KiCHOMO
HOBOYTBOPEHHS, NPU LibOMY NPUBAN3HO Y YBEPTi LMX XBOPUX
y nepuwi 3 Mic nicng BCTAHOB/MIEHHSA AiarHO3y PO3BUBAOTLCA
TSKKI iH@eKUii. MauieHTn 3 ynepLue AiarHOCTOBAHOK Mi€NOMOI0
MOXYTb OTPUMYBATW KOPUCTb Bif, NPOPiNaKTUUHOro Npu3Ha-
YeHH$ aHTMOIOTUKIB i3 MeTO nonepemkeHHs iHdeKLiN, npoTe
Len nigxip He € CTaHOAPTHUM MPU MIENOMI Ta MOXe acou,ito-
BaTMCA 3 ATPOreHHMMU iHdekuiamu, ak-oT Clostridium difficile.
Omxe, HeObXiAHO OLIHUTM KOPUCTb | GapMaKOEKOHOMIYHMIA
edekT aHTMbakTepianbHOi NpodinakTMKK B acnekTi Byab-aKux
aACoLiMOBaHNX pU3MKIB.

MeToan. Y pocnifxeHHi 3a yyactio 93 nikapeHb AHrnii, Mis-
HiyHOI |pnaHaii 1 YenbCy nauieHTiB 3 ynepLue AiarHOCTOBAHOO
MIi€ENOMOI0 paHAoMi3yBanu y cniBBigHoweHHi 1:1 ang nep-
opanbHOro npuitoMy nesocdnokcaumHy abo nnauebo npots-
rom 12 Tux Bif, noyaTKy NpoTMMienoMHoi Tepanii. Po3nogain
NaLiEHTIB Ha rpynu 34iMCHIOBABCS NOABIMHUM CNINWUM LUISIXOM
i 6yB n0Ope 36anaHCOBaHMM 3a K/iHIYHMM LIEHTPOM, pO3paxo-
BAHOIO LUBUAKICTIO KNYH6OUKOBOI dinbTpalii Ta nnaHyBaHHIM
BMCOKOL030BOI XiMioTepanii 3 ayToNoriyHoK TpaHCMIaHTaLi€0
cToBOYpOBMX KNiTUH. [NaLieHTIB cnocTepiranu KoXxHi 4 Tux
npotarom 16 Tuxk, NOTiM pa3 Ha pik. [TepBUMHHOK KiHLLEBO
TouKot byna Kinbkictb GebpunbHmx enizopis (abo cmeprTi)
y nepwi 12 TMx nicnga paHaoMmisauii. BTropuHHI KiHLEBI TOUKM
BK/IOYANM KiNbKiCTb BUNAAKIB CMepTi (3arafoMm i MoBA3aHnX
3 iHdeKLi€), TpMBANICTb rocniTanisawii, 4acToTy HOCIMCTBA 1
iHBa3MBHOI iHdeKLii, BiANOBiAb HA NPOTUMIENOMHY Tepanito
Ta ii 3B'130K 3 iHbEKLIED, AKiCTb XMTTA, 3arasbHy BUXKMBAHICTb
npoTarom nepumnx 12 Tux i B nofanbLiomy.

