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IEPEKJIAJ TEKCTY IHCTPYKIIII ITPO 3ACTOCYBAHHSI JIIKAPCBKOI'O 3ACOBY
JXEPKABHOIO MOBOIO, 3ACBITYEHWA NIIIIACOM 3ASIBHAKA ABO
YIHOBHOBAKEHOI'O HUM IIPEJXCTABHHAKA 10 PEECTPAIIIMHOI'O MOCBIIYEHHA

Ne BILJX

JATITOMIITAH — niodixizoBanuii MOPOMOK /ISt HPUTOTYBAHHS PO3THHY JUIs iH’ €Ki
Meiitean ®@apmaceioTikans, Iak., CIIIA

OCHOBHI BJIOMOCTI 3 IHCTPYKIII IJIsI MEAUYHOTI'O 3ACTOCYBAHHSI

Ie#t xoporkuii orisy He MiCTHATH yciel iHGopMarii, HCO6XI,I[H01 s 6e3neudoro Ta eQexTHBHOIO
3acTocyBaHHs upemapary JAIITOMIINWH JCA IH’ €KIIIN. Hus. mOBHY iHCTpyKLito JUIA
MEIUTIHOTO SaCTOCYBaHI—ISI TpETIapary JATTTOMILIVIH JJLA IH? €KIIIT.

JAITTOMILIVH pns in’ exuiif, 1yi1 BHY TPIITHEOBEHHOI'O BBEICHHS

IlepBunne cxBanenns B CIIIA: 2003 p.

IIOKA3AHHS TA 3BACTOCYBAHHA
JlanroMinuH Ut 16’ €Kil — e NMONenTHAHAN aHTHOaKTepianbHui TiKapChKUH 3aci0, mokazaHuH
JUIA JIIKyBaHHS:
yckIamHeHux indexmnii mkipa ta M’ skux Tkasud (yIIIMT) y gopociux ta niTel BikoM BiA
1 nmo 17 poxkis (1.1);
. lH(beKI.IlI/I KPOBOTOKY (6aKTepleM11') cupuauHeHuX Staphylococcus aureus, y IOPOCIHX
TAIi€HTIB, y TOMY YHCII y IaIieHTiB i3 npaBoGiTHMM iHQEKIIHHIM EH/I0KAPAUTOM (1.2);
«  iHdexuil kxpoBoTOKY (GaxTepiemil), cipuauHeHHX Staphylococcus aureus, y TiTel BIKOM BiXT
1 mo 17 pokig (1.3).

Ob6MexeHHst MO0 3aCTOCYBAHHA

o lantoMmimus s iH €Kil He ToKa3aHuii A1 JTiKyBaHHs THeBMoHiI (1.4).

o JTanTOMIIIMH TS i1’ €KITiH He OKa3aHyii I JIiKyBaHHS JIiBOOIYHOIO in¢dexmiiiEoro eHAOKapaANTY,
cupuauHeHoro S. aureus (1.4).

* JlanTOMINMH I iH’€KIil He peKOMeH,uyeTBc;{ 3aCTOCOBYBATH IITSM BIKOM Jio 1 pOKY y 3B 3Ky 3
PHU3HUKOM TIOTCHI[IHHOTO BIJIMBY Ha M 5[30By, HEPBOBO-M’SI30By Ta/ab0 HEPBOBY CHCTEMY
(nepudepryHy Ta/a6o LEeHTPaIBHY), IO CIIOCTEPIraBes y HOBOHAPODKEHHX cobak (1.4).

JUtst 3MeHIeHHS PO3BUTKY pesrcTeHTHOCTI Oakrepii Ta 36epe>xepms e(peKTHBHOCTI ,[{arrromuuﬂy
ISt i’ eKmiil Ta iHIMX AHTHOAKTEpiaNbHUX JKAPCHKUX 3aco0iB J[anTOMIMWH Uli iH’ €Ki (%) 13
3aCTOCOBYBATH JULA meBaHHﬂ 60 npodinaxTaKa mume THX iH(eKiil, ImoKo IKHUX HoBeneHO abo
icHye o6rpyHTOBaHA MifO3pa, IO BOHK ClpuyHHeHi 6akrepisvu (1.5).

CIIOCIB 3ACTOCYBAHHS TA 1031
Jlopoci namieaTi ) ]
JIOpOCIHM HaIieHTaM IIpenapaT BBOASATH BHYTPIIIHBOBEHHO y 0,9 % po3umHI HATpLO XJIOPHIY
IUIIXOM iH’ €Kil MpoTaroM 2 XBHEIHH a60 ingysii mporsrom 30 xeuwmmH (2.1, 2.7).
PexoMenmoBanuii peykuM J03yBaHHS JULS JOPOCIIHX nanienTis (2.2, 2.4, 2.6):

Kuaipenc kpeatuniny (CLCR) Pexum qo3yBaHHsA
yIIIIMT BakTepiemis, cipHYAHEHA
npotsirom 7-14 nHiB S. aureus
npoTsiroM 2—6 TH:KHIB
> 30 mi/xB 4 mr/xr 1 pa3 Ha 24 roquHu 6 Mr/kr 1 pa3 Ha 24 roquHU
< 30 MII/XB, BKJIIOYAIOUH 4 mr/xr 1 pa3 Ha 48 TONEH 6 mr/xr 1 pa3 Ha 48 TONMH
reMoIiai3 Ta MOCTIHHIEH
aMOynaTopHuHi
MEePUTOHEANBHHH Aiari3
(CAPD)
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( Y JAH1 IIDOBCICHHS FeMO 13y npenapa'r BBOJATH II1CJIA saBepmeHHﬂ HpOHCﬂypH reMoa1ajnsy. J

HauienTy nemiarpuyaoro mpodiao (T

e Ha Bigminy Bin uopocnnx, npenapat HE ci1in BBoqUTH HamieHTaM HeIiaTPHIHOIO
mpodiio musxoMm in'exuii mpoTArom 80X (2) XBUIMH. 2.1,2.7)

e IIpemapar ciix BBOJOUTH NAIliCHTaM IIeIiaTPEIHOTO IPOdIITIO BHYTpPIITHLOBEHHO Y p031II/IH1
Hatpiro xiopuny 0,9 % musxom indys3ii mpoTsarom 30 a6o 60 XBUIHH, 3aJICXKHO BiJ BiKy.
(2.1,2.7)

e PexoMeHIOBaHHI PEXKUM JI03y BAHHS IS TIALIEHTIB IeAiaTpUIHOTO npodimo (BiKoM Bix 1
1o 17 pokis) i3 yIIIIMT, 3anexHo Bix Biky (2.3):

Bikora rpyna HMo3za* TpHBaJIiCTh JIKyBAHHSA ]
Bix 12 no 17 pokis 5 mr/kr 1 pa3 Ha 24 ronuHu y
surisni indysii mpotsrom 30
XBUJIMH
Bix 7 mo 11 pokis 7 mr/xr 1 pa3 Ha 24 TOJMHHA Y
ursiai iBdysii mpotrsarom 30
XBUIMH
Bix 2 10 6 pokiB 9 mr/xr 1 pas Ha 24 roguHY ¥ Jo 14 nuis
surAi iHdy3ii mporsirom 60
XBUJIMH
Bix 1 poky mo MeHITe 2 pOKiB 10 mr/kr 1 pa3 Ha 24 TOIUHA Y
BurIAAl iHGys3ii mpoTsrom 60
XBHJIUH
‘PexoMeHI0BaHE O3yBaHHs HaBEIEHO I AiTeH BikoM Bix 1 1o 17 pokiB 3 HOPMATBHOIO
dyHaKIieco aupok. Kopekiiro 1031 i giteli 3 mopymiennsM QyHKIIT HUPOK HE BCTAHOBJICHO.

e PexoMenmoBaHWil peXXuM HO3YBaHHS LA miteit BikoM Bim 1 mo 17 POKiB 3 GaKTepiEMIEIO,
CIIPHYHHEHOIO *S. aureus*, 3aJIeXHO Bifl BiKy (2.5):

. Tpusaaicrb
B *
IKOBa rpyna Ho3a riKyBaHES
gin 12 y10 17 poxis 7 mr/xr 1 pa3 Ha 24 roAnHY y BEDIIAAL indys3i
rnpotsroM 30 XBHIAH
Bix 7 mo 11 poxis 9 mr/kr 1 pa3 Ha 24 TOAWHE y BATTIAA iHOY3i TTo 42 muis
npoTsaroMm 30 XBUJIMH
Bin 1 10 6 poKis 12 mr/xr 1 pas Ha 24 roguHA y BATILAL iBQY31i
npoTsaroM 60 XBUIMH

‘PexomMenaoBaHe 103yBaHHSI HABEJECHO LT miTeit BikoM Bix 1 mo 17 pokis 3 HOpMAIBLHOIO ¢byHKIiEI0 HAPOK. Kopexuito
JO30 I miTedt 3 mopymeHHsamM GyHKOIl HIPOK He BCTAHOBJICHO.

IcHy!OTH iHINi JiKapchbKi (OPMH JAITOMINHHY, SIKI BIIPI3HSIOTHCS YMOBAMH 36ep1raHH;1 Ta
TIPOLEMYPOIO BimHOBIEHHS po3umHy. HeoOxiaHo PETEIbHO JOTPEMYyBaTHCsS IHCTPYKIH IIOJIO
BiJTHOBIICHHS Ta 36epiraHHs, HaBeACHUK y MapKyBanHi. (2.7)

He 3aCTOCOBYBAaTH pa3oM 3 €IACTOMEPHHMH iH(Y3IAHIMA IIOMITAMH ReadyMED® y mopocnux Ta
niteit (2.9).

JIIKAPCBHKI ®OPMHU TA 1O3YBAHHSI

Jns im’exuiit: modimizosanuit mopomok (350 mr) Mt DPUTOTYyBaHHA PO3ZTHHY Yy dmaxoni [
OJHOPA30BOroO 3aCTOCyBaHHS (3)

Poranescka H.A.



IMPOTUITIOKA3AHHSI
Bcranosnena rinmepuyTnMBicTh A0 AANTOMINUEY (4)

JIKAPCBKA ®OPMA TA JO3YBAHHASA
Jlna im’exnidi: 350 mr, miodimizoBannil MOPOIIOK JUIA BiTHOBICHHS Y ¢akoHi I 0JHOPA30BOTO
3acTocyBaHHA (3).

IMPOTUIIOKA3AHHSI
Binoma rinmep4ayTimsicts J10 JanToMinudy (4).