PesynbTtatun. 3aranom 6yno paHaoMizoBaHo 977 nauieHTiB -
489 y rpyny nesodnokcaumHy Ta 488 y rpyny nnaue6o. Y ui-
nomy 6yno 3adikcoBaHo 134 (27 %) nopin (bebpunbHux eni-
304iB, n = 119; Bunapkie cMepti, n = 15) y rpyni nnaue6o
Ta 95 (19 %) nogiit (debpunbHmx enisoais, n = 91; Bunaakis
cmepTi, n = 4) y rpyni nesodnokcauuHy. Lle Bianosigano 3xu-
XEHHI0 pu3unKy dhebpunbHoro enizogy abo cMepTi NpoTaroM
nepwux 12 Tmx Ha 34 % y rpyni nesodnokcauuHy (95 % [l
14-49 %; p=0,002). JleBodnokcauMH TaKOX 3HUXYBAB
PM3MK THWKWX iHPEKLiM nopiBHAHO 3 nnauebo (144 sunanku
y 116 nauieHtis npotn 179 Bunagku y 133 nauientis; p=0,06).
3a vacrtoToto iHdikyBaHHs C. difficile, METULIMNIHPE3UCTETHUM
Staphylococcus aureus 4m rpaMHeraTMBHUMM MiKpPOOPraHi3-
MaMu — NpoAyLeHTaMM B-nakTaMas po3WmMpeHoro cnexkTpa aii
npu ouiHui Ao 16 T rpynu Tepanii CTaTUCTUYHO He Biapi3-
Hanucs. JlesodnokcaumH 3abesnevysas gewo HinbLie HabyTTs
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Prophylactic levofloxacin

to prevent infections

in newly diagnosed symptomatic
myeloma: the TEAMM RCT

Drayson M.T. et al. Health Technol Assess. 2019 Nov;
23 (62): 1-94. doi: 10.3310/hta23620.

Background. Myeloma causes profound immunodeficiency
and recurrent serious infections. There are approximately
5500 new UK cases of myeloma per annum, and one-quarter
of patients will have a serious infection within 3 months of
diagnosis. Newly diagnosed patients may benefit from anti-
biotic prophylaxis to prevent infection. However, the use of
prophylaxis has not been established in myeloma and may
be associated with health-care-associated infections (HCAIs),
such as Clostridium difficile. There is a need to assess the ben-
efits and cost-effectiveness of the use of antibacterial prophy-
laxis against any risks in a double-blind, placebo-controlled,
randomised clinical trial.

Objective. To assess the risks, benefits and cost-effectiveness
of prophylactic levofloxacin in newly diagnosed symptomatic
myeloma patients.

Methods. Multicentre, randomised, double-blind, placebo-con-
trolled trial. A central telephone randomisation service used a
minimisation computer algorithm to allocate treatments ina 1:1
ratio. From 93 NHS hospitals throughout England, Northern Ire-
land and Wales a total 977 patients with newly diagnosed symp-
tomatic myeloma were included. Patients were randomised to
receive levofloxacin or placebo tablets for 12 weeks at the start
of antimyeloma treatment. Treatment allocation was blinded
and balanced by centre, estimated glomerular filtration rate and
intention to give high-dose chemotherapy with autologous stem
cell transplantation. Follow-up was at 4-week intervals up to 16
weeks, with a further follow-up at 1 year. The primary outcome
was to assess the number of febrile episodes (or deaths) in the
first 12 weeks from randomisation. Secondary outcomes included
number of deaths and infection-related deaths, days in hospi-
tal, carriage and invasive infections, response to antimyeloma
treatment and its relation to infection, quality of life and overall
survival within the first 12 weeks and beyond.