OCOBJINBOCTI3ACTOCYBAHHA

ABadinakTaani peakuii/peaxmii rimepuyrmsocri (y ToMy €WHCAi Taki, Mo 3arpoxyioTh
’KATTIO): [PUIONHATH 3aCTOCYBaHHA JANTOMIMHYy Ta IIPOBECTH BifHOBiAHE JIKyBaHHA
O3HaK/caMITOMIB (5.1). o
Mionatisi Ta pabgomiosis: KoHTpOmoOBaTH piBeHs kpearunpocdoxinasn (KOK) Ta cTan nanlenTis
1010 osBU GO0 abo cabkocti y M s3ax. Y pasi mineumernss pisas KOK abo po3saTKy Miomartil
CIIif PO3TIIHYTH MOYIIABICTS IPHITMHEHHS 3aCTOCY BAHHS JanToMilTzHy (5.2). .
Eo3nH0(piIbHA MTHEBMOHIN: IPUIUHUTA 3aCTOCYBaHHS JANITOMIIHAHY Ta PO3IJLAHYTH MOXIHUBICTD
JiKyBaHHS CHCTEMHHMHE KOPTHKOCTEpoigamu (5.3).

Jlikapcbka peakmis 3 €03HHO(LIICI0 Ta CHCTEMHHMH CHMUOTOMAaMH (DRESS): NpuniHATH
3aCTOCYBaHHS JANTOMIIUHY Ta MPA3HAYWATH BiIIOBiTHE JiKyBaHHSI (5.4).
TyOyaoiatepcraniansauit  Heppur (TIH): mnpunvauTH 3aCTOCYyBaHHS NAnTOMIIMHY —Ta
TIPU3HAYHTH BiAMOBigHe MiKyBaHHA (5.5). )
Ilepudeprana HeiiponaTis: CIIOCTEPIraTH 3a CTAHOM MAIi€HTIB MOJO NOABH O3HAK HeliponaTii Ta
PO3TIISTHY TH MOKIIHBICTE IPUIIMHEHH 3aCTOCYBaHH mpenaparty (5.6). _
IoTenuiiinnii BIUIB HA HepBOBY Ta/a60 M’S30BY cHCTeMy y AiTed BikoM 10 12 micamis: cmjg
YHHKATH 3aCTOCYBaHHs JaOTOMIIWHY Y IMiif BikoBil rpymi (5.7).

Hiapea, acouiiiosana 3 Clostridioides difficile: y pa3i BAHUKHEHHS miapei HEOOXimHO IPOBECTH
BizmoBigue oO6cTexenHs naieHTa (5.8).

Hepcucrywua a6o penuauBy09da daKkTepieMin/eHI0KAPIUT, cupudnHeHi S. aureus: TPOBECTH
IOCITi/IPKEHHS 9y TIIMBOCTI Ta BUKJIOYATH HAsBHICTH i30JIbOBAHUX BOTHHII indexii (5.9). o
3HmKeHH edeKTHBHOCTI: 3HIKEHHS €()EeKTHBHOCTI CIOCTEPIranocs y HOOPOCIHX ManieHTiB i3
HOMipHHM NOPYINeHHsSM (BYHKIIiT HEpOK Ha novarkoBoMy pieHi (5.10).

IOBIYHI PEAKIIII .
TlopocyTi MamieHTH 3 VeKTaaHeHuMu indexuisaMu mKipy Ta M’ skux Tkaagd (YIIIMT): HAWJaCTIIMUMU
HOGIYHMMHA peaKIisiMy, II0 BHHHKATH ¥ > 2 % JOPOCIHX HallicHTIB i3 yIIIIMT, sxi oTpuUMyBaJIi
JAnTOMILMH Y 7031 4 Mr/kr, 6yim aiapesi, TOJNOBHME Oinb, 3aIlaMOPOYEHHS, BHCHIL, BiII,XI/IJ'IeHH.‘H
NOKasHUKIB (YHKii TediHKW, mTigBumeHHs piBHI KpeatuH(pocOKiHAH (KOK), indexuii
CE4OBMBIIHMX IIUIAXiB, apTepianbHa rinoTeHsis Ta 3amurmka (6.1). .

TTiTi 3 VeKIaTHeHAME iHdeKIisMy mKipy Ta M saKkuX Tkaaad (YIIIIMT): HattgacTinmMu 11061L11m}vm
PEaKIisMHE, IO BEHAKAIH y > 2 % JiTel, SKi OTpUMYBalH JAITOMIIIHH, Gymu iapesi, GoBaHHs, OLIb
y KHUBOTI, CBePOIK, I1i(BHINEHHS TeMIIepaTypH Tina, nigsumenss pisaa KOK ta TOJIOBHUH 6im-> (6.1).
Jlopocii mamieHTH 3 OaKTepieMicIo/eHIOKAPANTOM, CIPHUMHEHUMH S. aureus: HaM4aCTIIMAMHA
HOGIYHHME PpEakIisiMM, IO BHHHKAMKM y > 5 % HalieHTiB 3 GaxTepieMi€ero/eHIOKapUTOM,
CIPUYMHEHUMH S. qureus, aKi OTPAMYBAIM JAITOMIIMH Y 71031 6 Mr/KT, 6yJIH CEICUC, OaKTePIEMIS,
OuIb y XHMBOTI, OUNb y rpyaHid wiitmi, HaOpsK, 6inb y [IOTIi Ta TOPTaHi, CBepOiXK, MiABUINCHE
ITOTOBUILIEHHS, Oe3conHs, miapumenns pisast KOK Ta aprepiaipHa rimeprensis (6.1).

TliTH 3 GakTepieMicIo. CIPHYHHEHOO S, gureus: HaWdacTIMIMH TOOIYHHMHA peaxiisMy, 110 BUHUKAIIH
y > 5 % niTeii, sKi OTpAMyBaJIX JAITOMIIIMH, Gy A GIIOBAHHS Ta ITi IBAIICHHS PiBHS K®K (6.1).

Poranescka H.A.
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JIna mosimomsenns npo IMJIO3PIOBAHI ITOBIYHI PEAKI{I 3Bepraitecs [0 KOMIAHII
Meitheal Pharmaceuticals, Inc. 3a HomepoM 1-844-824-8426 a6o mo FDA 32 HOMEpOM 1-800-FDA-
1088 4w wepe3s BeGeaiit www.fda.gov/medwatch.

IndopMario Mmoo KOHCYJIFTYBaHHS MAIlI€HTIB THB. Y pozaini 17.

ITepermsmyTo: 1/2026

IMMOBHA THCTPYKUIA JUISI MEAAYHOI'O 3ACTOCYBAHHA: 3MICT*

1 ITOKA3AHHS 10 3ACTOCYBAHHSA

1.1 Vexnanreni indexnil mxipu ta M’ sxux Tkagud (YIIIMT) .
1.2 Indexuii kpoBoToKy (GakTepiemis), ciprauaeHi Staphylococcus aureus, y NOPOCTUX Taii€HTiB,
y TOMy WHCHI y NamieHTiB i3 NpaBoOiYHAM iHdeKiiHUM EHJOKAPAUTOM, CIPHIMHCHI
METHIWIIHOYY TIIMBUMHE T4 METUIMIIIHOPE3UCTCHTHUMH IITAMaMH

1.3 Tadexuii kpoBoToKy (6axTepiemis), cupuumHeni Staphylococcus aureus, y miteit BikoM Bix 1 10
17 pokiB

1.4 O6MEKEeHHS 1010 3aCTOCY BAHH ]

1.5 3acTocyBaHH:S

2 CIIOCIB 3ACTOCYBAHHS TA 103U

2.1 BaxiBi BKa3iBKY MO0 TPUBAJIOCTI BBEICHHA

2.2 Jo3yBaHHS I NOPOCIAX HAIICHTIB 3 yCKIaTHEHUMH iHGeKIisMH MIKip¥ Ta M’SIKHAX TKAHUH
(yILIIMT)

2.3 Jlo3yBanHs A4 diteii BikoM Bixg 1 10 17 pokiB 3 yCKIaTHEHAMU iEdexisaMu MKipH Ta M’ AKHX
tkaauH (yIIIMT)

2.4 JTo3yBaHHS JUIS JOPOCIHX HALi€HTIB 3 iHQEKIisMU KPOBOTOKY (6axTepieMieto), COPUIHHEHAMHA
Staphylococcus aureus, y ToMy YHCI IJIs TMAIEHTIB i3 npaBobivHuM iHQEKIIHHAM CHIOKAPIATOM,
CHPHYMHEHUMH METHIHTIHOYy TAMBAMH Ta METHITHIIIHOPE3UCTEHTHAMHE [ITaMaMH ‘

2.5 Jlosysanus s gitedl Bikom Bim 1 go 17 pokiB 3 iH}eKuisMH KPOBOTOKY (6axTepiemiero),
copuuanHeHuMHU Staphylococcus aureus

2.6 JTo3yBaHHS IS NIAIUEHTIB i3 OPYIIEHHIM QyHKIHT HUPOK

2.7 IIpuroTyBaHHs Ta BBEACHHS JanTOMIIUHY JULS iH’ €Ki

2.8 CyMicHi po3uwuu JJIs BHY TPIITHBOBEHHOTO BBEICHHS

2.9 HecyMicHICTD

3 IKAPCHKA ®OPMA TA TO3YBAHH/
4 ITIPOTUITIOKA3AHHA

5 OCOBJIMBOCTI 3ACTOCYBAHHA

5.1 AnadinaxTrgsi peaxmii/peakuii rinepayTIMBOCTI

5.2 Miomnarist Ta pabaomionis

5.3 EosuHodinbpHa THEBMOHIST

5.4 JlikapceKa peakiis 3 €03uHOGIIi€I0 Ta CHCTEMHUMH CAMITOMAaMH (DRESS)

5.5 Ty6ynointepcrumiansauii Hedput (TIH)

5.6 [lepudepuuna HeHpONATLI o

5.7 TloTeRnilHyif BIUIMB Ha HEPBOBY Ta/a60 M’A30BY CHCTEMY y IiTeif BIKOM /0 12 mics1iB

5.8 iapes, acoyiiiosana 3 Clostridioides difficile

5.9 Ilepcucryroda abo penuIuByOUa BaKTepieMis/eHI0KapAnT, CIIpHUYUHEH S. aureus .

5.10 3mmkeHHs eheKTHBHOCTI y Mami€HTiB i3 MOMIpHHM TOPYIICHHIM byHKiil HAPOK HA
[IOYaTKOBOMY PiBHI