Results. In total, 977 patients were randomised (levofloxa-
cin, n = 489; placebo, n = 488). A total of 134 (27 %) events
(febrile episodes, n = 119; deaths, n = 15) occurred in the
placebo arm and 95 (19 %) events (febrile episodes, n = 91;
deaths, n = 4) occurred in the levofloxacin arm; the hazard
ratio for time to first event (febrile episode or death) within
the first 12 weeks was 0.66 (95 % confidence interval 0.51 to
0.86; p = 0.002). Levofloxacin also reduced other infections
(144 infections from 116 patients) compared with placebo
(179 infections from 133 patients; p-trend of 0.06). There
was no difference in new acquisitions of C. difficile, methicil-
lin-resistant Staphylococcus aureus and extended-spectrum
beta-lactamase Gram-negative organisms when assessed up
to 16 weeks. Levofloxacin produced slightly higher quality-
adjusted life-year gains over 16 weeks, but had associated
higher costs for health resource use. With a median fol-
low-up of 52 weeks, there was no significant difference
in overall survival (p = 0.94).
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QALY (pokiB XMTTS, CTaHAAPTU30BaHMX 3a MOr0 SKiCTHO) NpoTS-
rom 16 Tmx, ane acouitoBaBcs 3 HinbWMMM BUTPATaMu pecypcis
O0XOPOHM 340poB4. [pn MefiaHi cnocTepexxeHHs 52 Tux 3a-
rafibHa BUXMBAHICTb Byna ogHakoBoto B 060x rpynax (p=0,94).
BucHoBku. NpoTtaroM 12 TWx Bif, BCTAHOBMEHHS AiarHo3sy Ao-
[laBaHHS 00 aKTUMBHOI Tepanii MenaHoMu NpodinakTMYHOro
NiKyBaHHS NeBOMNOKCALMHOM 3HAYHO 3MEHLUYBaN0 Biporif-
HiCTb pebpunbHUX enisoais i cMepTi 6€3 NiABULLEHHS YacTOTH
ATPOreHHUX iHheKLin abo HociMcTBa. Y MabYTHIX AOCNILKEH-
HAX HeobXiAHO BCTAaHOBMTU OMTUMAJIbHY TPMBANiCTb aHTUOIO-
TUKONPO(IiNaKTUKKM, @ TAKOX 3a LOMNOMOrot nabopaTtopHmx
MEeTOZAIB BUBUMTU BMNIMB NPOPiINAaKTUYHOrO 3aCTOCYBAHHS aHTU-
6i0TMKIB Ha IMYHITeT, 3ananeHHs i aKTUBHICTb XBOPOOMU.

3B’A30K MiXX KaHAUA030M POTOBOI
NOPOXHMHMU Ta TAXKIcTIO Aucharii,
3yMoBeHo1 ximioTepanielo,

y nauieHTiB i3 pakom rosnosu

Ta WKi: peTPOCNeKTUBHE KOropTHe
AOCNIAKEHHA

Saito H. ma iH. XypHan Clin Transl Radiat Oncol. 2019
Oct 31; 20: 13-18. 110 (doi): 10.1016/].ctro.2019.10.006.
eCollection 2020 Jan.

Bcryn. OnHovacHa xiMionpoMeHeBa Tepania (OXMT) npu paky
rofioBM Ta WKT € GaKTOPOM PU3NKY KaHAUA03Y POTOBOI MOPOXK-
HuHK (KPM). Ockinbku Candida spp. € BUCOKOBIipYNEHTHUMMU,
MW BMKOHaNW peTpocnekTUBHE AOCNIAXEHHS, W06 BCTaHO-
BUTH, umn nigsuiye KPI TsxkicTb oucdarii, noB3aHoi 3 MyKo-
3UTOM, Y MaALIEHTIB, ki oTpumyBanu OXTIT.

MeTtoaum. [NpoBeaeHO peTpoCnekTMBHUI aHaNi3 icTopii xBopob
MaLL€HTIB i3 KAPLMHOMAMM POTOBOI MOPOXKHWUHM, IMOTKM Ta rop-
TaHi, Ki OTPUMYBaNM NPOMEHEBY Tepanito 3 OAHOYACHOK XiMio-
Tepaniet Ha OCHOBI umcnnatuHy. OiarHo3 KPI1 rpyHTyBaBCs
Ha MaKpOCKOMiYHOMY BUINSAI CIM30BOT 0600HKU. MOXIMBUIA
3B8'930K Mixx KPI1 i po3Butkom gucdarii 3 ctyneHs (3a Kpute-
piiMK rocTpoi ToKCMYHOCTI OHKONOriYHOI rpynu 3 pagiotepa-
nii — RTOG) ouiHoBanu 32 4ONOMOrOK perpeciinHoro aHanisy.
Kpim Toro, nopisHioBanu MakcuManbHy fo6oBy 403y OMioifiB
y nauientis i3 KPI1 Ta 6e3 Hboro.

Pesynbratu. 3aranom B aHani3 Bknwumunm 138 nauieHTiB
i3 pakoM ronosu Ta Wi, aki otpumysanu OXIMT B ogHOMY Kni-
HIYHOMY LeHTpi SnoHii. Ha MOMeHT BCTaHOBNEHHS AiarHosy
KPM 19 (37 %) nauieHTiB yxe Manu gucdarito 3 cTyneHs.
Cepep 30 xBopuXx, SKi OTpMMyBanu NpoTUrpubKoBy Tepanito,
y 12 (40 %) cnoctepiranocs kniHiuHe noripleHHs. PerpeciviHuii
aHani3 i3 NoNpaBKOK Ha YMCIEHHI GakTopu Nokasas, wo KPI
He3anexHo acouitoBaBcs 3 aucdarieto 3 crynens (BP 2,75;
95 % Al 1,22-6,23; p=0,015). MauieHtn 3 KPI notpebysanu
3HAYHO BMLWOT 403U onioiaiB (y MOpdiHOBOMY eKBiBaneHTI
45 vs 30 mr/poby; p=0,029).

BucHoBku. KaHanao3Ha iHbekuis cnpuynHgae pedpak-
TepHy ancdarito. JouinbHUM € NpoBeAeHHS NPOCNEKTUBHUX
[OCNiAXeHb, Wob BCTAHOBUTU, YU MOXe MpoTUrpubKoBa
npodinakTuka 3MEeHLWMUTU TAXKICTb aucdarii, nos’a3aHoi
3 KaHAMA030M.
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Conclusions. During the 12 weeks from new diagnosis, the
addition of prophylactic levofloxacin to active myeloma
treatment significantly reduced febrile episodes and deaths
without increasing HCAIls or carriage. Future work should
aim to establish the optimal duration of antibiotic pro-
phylaxis and should involve the laboratory investigation
of immunity, inflammation and disease activity on stored
samples funded by the TEAMM (Tackling Early Morbidity
and Mortality in Myeloma) National Institute for Health Re-
search Efficacy and Mechanism Evaluation grant (reference
number 14/24/04).

The association between

oral candidiasis and severity
of chemoradiotherapy-induced
dysphagia in head

and neck cancer patients:

a retrospective cohort study

Saito H. et al. Clin Transl Radiat Oncol. 2019 Oct 31;
20: 13-18.doi: 10.1016/j.ctro.2019.10.006.
eCollection 2020 Jan.

Background. Concurrent chemoradiotherapy (CCRT) for head
and neck cancer (HNC) is a risk factor for oral candidiasis (OC).
As Candida spp. are highly virulent, we conducted a retrospec-
tive study to determine whether OC increases the severity of
dysphagia related to mucositis in HNC patients.

Methods. We retrospectively analyzed the cases of consecutive
patients with carcinomas of the oral cavity, pharynx, and lar-
ynx who underwent CCRT containing cisplatin (CDDP) at our
hospital. The diagnosis of OC was based on gross mucosal ap-
pearance. We performed a multivariate analysis to determine
whether OC was associated with the development of grade
3 dysphagia in the Radiation Therapy Oncology Group (RTOG)
Acute Toxicity Criteria. The maximum of the daily opioid doses
was compared between the patients with and without OC.
Results. We identified 138 HNC patients. OC was observed
in 51 patients (37 %). By the time of their OC diagnosis,
19 (37 %) had already developed grade 3 dysphagia. Among
the 30 patients receiving antifungal therapy, 12 (40 %) showed
clinical deterioration. In the multivariate analysis, OC was
independently associated with grade 3 dysphagia (OR2.75;
95 % Cl 1.22-6.23; p = 0.015). The patients with OC required
significantly higher morphine-equivalent doses of opioids
(45 vs 30 mg/day; p = 0.029).