5.11 IlineummenHs MDKHAPOAHOTO  HOPMAII30BAHOTO pimmomenas (MHB)/momoBxeHHA
IIPOTPOMOIHOBOTO Hacy

5.12 PO3BHUTOK PE3UCTEHTHOCT] OAKTEPIH
Poranescka H.A.



6 IIOBIYHI PEAKITII
6.1 Jlocsin KIiHIYHAX JOCITIIHKEHD
6.2 TTocTMapKeTHHIOBHUiA TOCB1M 3aCTOCYBaHHI

7 B3AEMOJ/I 3 IHINIMMHA JIIKAPCBKAMH 3ACOBAMH
7.1 Iuri6itopu I'MI'-KoA-peaykrasu _
7.2 BIummB sikapchbKoro 3aco0y Ha pe3ynbTard J1abopaTopHUX JOCIIKCHB

8 3BACTOCYBAHHSI B OKPEMHUX I'PYITAX ITATIIEHTIB
8.1 BaritHicth

8.2 T'ogyBanHs rpyIto

8.4 3acrocyBanHs IiTsIM

8.5 3acTocyBaHHs Mani€HTaM JiTHHOTO BIKY

8.6 IamienTy 3 mopymeHHsM GYHKITIT HEPOK

10 IIEPEJO3YBAHHA

11 OITHC

12 KJITHIYHA ®APMAKOJIOI'TA
12.1 Mexaunism aii

12.2 ®apmakogunHaMika

12.3 ®apmakoKiHETHKA

12.4 Mixpobiosoris

13 JOKJIIHIYHA TOKCHUKOJIOI'TA
13.1 KanneporeHes, MyTareHes, OpyIeHH GepTHIBHOCTI
13.2 Tokcuxkonoris 1a/abo hapmMaKooris y TBapuH

14 KJITHIYHI JOCJILJIKEHHSA
14.1 Vcknanreni iHdekIii mKipy Ta M’ AKUX TKAaHWH
14.2 BakTepiemist/eHnoKapwT, CiprauHeri S. Aureus

15 HOCHJIAHHS

16 ®OPMA BHITYCKY/YMOBH 3BEPITAHHS TA IIOBOKEHHA

17 IH®OOPMAIIIA JIJI5I KOHCYJIbTYBAHHSI IMAITIEHTIB

* Pozmimu abo mimpo3aiim, BifCyTHI y MOBHiM iHCTpYKIii AN MEIWYHOTO 3aCTOCYBaHHH, HE
3a3HaYeHi.

MOBHA IHCTPYKIISI JJISI MEJJUYHOT'O 3ACTOCYBAHHS

1 IOKA3AHHA 10 3ACTOCYBAHHSL

1.1 Yckaaaneni indexnii mKipH Ta M’ IKHX TKAHHH (yIIIIMT)

IpomoBkyeMo mepeKiam y ToMy camoMy crwii. Hassu MiKpOOPraHi3MiB 3aMIIAI0 JIATHHHUICIO, &
TEPMiHOJIOTIIO Y3TOKYIO 3 MOTIEPENHIME PO3ILIaMH. ' '
JlanToMinuH [yis iHeKITil MoKa3aHui A7 JTIKyBaHHS JOPOCIHX Ta miteit BikoM Bix 1 g0 17 poxiB 3
YCKIIAMHCHAMH iHGQEKIisMA IIKipA Ta M’ SIKHX TKAaHWH (yIIIIMT), copWYMHCHEME Ty TIMBUMHA
i3onsiTAMM TAKEX TPAMITO3WTHBHEX Oaxrepiit: Staphylococcus aureus (BKITIOYATOYH METHIHIIH-
pesucTenTHI mTamMamm), Sireptococcus pyogenes, Slreptococcus agalactiae, Streptococcus

dysgalactiae subsp. equisimilis Ta Enterococcus faecalis (nuire mtaMu 9y TIHBL 10 BAHKOMILIHHY ).

Poranescxa H.A.
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1.2 Indexnii xpopoToxy (6akTepiemin), cupuumHeni Staphylococcus aureus, y AOPOCIAX
nanieHTiB, y TOMy wuMcIi y NANi€HTIB i3 NpaBoGidHEM iHEKMiHHMM eHXOKAPAUTOM,
COPHYMHEH] METHIMIIHOYY TJIMBUMH T2 METHIHUIIHOP€3NCTEHTHAMH M TAMAaMH

JlarrToMiTImHE s i €Kil MOKA3AHMH [ MKy BAHHL JOPOCIIHX HAIIEHTIB 3 iH(eKiisMu KPOBOTOKY
(6akrepiemiero), cnpuunnenuMmu Staphylococcus aureus, y TOMY gHCal MOPOCIHX MAalli€HTIB 13
NpaBoGidHEM  IHQEKHiMHEM  EHAOKAPIUTOM, CHPHYMHCHAMH  METHIMIHOYYTIMBAMH  Ta
METHITMITIHOPE3UCTEHTHUMY IITAMaMH.

1.3 Indexnii kpoBoToxy (6axTepiemis), cnpuanneni Staphylococcus aureus,y mireit BikoM Bin
1 mo 17 pokis

JanroMinme is iR’ €Kil moKa3aHui [T JiKyBaHHS fiteil BikoM Bin 1 mo 17 poKiB 3 iHdexuiamMu
KPOBOTOKY (6akTepieMicro), cripranHeHuME Staphylococcus aureus.

1.4 O6MekeHHs MO0 32CTOCYBAHHS

JlarrroMitmH st 16’ €Kit He IOKa3aHui I JiKyBaHHS THEBMOHII.

JlanToMinmH A7s iH €Kil He TTOKa3aHuil s JiKyBaHHS JiBOOITHOrO irdexniitnoro CHJIOKaP/IHATY,
cnpuauHeHoro S. aureus. KiliHiuHe TOCHIIDKEHHS MATTOMIIUHY UL iH’€KIIid y ZOpOCIHX IAIIEHTIB
3 iH(EKIisIMHI KPOBOTOKY, COPHUIHHEHHMA S. Gureus, BKIIOYAI0 0OMEKEHY KUIBKICTB JIaHIX OZO
manienTie i3 MBOGIYHAM iHDEKIIHHIM eHIOKAPIUTOM; PE3YILTATH JIKyBAaHH Y [IUX MAI[IEHTIB Oy
He3a0BLIbHAMY [1uB. po3nin «Kminiuai mocmimkenns» (14.2)]. 3acrocysanns JlanToMIIMHY UL
1H’€KIIi# ¥ TaIfieHTiB 3 eHA0KapAUTOM IIPOTE30BAHOIO KITAllaHa HE BUBYAIOC.

JanromMinuu g in’eximiit He peKOMEHIY€ThCS 3aCTOCOBYBATH miTaM BikoM 10 1 pOKy y 3B’A3KY 3
DH3HKOM IIOTEHIIHHOTO BIUIMBY Ha M S30By, HEPBOBO-M’30By Ta/abo HEpBOBY CHCTEMY
(nepudepruny Ta/ab0 MEHTPAIBHY), MO CIOCTEPIraBest y HOBOHAPOIDKCHAX cobak [muB. pO3ILIH
«Oco6muBocTi 3acTocyBaED (5.7) Ta «J[oKiIiHITHA TOKCHKOJIOTis) (13.2)].

1.5 3acrocyBanns )
Heo6xiqHO OTpHMATH BiAIOBiAHI 3pasky JLs MIKPoGIONOTIHHOTO JOCTIKEHHS 3 METOIO BU/ILICHHA
Ta inerTHOiKamiil 36y MHUKIB iH(peKUii, a TAKOX BASHAYCHHS 1X Ty TIMBOCTI 10 JANTOMIIAHY. _

JIist 3MEHIIeHHsT PO3BUTKY PE3MCTEHTHOCTI OaKTepil Ta 30epekeH s eeKTHBHOCTI <fﬂaanmmugy
VTS iH° €Kiy Ta (HmmX aHTHGAKTepianbHuX JTIKAPCHKIX 3ac00iB «JlanToMinuH UL m’emuﬁ». CHif
3aCTOCOBYBATH JIAINE JUTs MKyBaHHs abo IpodinakTHKu irdexmiii, Moo AKHX JOBEICHO abo icHye
06rpyHTOBaHa I1i/I03pa, M0 BOHU CIIPUYAHEH] 9y TIIMBUME 10 HOTO OaxTepisiMA. o '
3a HaABHOCTI pe3yNbTaTiB OAKTEPiOJIOridHOTO NOCHI/KEHHS Ta BH3HAYCHHT HyTIHBOCTI ix cmp
BpaxOBYBAaTH IIpH BEOOPI 260 KopeKmii antrbakTepianbHol Teparii. 3a BiJICYTHOCTI TaKHX JaHWUX IIPH
eMImipuuHoMy BHOOpi Tepamii ciiZi BpaxOBYBaTH MiCITEBi emizeMioorigai HaHi Ta XapaKTep
9y TIMBOCTI MikpoopraHisMiB. EMmIipwuny Tepamilo MOXXHA PO3IOYATH IO OTPUMAHHS PE3ylILTaTiB
JIOCIIi/I’KEHb.

2 CIIOCIB 3ACTOCYBAHHSA TA 103U

2.1 Ba)xuBi BKa3iBKH MO0 TPHABAJIOCTI BBEIEHHS

Hopocai

Binmosimamit 06’eM BiTHOBIEHOTO Po3dHHY «JanToMiluHy I il €Ki (xoHIeHTpAaLst 50 MI/MIT)
BBOZSTH JOPOCIIAM IIAI{i€HTaM BHY TPIMIHBOBEHHO IIUIAXOM iH’ €Kil IPOTATOM 2 xBuuH 200 MIIIX0M
BHY TPiIIHBOBEHHOI iHQY3ii mpoTsrom 30 XBAMMH [AUB. PO3ILITH «Cmocib 3acTocyBaHHA Ta JO3H»
(2.2,2.4,2.7).

Hiru BikoMm Bix 1 mo 17 pokis .
Ha sigminy Big nopocnux, gitasm HE CJILJA BBOguTH «JlanTOMIiITUH JJis 1M’ exIIiky MUIAXOM iH’ €KIL
IPOTSATOM 2 XBUJIUH.

Jliti BixoMm Bix 7 mo 17 pokis: «JlanToMiums Uit il €Kmii» BBOAATH BHYTPIIIIHHOBEHHO IIIIXOM
indys3ii nporarom 30 XBUIKH [1UB. pO3ALIH «Croci6 3acTocyBaHs Ta o3m» (2.3, 2.5, 2.1
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Tlitn Bikom Bin 1 o 6 pokiB: «JanTOMINUH UL im’ekuitty BBOIATH BHYTPIIIHBOBEHHO IMISIXOM
indysii mpotsrom 60 XBHIHH [1UB. posnim «Croci6 3acTocyBaHHA Ta 103K (2.3,2.5,2.7)].