Conclusion. Candida infection causes refractory dysphagia.
It is worth investigating whether antifungal prophylaxis
reduces severe dysphagia related to candidiasis.
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MdakTopu pu3MKy 3 60Ky nauieHTa
inayKoBaHux ximioTepanieio
HYAOTM Ta GnI0BaHHA:
CUCTEeMaTUUHUK OrNaA,

Mohammad Mosa A.S. ma iH. XypHan Front Pharmacol. 2020;
11:329. 110 (doi): 10.3389/fphar.2020.00329.

06r'pyHTYBaHHS. |HoYKOBaHI XiMioTepanie HynoTta Ta 6:to-
BaHH$ (IXHB) € ogHMMM 3 HaliHeNPUEMHIWMX NOBIYHUX edeKTiB
LbOro NlikyBaHHA. EMeTOreHHicTb xiMioTepanii noainserbcs
Ha 4 kaTeropii pu3nKy: MiHiManbHWI, HU3bKWUIA, MOMIPHWIA | BU-
COKMW. BUIineHHs uux KaTeropin rpyHTyeTbCS HA BiACOTKOBIM
YacTui nauieHTiB, aKi cTpaxpatotb Ha IXHB 3a BiacyTHOCTI aH-
TMEeMEeTUYHOTO NiKyBaHHS: 1) MiHiManbHO eMeToreHHa XimioTe-
panis - <10 %; 2) H1u3bkoeMeToreHHa ximiotepanis — 10-30 %;
3) noMipHO eMeToreHHa ximiotepanis - 30-90 %; 4) BMCOKO-
emeToreHHa ximiotepanisa - >90 %.

MerTa. BussneHHs daktopis i3 60Ky nawieHTa, Lo iCTOTHO BMK-
BaloTb Ha pu3uk IXHB, Ha ocHOBI cucTeMaTUUHOro ornsaay ni-
TepaTypu.

Metoaum. MpoeeneHo nowyk y 6a3i paHux MEDLINE 3a knto-
YOBUMM C/IOBAMU «aHTUEMeTUKM», «IXHB», «bakTopu pusnky».
Y pocnipxeHHs 6yno BkaoyeHo 49 nybnikauiin.

Pesynbtatu. 27 pocnipkeHb nokasanu, Wo Bik € GakTopoM pu-
31Ky IXHB, npuyoMy 26 i3 HUX BUSIBUAW, LLLO PU3UK A1 MOTOAMX
NaLiEHTIB € AOCTOBIPHO BULIMM, QHIDK ANS OCI6 MOXMNOrO BiKY.
Y xopi aHanisy 5 pocnipxeHb, aki posrnananu Bik sk 6esne-
pepBHY 3MiHHY, 6yn0 39COBaHO, LLO Ha KOXeH 1 pik BiKy pu3unK
IXHB 3poctae Ha 4 %. CTaTb NpoaHani3oBaHo B 32 AOCNIIKEHHSIX,
18 3 akux nigTBepannu, WwWo pusunk IXHB € BUWMM Ang XiHOK,
aHix ans yonosikiB. CymapHe BigHoweHHs waxcis (CBLL) cra-
HoBuno 2,79 (95 % pnosipunii iHTepean ([AI) 2,26-3,44). Buwum
pu3nkoM IXHB xapakTepr3yBanncs NaLieHTH 3 HXKYMM piBHEM
VPKMBAHHS aNiKOroito, NpoTe C/1if, 3a3HaUMUTH, O B AOCTIAKEHHSIX
cnocTepiranucs iCTOTHI BiAMIHHOCTI B MeTOLaxX BU3HAYEHHS
PiBHS BXXMBaHHS a/IKOro1t0, LLLO MOIO CTaTU [KEPENoM MOXMOKMU.
XBopuM 3 IXHB nig yac nonepesHix LMKAiB XiMioTepanii Takox
6yB NpuTaMaHHui BULWMI pu3nk IXHB npy npoaHanizoBaHoMy
umkni (CBLU 5,14; 95 % [l 4,15-6,36). IHWi dakTopun pusnky
BKJIOYANIM PAHKOBY HYAOTY, TPUBOXKHICTb NOMiPHOr0/BUCOKOIO
piBHA, ouikyBaHHS IXHB, He3aa0BiNbHMUI QYHKLIOHANBHMI CTaH,
MPUHANEXHICTb A0 a3iaTCbKOT pacu, BIACYTHICTb NpUIMOMY iXi
nepep ximioTepanieto Towwo. MNaLieHT Ha paHHIX LMKAax xiMio-
Tepanii (<3) Manu BuLmit pusmk IXHB.