2.2 {o3yBaHHA AJIid AOPOCIHX naienTiB 3 yCKJIATHEHMMH indexniamMu mMKipH Ta M’SAKHX
TkanuH (YIIIIMT)

JlanTOMilH [/ il €KIi# y 1031 4 MI/KI BBOASTE JOPOCIAM [aIieHTaM BHYTpimEb0BeHHO B 0,9 %
posunHi HaTpio xopuny 1 pas Ha 24 romaEy nporrom 7—14 JTHIB.

2.3 JlosyBanus mus giteit Bikom Bix 1 g0 17 pokiB 3 yCKIagHCHAMHI indexuisvMu MKipH T
M’ saxax Tkaang (yIIIIMT)

PeKOMEHIOBaH] peKAMH 103y BAHHS 3aJI€XKHO Bifl BIKy UL JliTedi 3 yCKIaTHEHUMHE iHOEKIiIMH IIKipA
ta M’sxux TkammH (y[[IIMT) maBemero B Tabmuui 1. JlanToMinue s iH’€Kif BBOATH
BHYTpimEKOBeHHO B 0,9 % posuuHi Harpito xuopuay 1 pas Ha 24 TomuHY IpOTAroM mepiomy o 14
IHIB.

Taomuusa 1. PexoMenaoBane 103yBAHHS JANTOMIIIMHY /I i’ excniii y mirel BikoM gig 1 mo 17
POKIB 3 yekJIagaeHaMH iHdexnigMu MKIpH Ta v’ siux TaaaH (YIIIIMT) sanesxHo Bix BiKy

Bikoa r p N TpuBamicTh
pyna €KUM J03yBaHHS e —
pix 12 zo 17 pokis 5 mr/kr 1 pa3 Ha 24 TO/MHA Y BATJIA] IHQY3II
rpotsiroM 30 XBHJIHH
iz 7 no 11 poKis 7 mr/xr 1 pa3 Ha 24 Toxuny y BUrAAL iHY3il
npotsiroM 30 XBUIHMH )
1 A  indyai o 14 mHiB
BiZi 2 10 6 POKiB 9 mr/xr 1 pa3 Ha 24 TOIVMHE y BATLAAL 1HQY31
nporsiroM 60 XBUIHH
Bix 1 poky 1m0 Menme (|10 mMr/kr 1 pa3 Ha 24 TOOUHH Y BHTIAAL iHY3il
2 pokiB nporsaroM 60 XBHIIH _J

* PeKOMEHIOBAHMUI PEXUM TO3YBAHHI HaBEICHO I miteit BikoM Bin 1 10 17 pokiB 3 HOPMAIBHOIO $YHKIIEIO HUPOK.
KopekIixo 1031 mis fiTeit i3 mopymersEaM GyHKIIT HIPOK He BCTAHOBJICHO.

2.4 JlosyBaHHs A8 /OPOCJAHX NAIIEHTIB 3 indexuisIMH KpPOBOTOKY (6axTepiemicio),
cupauanaennvu  Staphylococcus aureus, 'y TOMY queai sl MANiEHTIB i3 npasodIaHAM
iHpexniinnm E€HI0KAPIATOM, COpUYHHEeHAMH MeTHINJIIHOTY TIMBUMH TA
METHIHIIHOPE3HCTeHTHHMH MITAMAaMH

JanToMinuH g id €Kil BBOIATH BHyTpimHboBeHHO B 0,9 % PO3UHHI HATPIIO XJOPHIY Y 103i
6MI/KT JOpociuM TariedraM 1 pa3 Ha 24 TOAHHHM MPOTATOM 2-6 Taxuip. Jlagi mono Oe3mexku
3acTocyBaHHS JlanTOMIIMHY MJIA iH’€KIiH IPOTAroM Gimpmre HiK 28 mHIB € oOMexeHHMH. Y
xniniusoMy mocmimkxenni III ¢asu zaramom 14 mopociux [AIEHTIB OTPAMYBAIM JAIITOMIIHH
mporsarom Gineine mixk 28 AHIB.

2.5 losyBanus s aireii Bikom Bix 1 o 17 poxkis 3 indexnisMm KpOBOTOKY (6axTepiemiero),
cupaaunHeHumMu Staphylococcus aureus

PeKOMEH/IOBaHI CXeMy NO3YBaHHS 3aJeXaTb Bill BiKy /I IOiTel 3 indexiisMu KPOBOTOKY
(6axTepiemiero), CIPUIMHEHUMH S. gureus, HABCICHO B tabmmL 2.

JlanTOMIIMHE /I8 iR’ €Ki BBOIITEH BHY TPIITHBOBCHHO B 0.9 % po34MHi HATPIIO XIOPULY 1 pazua 24
TOMHH IIPOTATOM Iepiomy 10 42 mHiB.

Poranescka H.A.
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Ta6auns 2. PexomennoBane no3ysanaa JanToMilumy s in’ exuiii y gireit Bikom Bix 1 xo 17
POKiB 3 GaKkTepieMicro, CIPHYAHEHOIO S. AUreus, 3aJI€eKHO BiJ BiKy

i TpuBajicTh
*

Bixosa rpyna Ho3a J-—— J
pix 12 110 17 poxis 7 mr/xr 1 pas Ha 24 roauHy y BUTIAAI iHgy3ii npoTsaroM

30 xBHIIMH
min 7 ;o 11 pokin 9 mr/kr 1 pa3 Ha 24 roguEy y BATTEAL iHY3ii MpoTAroM To 42 nmiB

30 xBHIHH
Biz 1 10 6 poKis 12 mr/kr 1 pa3 Ha 24 roguHH y BHTILIAL iHGY3i

npotsrom 60 XBHIHH

* . -~ . . . . .
PexOMEH/IOBAHE I03yBaHHA HABEIEHO WISt AiTell BikoM Bix 1 710 17 POKIB 3 HOPMATBHOIO dyHKuieio BUpoK. Kopekuiro
03U JUIS AiTel i3 mopymenasM (QYHKII HUPOK He BCTAaHOBJICHO.

2.6 o3yBaHH#A 1,19 NAIiCHTIB i3 HOpymIEHHAM yHKIii HEPOK

Jdopocai namiearn

Jopocam nanienTam i3 Kiipercom kpeatrainy (CLcr) > 30 Mi/XB KOpeKulis 1034 HE noTpidHa.
PeKOMEHIOBaHMH PeXHAM M03yBaHHs J[anToOMINMHy [iis 1K’ €Kil st A0pocmX narienTiB i3 CLcr
<30 MiI/XB, y TOMYy uHMCHi jUisl MAl(€HTiB, AKi nepeOyBalOTH Ha remozianizi abo moCTIHHOMY
amMbyaTopHoMy uepuToHeamsHoMmy miamisi (CAPD), cramoButs 4 MI/KT (TIpH  YCKIAJHEHHX
inbekmisx mxipy Ta M’sxux Tkammp (yIIIMT)) a6o 6 Mmr/kr (upH: indexmisx KpPOBOTOKY,
crpudamHeHnx S. aureus), 1 pas Ha 48 rogus (Tabmuiis 3).

VY aHi IpOBeAEHHS reMoianisy, SKIIo e MOXKIHBO, JlanrTOMIIIHE TS 1K’ €KILiH il BBOJHMTH TicIs
3aBepIIEHHs TPONEAypPH TeMOiamizy [IuB. poO3IiiH «Ocobmsocti 3acrocysannsy (5.2, 5.10),

«3acTOCYBaHHS B OKpeMHEX Ipynax nauiestisy (8.6) ta «KiiHiuHa dapmaxonoris» (12.3)].

Ta6auns 3. Pexomennosane go3yBanans JlanTominuHy Ans in’ exuii y 1opocanx HamicHTIiB

Pexxum a03yBaHHA 1JIA
. . PesxuM q03yBaHHSA JJIS popocaux: indexuii
K .
nipenc xpearuminy (CLcR) popocaux: yIIIIMT KpPOBOTOKY, COpH™IHHEH1
S. aureus

LZ 30 Mi/xB le mr/kr 1 pas Ha 24 romﬂ\é mr/kr 1 pas Ha 24 romzml—l
< 30 MJI/XB, BKJIFOYAIOUH TeMOJIiaIi3 Ta
nocTiiHuH aMOyTaTOpHUR 4 mr/xr 1 pas Ha 48 Togun* ||6 Mr/kr 1 pa3 Ha 48 rogug*
nepaToneapanit mianiz (CAPD)

% . 3 N N v 5 § - . . o
V pasi MoxsmBocTi JIanTOMIIIUH I iH’ €Ki CiiiZi BBOAUTH IICII 3aBEPIICHHA niamisy B JHiI HOTO
MIPOBEICHHS.

Hitn
Pexxum jo3yBanus JlanTOMIIUHY IS iF’eknili y miTed i3 MOpYIICHHAM ¢ynxnii HEPOK HE
BCTAHOBJIECHO.

2.7 IlIpuroryBanns Ta BBeJeHHs JANTOMIIMHY IS in’ exaxiin

ICHY¥OTB iHTI TiKapehKi OPME MaNTOMILWMHY, SKi MAFOTH BIMIHHOCT] OO IPOUEAYP BiJIHOBIICHHS
Ta YMOB 30epiranus. HeoO6XiTHO peTeabHO JOTPUMYBATHUC NPOLEAYD BijHOBIEeHHA Ta 30epiraHHsd,
OIMCAHMX Y il IHCTPYKIIii.
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Bionosnenna JJTanmomiyury ona in’exyiii y gnakoni

JlarrroMinpe I 1K €Ki mocTtadaeThes y (rakoHax UL OXHOPA30BOIO 3aCTOCYBAHHS, KOXKCH 3
SKEX MicTuTh 350 Mr AAmTOMINHHY y BHIJISAL CTEPHILHOrO Tio(ini30BAHOTO MOPOIIKY. Bwict
¢bnakona JlanToMinmHy Ul iE’€KIiM CHiN BITHOBHTA 3 HOTPHMAHHIM IIPaBHII aCenTHKH [0
KOHUEHTpaii 50 MI/MJI TAKHM YHHOM:! .

1. I[o6 3amoGirtu CHOiHIOBAaHHIO JHKapchkoro 3acofy, YHUKAUTE iHTEHCHBHOIO
CTpyIIyBaHH/360BTyBaHHs (BIIaKoHa I Jac abo TicJisg BiIHOBIICHHS.

2. 3mimits momimpominenosuii kosnadok Tamy flip-off 3 praxona JTanToMiluHy AL iH’ €Ki,
TaK, o6 [NeHTpaTbHA YaCTHHA TyMOBOI IPoOKH OyJiia BLIBHOIO.

3. IIpoTpiTh BEPXHIO MOBEPXHIO TYMOBOi IPOOKH CIHPTOBOK CEPBETKOIO ab0 1HIAM
AHTHCEITTHIHAM PO3YHHOM Ta JaiiTe iif BuCOXHYTH. [1icist OUMIIECHHS HE TOpKaiTecs TyMOoBOl
IPOOKH Ta He Oy CKalTe ii KOHTAKTY 3 6yIb-AKOIO HIIOIO MOBEPXHEIO.

4. TloBinsro BBEmiTH 7 M 0,9 % DO3UMEY HATDIIO XJIOPHAY Uepe3 HEHTP TyMOBOi npoOKH y
$maxon 3 J[anTOMIIMHOM UL iH’ €Ki, CIPSIMOBYIOTH TOJIKY UL TIEPEHECCHHS pO3uYMHY HA
cTiHKy (rakoHa. PEKOMEH/yEThCS BUKOPHCTOBYBATH CTEPUIIBHY TOIIKY 3i CKOIIEHUM KIHIIEM
(xai6py 21G a6o MEHIIOro JiaMeTpa) 9 Ge3TONKOBHH IPUCTPIl; TIpH BHKOPHCTaHHI TOJNKH
il citii cipsMoBYBATH A0 CTiHKH (QIIaKOHA.

5. TlepexonaiiTecs, mo BeCh MOPOINOK JanTOMILMHY s iH’exmiii 3MoueHui, 00EpEKHO
obepraroun ¢akoH.

1. 3aymmre 3Mouenmii npenapar y crokoi Ha 10 XBIHH.

2. TlotiM dakoH ciig 0GepeKHO IIOBEPTATH/IIEPEBEPTATH MPOTATOM ZIEKiITBKOX XBHIIMH IO
OTPUMAHHS IIPO30POr0 BifIHOBJIEHOTO PO3dHHy. EHEpriifHOTO CTPYIIyBaHHs/300BTy BAHHA
HeoOXiIHO YHUKATH, MO06 3amobirTd CIiHIOBaHHIO JIIKaPCHKOTO 3aco0y.

IncTpyxkmii mono BBegeHHS

[lepen BBemeHHSAM JKApChKi 3aco0KM A IMapeHTEPaTbHOrO 3acTOCYBAHHA CIinm Bi3yaJIbHO
MIEPEBiPATH HAa HAABHICTH MEXaHIIHUX BKIFOUCHb.

TloBiybHO BinGepiTh BigHOBNEHMI po3wuH (50 Mr manToMinuHy B 1 MI) i3 ¢1akoHa 3a TOTIOMOIOIO
CTEPHIBHOI TOJIKH 31 CKOIICHHM KiHneM Kamiopy 21G a6o MEHIIOro AiaMeTpa.

BBOjpTe mpenapaT IIgXxoM BHY TPIillTHEOBEHHOL i’ exuii abo iHdy3ii, K OIMCaHO HIDKIC!

Hopocui
Buympiwnvosenna in’exyia npomsazom 2 X6UnuH
e TiabLKHM A JOPOC/INX IANIEHTIB TTPA BHYTPIIHEOBEHHOMY BBEJICHHI (B/B) HUISXOM iH’ €KL
IPOTATOM 2 XBHJIMH: BBEiTh BiAMOBiIHEH 00’€M BiIHOBICHOTO PO3THHY JlanroMinuHy LI
i’ exuiit (kormenTpanis 50 Mr/mi).

Buympiwnvoeenna inghyzis npomszom 30 xeunun
o Jlns mHyTpimmboBeHHOI iH(Y3ii (B/B) AOpOCTHM namiearam mporsroM 30 XBHITHH:
BLAMOBLIEMH 06°€M BiZHOBIGHOTO po3uuHy JlarTominusy ns iH’ el (xormenTpanis 50
MT/MJT) CITiJ] IOJATKOBO PO30aBHTH 3 IOTPHUMAaHHAM IIPABUII ACCTITHKH Y 50 M1 0,9 % po3urHy
HaTpiro xjaopuay B iHby3iiiHOMY MaKeTi.

JiTu Bixom Bix 1 g0 17 pokis
BuyTpimnboBenna indysia nporsarom 30 ado 60 xsuana

e Ha igminy Bixm mopocmux, gitsm HE CJIIL BBOIMTH JanToMinMeE AUt iH €KIHH MIITXOM
i’ exuii IpoTSroM 2 XBHIIHH [AuB. po3ain «Crocid 3acToCyBaHH: Ta JO3H» 2.1)].

o Jlna enympimnvosennol ingysii npomszom 60 xeunun Oimam gixom 6i0 1 00 6 pokig:
BiAMOBiEMI 06°€M BiAHOBICHOro pozunHy JlanToMinuHy mns i €Ki (xonuenTpanis 50
MT/MIT) CJTizl TOAATKOBO PO3BECTH 3 JOTPHMAHHSIM IIPaBHIl aCCITHKH Y 25 M 0,9 % po3uury
HaTpifo xynopuay B iHdysifiHoMy maxeri. IIIBUIKICTD iHdysii npoTsrom 60 XBUIKMH NOBUHHA
cranoBuTHu 0,42 MI/XB.

Poranescka H.A.
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o na enympiunvoeennoi ingysii npomsizom 30 xeunuwn Oimsm 6ikom gi0o 7 0o 17 poxis:
BiMMOBiAHMI 06’eM BifHOBIEHOro posunny JlanToMinuHy s i €Ki (xounentpanis 50
MI/MII) CITiJT JOAATKOBO PO3BECTH 3 JOTPHUMAHHAM IPABUII aCEITHKH Y 50 M 0,9 % po3zumay
HaTpilo XIopumy B iHdysittomy naxeri. IIBUAKICTS iHDY3il IPOTATOM 30 XBHJIUH TIOBUHHA
cTaHoBUTH 1,67 MII/XB.

TIpenapar He MiCTHTEH KOHCepBaHTiB abo GakrepioctaTuanuX 3aco0is. 1pu IPUTOTYBaHHI KiHIIEBOTO
PO3UHHY I BHY TPilIHEOBEHHOTO BBEACHHS (B/B) HEOOXiHO HOTPUMYBATHCS IPABHIT ACCIITHKH. He
CJIiJ{ IIepEBHINYBATH HABEACHI HIDKIE TEPMIHH Ta yMOBH 30€piranHs BiXHOBJICHOIO Ta PO3BE/ICHOr0
po3unHiB JanToMinuHy JUIA iH’ €Ki MiciId NPHroTyBaHHA. HeBukoprCTaHUM 3aJIMIIOK IPEapary
CJIiJT YTHIII3YBaTH.

VYMmoBH 36epiranns JanToMinuny 1Is iH €Kil mic/s BigHOBJIEHHS i3 32CTOCYBAHHAM CyMicHHX
PO39YHHHHKIB /I BHY TPiIIHHOBEHHOI0 BBEICHHSI

JlocTi ke HHS. CTaGiIBHOCT] IOKA3aIIH, IO BiTHOBJICHUH PO3UHH Y (JIaKoH] 3aIHIIAETHCS crabinbHIM
npotsaroM 12 TomuH Ipu KiMHATHIM TeMepaTypi Ta 1o 48 TOMUH IpH 30epiraHHi B XOIOIUIBHUKY
upu Temmepatypi Bix 2 °C o 8 °C (Bix 36 °F g0 46 °F).

PosBenenuit pozurH B iHGbY3iffHOMy NaKeTi 3QIHIIA€TBCS CTAOLIBHAM IPOTIAIOM 12 romuH npH
xiMHATHi# TeMmepatypi Ta 48 roaus pu 36epiraHHi B XOJOMWIGHEKY. 3arajibHuH 1ac 36epiranHs
(BiiHOBIIEHOTO po3uMHY Y (hIAKOHI Ta PO3BENECHOrO PO3UHHY B iH(Y3iAHOMY [IaKETi) HE IIOBHHEH
MEpPEBUINYBaTH 12 ToAWH TpH KiMHATHIN temrneparypi abo 48 romauH IpH 36epiragHi B
XOJIOAUIIEHUKY .

2.8 Cymicui po3auHM UIsI BHY TPIllHH0BE€HHOI0 BBECICHHHA
JlarroMine o il ekt cymicauii 3 0,9 % po3uuHOM HATPiro XJIOPUAY JUIA iH’ €KL} Ta PO3IHHOM
Pirrepa 3 naxraToM it 16’ €KIIii.

2.9 HecymicHicTb

Janromitue i iH’eKitii HecyMiCHRH 13 POZUMHHHKAMH, IO MiCTITB JIEKCTPO3Y.

JlanToMIIMH Ui 11’ €Kil He CJIiJf 3aCTOCOBYBATH Pa30M 3 CIaCTOMCPHAMH imdysifaEIMA ITOMIIAMI
ReadyMED®. Ilix wac mjocmifkeHb CTabiTBHOCTI PO3UHMHIB JanTominme i iH’eKMid, IO
30epiranucs B emacTOMEpHHX iHQY3IHHHX OMIIax ReadyMED®, Gy10 BHSBICHO IOMIMIKY (2-
MepKanToGeH30Tiazon), sKa BHMHABAjacs 3 Marepianry Iiel [OMIOBOI CACTEMH B pPOSHAH
JlanToMiluHy IS il €KIIiH.

OcCKisibKy HasSBHI nume obMe)KeHi maHi moxo cyMicHocTi JanToMinuHy I iH exmiit 3 imn_}mg
pedYOBUMHAMHM [JIsi BHYTPIIIHBEOBEHHOTO BBE/ICHHA, HE crin momaBaTH Oymb-siki J00aBKH abo 1HII
JmiKapcehKi 3aco6u Mo ¢uiakoHiB JlanToMIMH UL iH’ €Kil 111 OOHOPA30BOr0 3aCTOCYBaHHS 1M N0
iHGy3ifHNX TaKeTiB, a TAKOX HE CIiJ{ BBOMAUTH X OJHOIACHO 3 J{anToMilIMHOM JULT iH’€KIiH Jepe3
ofiHy ¥ Ty caMy BHyTpiIHbOBEHHY iHbY3iHHY TiHiO.

SIKImo oxHa ¥ Ta cama BHYTpilTHBOBEHHA iH(Y3iliHa JiHis BUKOPHCTOBYETBCS UL MOCTIiIOBHOTO
BBEJICHHSI PI3HHX JIKapcbKHX 3acobiB, il CTif IIPOMHTH CyMICHMM DPO3YMHOM JULA
BHYTPIIIHBOBEHHOTO BBEICHHS (B/B) 10 Ta Hicid indysii JanToMIIuH UL 1H’ €KIiH.