BucHoBku. Lleii cucteMaTuHuiA ornsg, BUSBMB 1 y3araib-
HMB DaKTOPU PU3MKY, O LOCTOBIPHO MiABULLYHOTb iIMOBIPHICTb
IXHB. BusiBneHHs naujieHTiB Bucokoro pusmnky IXHB no nouatky
xiMioTepanii € BKpan BaXJIMBMM, OCKifIbKM OAE OHKOJIOraM
3MOry CeIeKTUBHO MPU3HAYATH iM aHTMEMETUYHY Tepanito.
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Patient-related risk factors
for chemotherapy-induced
nausea and vomiting:

a systematic review

Mohammad Mosa A.S. et al. Front Pharmacol. 2020; 11:
329.doi: 10.3389/fphar.2020.00329.

Background. Chemotherapy-induced nausea and vomiting
(CINV) is one of the most unpleasant side effects of chemo-
therapy. The emetogenicity of chemotherapy is divided into
4 risk categories: minimal, low, moderate, and high. These
categories are divided based on the percentages of patients
who suffer from CINV without antiemetics: (1) minimal eme-
togenetic chemotherapies have <10 % risks, (2) low emeto-
genetic chemotherapy - 10-30 %, (3) moderate emetogenetic
chemotherapies - 30-90 %, and (4) high emetogenetic che-
motherapies - >90 %.
Objective. To identify patient-related factors that significantly
impact the risk of CINV by conducting a systematic review of
the literature.
Methods. Search in the MEDLINE database. The search terms
were included “antiemetics”, “CINV” and “risk factors”. Finally,
49 articles were included in this study.
Results. 27 studies confirmed that age is a risk factor of
CINV. Out of those 27 studies, 26 studies confirmed that
younger patients are at higher risk of CINV than older pa-
tients. 5 studies that regarded age as a continuous variable
showed that the risk of CINV is reduced by 4 % with the
increase of age by 1 year. Sex was analyzed in 32 studies
and of those, 18 studies confirmed that female patients are
at higher risk of CINV than male patients. The summary odds
ratio (SOR) was estimated to be 2.79 (95 % confidence inter-
val (Cl) 2.26-3.44). Patients with lower alcohol intake were
at higher risk of CINV. It is important to acknowledge that
the studies may have inherent biases due to the limitations
of measuring alcohol use. Patients experiencing CINV during
the prior chemotherapy treatment cycle were at higher risk
of CINV during their current cycle (SOR 5.14; 95 % Cl 4.15-
6.36). Other risk factors included morning sickness, moderate
to high anxiety, expectancy of CINV, poor performance status,
Asian race, having no meal before chemotherapy etc. Patients
in earlier cycles (<3) also were at higher risk of CINV.
Conclusions. This systematic review study has identified
and summarized patient-related factors that significantly
impact the risk of CINV. The identification of patients at high
risk for CINV prior to the initiation of a chemotherapy regimen
is imperative. Oncologists may be able to selectively focus
on more comprehensive antiemetic treatments on high risk
patients.
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