3 JIKAPCBKA ®OPMA TA JO3YBAHHS

Jns in’exyii: 350 Mr manTOMINHHY Yy BHIJISUI CTEPHJIBHOIO modimizoBaHoro MOpomKy abo
miodinizoBagoi MacH Bin GiZO-KOBTOTO 0 CBITJIO-KOPMIHEBOTO KOJNBOPY LT BiTHOBIEHBS Y
¢dIrakoHi A 0THOPA30BOr0 3aCTOCYBaHHS.
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4 IIPOTUIIOKA3AHHSA )
JanToMinuH IUIS iH’€KIiff ITIPOTHIIOKA3aHMH Harlie€HTaM i3 BigoOMOIO TiHEPUyTIMBICTIO IO
manToMinuHy [uB. po3min «Ocobmsocti 3acTocyBanusm (5.1)].

5 OCOBJINBOCTI 3ACTOCYBAHHA

5.1 AuaditakTHasi peaxuii/peakuii rimepIyTIHBOCTI

I[Ipr 3acrocyBaHHI aHTHOAKTEpiabHUX JIKAPCHKUX 3acO0iB, y TOMY yucil JAOITOMINUHY UL
ek, moBimomusnocs mpo aHadLIAKTHIHI Ppeakmii/peakiil TilepuyTIHBOCTI, AKi MOXYThb
3arpo>XyBaTH JKHUTTIO. .
V pasi BUHHKHEHHS aleprivHoi peakiiil Ha TamTOMIlKH ULt iH’ €Ki 3aCTOCYBaHHS IIPENapaTy Cil
IPHOMHUTY Ta PO3IOYATH BiAMOBIAHE JIIKyBaHHS [WB. posain «IToGigHi peaKmii» (6.2)].

5.2 Mionarisa Ta padaomionis

IIpu 3acTOCyBaHHi AANTOMIHHY IIOBIAOMISIOCS IIPO BHIIAIKA Miomnarii, 0 BH3HAYAECTHCA AK OLIB
a60 crabkicTh y M’s3aX y MOEAHAHHI 3 IIiIBHINEHHAM PiBHI kpearardochokinazn (KPK) Gimpme
HiX y 10 pasis mopiBHAHO 3 BepxHBOIO Mexeio Hopmu (BMH). Takox TIOBiIOMJISTIOCS TIPO BAIIAIKH
pabIoMioi3y, IO CYIPOBOIKYBABCS 260 HE CYIPOBOIKYBABCS TOCTPOIO HUPKOBOIO HEJOCTATHICTIO
[muB. posmin «IToGiumi peaxuii» (6.2)].

[ManieHTiB, AKi OTPAMYIOTH JAIITOMIUMH I iH’€KIIiH, CIILX CIIOCTEpiraTy 100 HOSBH GOIIO abo
cnabKocTi y M’g3aX, oCOGNMBO y QUCTaNBHEX Bijinax KinmiBok. Y TamieHTiB, fKi OTPHUMYIOTh
JanToOMimueE Ui iHekmid, pisenr KO®K cimif KOHTPOIOBATH IIOTIKHA, a ¥ [amieHTiB, K1
HEIIOJABHO OTPHMyBaIM 200 ONHOYACHO OTPHMYIOTBH JiKyBaHHS igriditopamu IMI'-KoA-

peIyKTasy, a TakoXK y TAIi€HTiB, y SKMX MiJ d9ac JHKyBAaHHA NANTOMIIHHOM Ui 1H EKI1H
criocrepiraeTecs miapumenHs piBHI K@K, - qacrilmne.

V IOpOCIHMX MAIi€HTIB i3 mopyImeHHsaM GyHKIIl HEPOK CIIiJ| KOHTPOJOBATH SIK dyHKIIiI0 HUPOK, TaK
i pirers KOK uacTimme Hix o7¥H pa3 HA TIKICHD [IUB. pO3IimA «3acTOCYBaHHS B OKpEMUX Ipynax
namienTisy (8.6) ta «Kniniuaa dapmaxomorisy (12.3)]. ¥ nocnimkerasx 1 ta II dasm 3a y4acTio
mopociux migpumenns pisast KOK CIIOCTEPIrayiocs 4acTilne, KOIu MATOMIIAH BBOJMIIM JacTIIIC
HiX OJIMH pa3 Ha f06y. TOMy JAnTOMIiIHH HE CIIi/{ BBOIHTH yacTiMle HUX OMMH pa3 Ha Ko0y. .
V mopocnmx HauieHTiB i3 TopymreHHsM (QYHKII HEPOK (QyHKIiO HHPOK Ta piseas KOK cmix
KOHTPOJIFOBATH YaCTillle HiXk OJMH pa3 Ha THKIEHD [IMB. PO3ALTIH «3aCTOCYBAHHS B OKPEMHX rpymax
narieHTisy (8.6) Ta «Kiniuaa dapmakomnorisy» (12.3)]. ¥V HOCHImKEHHAX dazu 1 Ta KIHIYHHX
nocHimKeHHsX (pasy 2 3a yUacTIO TOPOCITHX i ABHINCHHS piBus KOK, sk Bugaerses, cnocwpira.nogﬂ
YacTile NpH 3aCTOCYBAHHI JAIITOMIITAHY Oibilie OZHOTO pasy Ha n00y. ToMy, manTOMIIUH HE CIIA
3aCTOCOBYBATH 4YacTille HiXX OOUH pa3 Ha 100y.

3acTOCYBaHHS [ANTOMILMHY CILL OPHIUHAUTH Y MAaIieHTiB i3 He3 sICOBAHMMH O3HaKaMH Ta
CHMOTOMAMHY MiOIIATii, IO CYIPOBOIKYIOTECS miaBKIIeH M piBast KOK > 1000 Ox/n (puGIH3HO
y 5 pasis Bume BMH), a Takox y marieHTtiB 6€3 BiaNoOBiIHHX KJIHIYHAX CHMIITOMIB 31 3HATHUM
migsummerssM pisas KOK > 2000 Ox/n (> 10 x BMH). KpiM Toro, y Halli€HTiB, SKi OTPAMYIOTH
JANTOMIIIHH, CITil POrJISHYTH MOJKIIHMBICTh THMYACOBOTO IIPHITMHEHHS 3aCTOCYBAHHA TIKAPCHKAX
3ac06iB, 3aCTOCYBAHHS SKAX ACOMIIOETHCA 3 PO3BUTKOM pabmomionisy, 30KpeMa iaribitopis I'MI -
KoA-penyxrasu [muB. po3zin «Baaemoid 3 iHIIAMU HIKApPCHKAMH 3ac00aMm» (7.D)].

5.3 Eo3uHo}inbHa THEBMOHISA _
TOBIZOMIILIOCS PO BHIIAAKY €03WHOMIIbHOT THEBMOHIT y MAIli€HTiB, SIKi OTPEMYBAIH JAIITOMIIHH
[muB. posgin «[lo6iuni peakii» (6.2)]. ¥ 3apeecTpOBaHUX BUIIAKAX, TIOB’ A3aHUX i3 3aCTOCYBaHHAM
JaOTOMINKMHY, y TAalli€HTiB pO3BHMBAIMCA TrapsA4dka, 3aidinka 3 FIOKCHYHOIO JMXAaTbHOIO
HEIOCTATHICTIO Ta mudy3Hi iHdineTpaTH B Nerensx ado opragizyroua THEBMOHIA.

3asBuyaii eo3uHOMLIbHA THEBMOHIA po3BHBaTacs depes 2—4 TYDKHI TCHIsS OYATKY 3acTOCYyBaHAA
JANTOMIMHIHY, a CTaH IMAli€HTIB IOKPAITyBaBCs MiC/s NPUIHHEHHS 3aCTOCY BAHHA JTATITOMILIHHY Ta

HOYaTKy Teparii kopTukocTepoinavu. [ToBIAOMIIANIOCS PO PEIHIANB €03HHOpITEHOL THEBMOHII ?{pf
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TIOBTOPHOMY 3aCTOCYBaHHI IIpEIapary. INamieHTH, y SKHX TiJ 9ac 3aCTOCYBaHHI AN TOMIITAHY
BUHHKAIOTh 3a3HAYEHI O3HAKH TA CHMIITOMH, IIOBUHHI OyTH HEraiHO obcTexeHi. 3acTocy BaHHS
JanToMimuHy — cHoiy — HeraliHo — NPHIMHHTA.  PeKOMEHIYETHCH JNKyBaHHS  CHCTEMHHMH
KOPTHKOCTEPOINaMH.

5.4 Jlixapchka peakiia 3 eo3uHoOdimicio Ta CHCTEMHAMH CHMITOMAMH (DRESS)

V micmsipeectpaniiiHoMy mepiofi 3acTOCYBaHHS JalTOMILMHY MOBIIOMJISUTOCS TIPO BUIIAAKH
JKapCHKOI peakilii 3 €o3uHOMIIier0 Ta CHCTCMHMMH CHMITOMAMH (DRESS) mpu 3acToCyBaHHI
panrominuay [muB. posmin «Ilo6iuni peaxmii» (6.2)]. IlaimenTH, y AKHX mij 9ac 3acTOCyBaHHS
JAITOMIIMHY BUHUKAIOTH IMKIPHAN BHCHII, Tapsika, mepudepuaHa eozuHO(DiNig Ta TOPYIICHH
GYHKIIT BHYTpilmHiX opraHis (HAIPHIIA], IIEUiHKY, HUPOK a00 JIeTeHb), IOBUHHI IPOATH MEIHIHE
obcrexenns. [Ipu mimospi ma DRESS 3acTocyBaHHs JAlTOMIIMHY Cij HerafiHO NPUNMHHTH Ta
PO3IMOYATH BiIOBITHE JIiKyBaHHS.

5.5 Ty6yaoinTeperuniannunii Hedput (TIH)

V micispeecTpamiffHOMy MEpIOfii 3aCTOCYBaHHS JANTOMILHHY MOBIJOMIIANOCS TIPO BHIAAKH
Ty6ymoinTepeTHIianbHOro Hedputy (TIH) Ipy 3acTOCYBAHH] AamTOMILMEY [1HB. poszin «[loGiuHi
peaxiii» (6.2)]. ITarieRTH, y AKUX Iij{ 9ac IpHAOMY JANTOMINHHY BUHUKAE HOBE ab0 MoripIry€eTbCs
HasBHE [OpYMIEHHS (YHKII HAPOK, MOBAHHI NPOHTH MEIMIHE OOCTEKEHHI. ITpu nigospi va TIH

3aCTOCYBaHHS JAITOMIITMHY CJIiZl HETaiHO MPUIMHUTH Ta po3nodaTH BiIIOBi/(HE JIKyBaHHS.

5.6 Ilepudepuuna Heiiponarisa

Y micispeectpanifiHoMy Hepiofi 3aCTOCYBaHHS NaNTOMILMHY MOBiOMIIUIOCA TIPO BHIIAIKH
neprdepuuroi HefiponaTii [muB. posnin «Ilo6iumi peakuii» (6.2)]. Tomy mikapi MOBHHHI 3BEPTATH
yBary Ha O3HAK{ Ta CHMIITOMH IIepr(epruIHOl HeiiponaTii y mauieHTiB, AKi OTPUMYIOTH JTanTOMILAH.
Cnin 3aificCHIOBAaTH CIIOCTEPEKEHHS IIOJO PO3BHUTKY HeliporaTii Ta PO3INIHYTH MOXIIHUBICTH
MIPUIAHEHHS 3aCTOCYBaHHs Ipemapary.

5.7 MoTeAniitANi BILTAB HA HEPBOBY Ta/a00 M’A30BY CHCTEMH y AiTel pikom g0 12 micanis
Cuijl yHEKaTH 3aCTOCYBAHHS NANTOMIIFHY JiTSM BIKOM JIO 12 MicauiB y 3B’SI3Ky 3 PH3HKOM
HOTEHIIHHOrO BILIUBY HA M’ I30BY, HEPBOBO-M A30BY Ta/a00 HEPBOBY CHCTEMY (mepudepudry T8/ a69
LEHTPAIbHY), IO CHOCTEPIraBcs y HOBOHAPODKEHUX COOaK IpH BHYTpPiIIHHOBEHHOMY BBEJCHHI
JAITOMINKHY [AuB. po3naia «JJoKIiHIYHA tokcuxonoris» (13.2)].

5.8 Jliapes, aconiiiosana 3 Clostridioides difficile

IIpo Bumanku miapei, acoIiioBaHOl 3 Clostridioides difficile (CDAD), moBimomisnocs pH
3aCTOCYBaHHI Maifyke BCIX CHCTEMHHX apTAOAKTEPIAIbHAX JTKApCHKUX 3acobiB, y TOMY YHCIL
namrominuny. 3a crymeneM Tmxkoeti CDAD Moxe Bapiioatd piz jerxoi jaiapei MO KONITYy 3
NeTaTBHEAM HacimkoMm [muB. posmin «IloGidni peakmii» (6.2)]. JlikyBaHHs aHTHOAKTEepiaTbHAME
JKapchKAMH 3ac06aMH 3MIiHIOE HOPMabHY MiKpodopy TOBCTOI KWIIKH, IO IIPU3BOIHUTH IO
Haamipaoro pocety C. difficile.

C. difficile mpomykye TokcHHH A i B, siKi CHPHSIIOTE PO3BHTKY niapei, aconiffoBaHol 3 Clostridioides

difficile (CDAD). Ilframu C. difficile, mo TpPOAYKYIOTh MIABHIICHY KLTBKICTE T(E)KCIIHiI?:.'
CHPHYMHSIOTH TiABAIIEHHS 3aXBOPIOBAHOCTI T& NeTAIBHOCTI, OCKiNBKH crpHauHeH] HuMH iHbeKi
MOXKYTb OYTH Pe3HCTEHTHHMH IO AHTHMIKPOOHOT Tepanii Ta MOKyTh MOTpeOyBAaTH IPOBCACHHA
xomekToMii. Moxmsicts po3putky CDAD crmijt posrisijaTté y BCiX TANIEHTIB, Y SAKHAX IICIA
3aCTOCYBAHHS AHTHOAKTEPIAIBHUX IKapChKHX 3acobip BuHuKia jiapes. HeoOXiIHO PETEIBHO
3i6paTu MequIHUN aHaMHE3, OCKLIBKH ITOBIAOMIIAIIOCS IIPO BUHUKHCHH CDAD HasiTh yepe3 noHaa
2 MICSITi TC/S 3aCTOCY BaHHS aHTUOAKTepiaTbHIX JIKapChKAX 3ac00iB.

ITpu mimospi wa CDAD abo it HiJTBEPIHKEHHL MOXE BUHUKHYTH HeOoOXiqHICTh TIPAMUHATH MOTOTHY
aHTUOAKTepialbHy Tepallilo, He CHPSIMOBaHy IIPOTH C. difficile. 3a KIiHITHAMY NOKa3aHHAMHA CIIJ

3aGe3IeTHTH HANEKHE BLTHOBIECHHS BOJHO-€IEKTPOJITHOro OalaHcy, MOAATKOBE H?HXO,E{)I(CII——II}KI
OrUICBCKA Il A,




6inka, anTubakrepiansHy Tepario, crpsmoBady mpotu C. difficile, a TakoX IpPOBECTH OIIiHKY
JOIUIBHOCTI XipypridHoro BTpy4aHHs.

5.9 Ilepcucryioua a6o penuaUBY0da OaKTepiemis/eHI0KAPINT, cnpu4uHeHi S. aureus

V manieHTis i3 mepcHcTyIoNo0 abo PenHauBYI0H0r0 OaKTepieMieI0/eHIOKAPIUTOM, CIpHYHHEHAMU
S. aureus, a60 3 HEXOCTATHLOO KIIHIYHO BiAMOBI/UTO CITiJ{ IOBTOPHO TIPOBECTH TOCIB KpoBi. SKIIO
3a pe3yJbTaTaMH IOCiBy KpOBi BUABICHO S. qureus, CTiJi BU3HAUMTH qyTIWBICTH IITaMy IMIIXOM
BU3HAYEHHS MiHIMansHoi iHriGyrouoi xommentparii (MIK) 3a HOIOMOror0 CTaHZApTH30BAHOTO
METOJY, 4 TaKOX IPOBECTH MiarHOCTHYHE OOCTEKCHHT MamicnTa A8 BUKIIOYCHHS 130JIbOBAHHX
BorHmin indexuii. Moxe BMHHKHYTH HEOOXifHICTB y BiANOBITHOMY XipyprigHoMy BTpYYaHHI
(manpukian, Xipyprigmiii o6pobui iHpikoBaHMX TKAaHHH, BUAJIEHHI MPOTE30BAHMX IPHCTPOIB,
omeparii i3 3aMiHM KiamaHa) Ta/a60 pO3NILAAl HMHTAHHS IIOAO 3MIHM CXEMH aHTHOAaKTepiabHOL
Tepaii.

HeedexrupHicTh MKyBaHHS BHACITIJTOK MEPCUCTYIOYOL abo PELUIUBYIOYO0T
OakTepieMii/eHIOKapAUTY, CIPHYIUHEHUX S. aureus, MOXe OyTH 3yMOBIIEHA 3HHIKCHHAM Yy TIHBOCTI
0 manTominEHy (Mo IMiATBEepKyeThes mimsumeHHEAM MIK isondry S. aureus) [nuB. po3mil
«Kimigai qocnimkenas» (14.2)].

5.10 3HmKeHHsl e(peKTHBHOCTI y MALIEHTIB i3 MOMipHHM HOPYMIEHHAM $yHkuii HIPOK HA
MO9ATKOBOMY pPiBHI

Jani [BOX KIIHIYHEX ZOCIiIKEHD a3y 3 3@ y9IacTIO TAEHTIB 3 YCKIaTHEHAMHU iHdexIisMy Kipy
Ta M’sKuX TKaHEH (yIIIIMT) mozno kiiniwHoi eheKTHBHOCTI JiKyBaHHA TANTOMIIIAHOM Y JOPOCIHX
namienTip i3 wiipencom xpearuniny (CLCR) < 50 Mi/xB € obmexenumu. Jluime 31 i3 534 (6 %)
HAIfenTiB, 9Ki OTPEMyBAalH JANTOMIIMH Y HomyJismii MaIi€HTiB, BKIIOYECHHX IO aHamizy 3a
TIPHHIHIIOM «IPH3HAYEHOTO JiKyBaHHs (intent-to-treat, ITT), Manu suximganit CLcr < 50 MIV/XB.

V Tabimmi 4 HaBeIeHo KiIbKiCTh JOPOC/INX MAIi€HTiB i3 KJTIHIYHO YCIIIMTHAM Pe3yIbTaToOM JIiKyBaHHS
y kiiniaaEEx gocrimkenssx I dasu mpu yIIIMT 3amexHo Bin QyHKINI HIPOK Ta IPyIH JKyBaHHS.

Ta6auns 4. YacToTa KIHI9HO YCIIMHKMX Pe3yabTATIB 32JI€KHO B dyuxmil HIpOK Ta rpynH
JiKyBaHHS Yy KIIHIYMHHX JOCTI/RKEHHIX IITI ¢a3m 3a ydacTio AOPOCTHX manieHTiBe 3
yeKJIa/(HeHAMH iH(peknisavMu mKipa Ta m’sxux TkanaH (yIIIMT) (nomyJisimgist ITT)

Yacrora KJIIHIYHO YCHIIHAX Pe3yIbTATIB, |
n/N (%)
JanToMinmuH :
CLcr 4 Mr/kr xoxni 24 FOXEHR IMpemapaT HOpPiBHAHHA
Biz 50 10 70 M/xs | 25/38 (66 %) | 30/48 (63 %) |
Biz 30 10 < 50 Mu/x| 7/15 (47 %) [ 2035 (57 %)

B amanizi miarpyn ITT-momymamii y wrinigsomy mocrmimkemsi III gasu 3a yHacTio HAI[i€HTiB 3
GakTepieMicro/eHI0KApAUTOM, CIPHIMHEHAMH S. QUreus, 9actora KHHIYHO YCIIITHUX pe3ybTariB,
BH3HayeHa KoMITeToM 3 OI[IHKM pe3yJIbTaTiB, WICHH SIKOTO HE MalH inpopmanii Tpo IMPHU3HAIEHC
mikyBamHs [muB. posmin «KuriHIUHI JOCTIIDKEHHSD (14.2)]. cepen mOpoCIHX [amienTiB, SKi
OTPUMYBAJH JAITOMIIEH, 6yyia HIDKIOM y MAMIEHTIB i3 BUXIIHUM CLcr < 50 Mi/xB (B, TAOIHAINO
5). V marienTiB, ki OTpUMYBaJIX [IpeNapaT IOPiBHIHHS, SHAKCHH TaKOi BEJIMYHUHMY, SIK HABEJICHO B
TabHIi 5, He CrIoCTepirajiocs.
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Ta6amns 5. Yacrora IiHiMHO YCHIIIHAX pPe3yNbTATIB 32 OMIHKOI KomiTery 3 OmiHKHM
pPe3yabTATIB IiJ €AaC KOHTPOJBHOIO OOCTEKeHHA JUIA migreepKenns  eQeXTHBHOCTI
JMKYBaHHS 3aJ1€XKHO BiX BHXiTHOr0 KIipeHCY KpeaTHHiHy Ta migrpynu JiKyBaHHS Y
KIHIYHOMY JOCTIKeHHI 33 Y4acTi0 AOPOCHHX NALIEHTIB 3 faxTepieMicio/eHI0KAPIAHTOM,
cupaanHenumn S. aureus (nomyaanis ITT)

YacToTa KJIIHIYHO yCHIMHAX Pe3yJIbTATIB,
n/N (%)
JManToMinuH .
Buxinauiit CLcr 6 Mr/xr KoxxHi 24 roqHHA HpenapaT NOPIBHSHHHA

npaBooiuHMii npaBooiuHHi

GaxTepiemis indexnidHuH GaKTepiemin indexniiiBui

| eHIOKApAHT | eHgoKapauT
[ >80mmxs || 30/50(60%) || 7/14(50%) | 19/42(45 %) | 5/11(46%) |
[ Bix50 no 80 Mwxe || 12/26(46%) || 1/4(25%) [1381@2%) | 12(50%) B
[Bin30 10 <SOMwxs| 2/14(14%) || 0/1(0%) [717(41%) || 1/1(100%) |

Ilpu BuOopi amTHOaxKTepianpHOI Tepamil i AOPOCIHMX [amieHTiB i3 TOMipHEM a0 TDKKHAM
nopymeHHsM (QyHKIiT HEPOK HA MOYATKY JIKyBaHHS CJ1iI BpaXoByBATH Ii JaHi.

5.11 Tlizeumenns MDKHAPOJXHOTO HOPMAIi30BAHOTO BiXHOMICHHSH (MHB) / momoBKeHHS
HNpOTPOMOGIHOBOIO Jacy

BeranosneHo, o KIHIYHO 3HAYYLN KOHIEHTpail HanToMinMHY Yy IDIa3sMi KpOBI MOXYTb
CITPHYHHSTH 3HATHE, 3aJI€)KHEe BiJ KOHIEHTpaii XHOHE TOI0BKEHHS IPOTPOMOIHOBOTO Jacy (ITH)
Ta MiBHIIEHHS MDKHAPOAHOTO HOPMATi30BAHOTO BiIHOIICHHS (MHB) Tpu BHKOPHCTAHHI I
aHaNi3y MEeBHHX PeKOMOIHAHTHMX TPOMOOIIACTHHOBHX peareHTiB [iHB. PO3ILI «B3aemopia 3
inmmMy JikapeskuMu 3acobamm» (7.2)].

5.12 Po3BHTOK p€3MCTEHTHOCTi GaKTePii
[Ipu3HAYCHHS JATTOMIIMHY Ul iH’ €Kil 3a BiACy THOCTI nipTBEepIKEeHOI GaKTepialbHOL irgexmii abo
oOrpyHTOBaHOI TIZO3PH HA HEI, a TAKOX 34 BiZICYTHOCTI TTOKa3aHb I npodiTaKTHIHOTO

3aCTOCYBAHHS HABps{ 9 HPHHECE KOPHCTH NAIlieHTy Ta Mi/[BUIIY € PUSHK PO3BHTKY PE3UCTEHTHOCTI
GakTepii.

6 IIOBIYHI PEAKITIT
Hinxde HaBeneHo MoGiuHi peakii, axi onucani abo OLIBII AETATBHO POCVIAHYTI B iHIMAX PO3ALTAX:
 aHadinakTHUHi peakuil/peakuil rinepdayTiMBoCTi [TUB. pO3ALI «Ocob6IEBOCTI 3aCTOCYBAHH Y
(.DI;
 wMiomaris Ta pa6aoMioni3 [IuB. PO «OcobmmBocri 3actocysanas (5.2)];
»  eo3uHOPLIBHA THEBMOHI [IHB. po31in «OcoGIHBOCTI 3aCTOCY BAHHSMD) (5.3)};
* JiKapchKa peakilis 3 €O3HHO(LIIEIO Ta CACTEMHUMI CHMIITOMAMH [uB. po3ait «Ocob6IMBOCTI
3actocyBaHuD» (5.4)];
« TyOymoinTepcTHIiaNbHUHA HEGPUT [IHB. po3ain «Oco6IUBOCTI 3aCTOCYBAHHD) (5.9)];
+ nepudepuuna Heliponaris [AuB. po3in «OcobmmBocTi 3acTocyBaHHs (5.6)];
s IBMINEHHS MIKHAPOIHOTO HOPMATi30BaHOTO pimmormenss (MHB) / IOHOBXKCHHA
IPOTPOMGIHOBOTO Hacy [MB. PO3ILIH «OcobmuBocti 3acTocyBanEa» (5.11) Ta «B3aemonid 3
inmmMuE Jikapeskumu 3acobami (7.2)].
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6.1 Joceix KIiHiYHHX DOCITIIKEeHb

OCKimbKH KIiHIUHI TOCTIiKEeHHs [IPOBOAITECS 3a PI3HHX YMOB, HACTOTY TMOOITHHX peaxuii, mo
CIIOCTEPIranucs y KIHIYHIX JOCIIDKEHHAX OTHOr0 AiKapehKOTo 3acoly, HE MOKHA fe3mocepeTHBO
TOPIBHIOBATH 3 YACTOTOIO MOGIUHMX peakiiil y KIIHITHEX MOCTIDKeHHSX 1HIIOTO JIKapehKOIo
3aco6y; BOHA TAKOX MOKE He BiJIOBI/IaTH YaCTOTi, IIIO CIIOCTEPIracThes y KJTiH{UHiN TpaKTHIli.

JlocBin KIiHI9HHX JOCTiMKeHDb Y J0POCIHX naLicHTIB _
JTo KITiHIYHEX JOoCHiKeHb OyJii0 BkodeHo 1864 nopocimx HAITIEHTIB, SKi OTPUMYBalIH JAalTOMIIHH,
Ta 1416 DOPOCINX AI€HTIB, AKi OTPHMYBAJIA IPeTapaT IOPIBHIHHL.

Kniniuni docnioncenus v 00pociux nayicHmis 3 VCKIAOHEeHUMU inbexuismu WKipy ma_m aKux
MKAHUR )

V knigigaux gocnimkerasx I gas3u 3a ygacTiO JOPOCIHX MAII€HTIB 3 YCKIaAHCHUMU in¢exmiaMu
mkipy Ta M’skux TkaauH (yIIIIMT) 3actocyBaHHA manToMimuHy OyJIO0 TPHITHHCHO 4epes
BHHUKHEHHS [06iuHoi peaxmii y 15 i3 534 (2,8 %) mamieHTis, Tomi 4K 3aCTOCYBaHHA Mpelapary
TopiBHsHHS OyI10 npumuHeHo y 17 i3 558 (3,0 %) manienTis. _
YacToTy HaNWIOIMHPEHIMMX MOOGIYHAX PpeaKiiii, 3rpynoBaHMX 32 CHCTEMami oprasis, MO
cmoctepiramucs y popociux mamientis i3 yIIIMT, sxi orpumyBany farToMinuHE y 1031 4 MI/KT,
HaBeIeHO B Tabmii 6.

Ta6auns 6. YacroTa moGiunux peaxiiii, 0 BHHAKAIH Y = 2 Yo JOPOCIHX namieaTis y rpymi
MKYBAHHS ZANTOMIIMHEOM T2 3 9aCTOTOI0 = TAaKol y rpyni npenaparty NopiBHAHHA Y KJIIHIMHAX
mocaimkenusx I ¢pazu npn yIIIIMT

r Topocai nanienTn (%) 4‘
Moo peses el W
(N =534) (N =558)

|Po3na,un 3 GOKY MIJIYHKOBO-KHINIKOBOI'O TPAKTY “ H; l
|Hiapes | 52 [ 4 |
‘Po3na.uu 3 DOKY HEPBOBOI CHCTEMH |r J |
il" OJIOBHWIH Gib J 5,4 \ 5,4 J
|3anaM0p0quHﬂ *H 2,2 ” 2,0 J
‘Poz.na.uu 3 GoKy mKipH Ta NiTMKipHOT KIITKOBAHA H7 J ‘
IBHCHTI ‘r 4,3 J‘ 3,8 ’
|,Z[iaruoc1"nqﬂi JOCTiaKeHHS H; JI: \
|BimxmneHss mokasHuKis byHKUiT MediHKy J 3,0 | 1,6 |
[HierHLueHHH pieas KOK H 2,8 jE 1,8 \
llaqlea:ui']‘ ” JE J
ladexuii cedoBHBinHIX NLLIXIB | 2.4 I 0,5 |
‘Cy,aunni po3JIanau Jl J‘ !
[Ap’repiam,na rinoTeHsist \L 24 jl: L4 J
|P03.na;m 3 DOKY IAXAIHHOI CHCTEMH J( 41

I
Bamumka | 2,1 I 1,6

‘Tlpenapar mopiBaamusa: BaEkoMmimmH (1 T BHYTPilUHBOBEHHO KokEL 12 TOHH) abo
HAMBCHHTETHIHAN TeHIiuITiE 3 aHTHCTAadiIOKOKOBOIO aKTHBHICTIO (TOOTO Ha(IEiH, OKCAAIH,
KIToKcamun abo ¢myxmokcaunia; 4-12 r/nody BHYTPILIHEOBEHHO, PO3IOJUICH! Ha ICKUIBKA

BBEJICHB ).
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ITo6iuni peaxiiii, mOB’s3aHi i3 3aCTOCYBaHHSAM JIKApCHKOTO 3ac0o0y (MoxmBo abo HMOBIpHO
HOB’si3aHi i3 3aCTOCYBAaHHSAM IIpemapary), W0 BHHEKamH y < 1 % mOpocnuX HAalleHTis, SKi
OTPHMYBAJIH JAITOMIIMH ¥ KIiHITHAX JOCHIIKEHHIX IPH yIIIIMT, HaBeeHO HIDKIE:

Opzanizm y yinomy: BTOMa, CIa0KiCTh, 03HOO, IPUILIHBH, rinepuy TIHBICTb.

3 6oxy cucmemu kposi ma nim@pamuyHoi cucmemu. TSHKOLHATO3, TpoMGOIUTOIIEH S, TPOMOOIUTO3,
eo3uHO M, MigBANIEHHS MKHAPOIHOTO HOPMAJILi30BAHOTO Bimaomenns (MHB).

3 6oky cepyeso-cyOuHHOT cucmemy: CyIPABEHTPAKYISPHA apUTMiSL.

3 boky wkipu: exzema.

3 boxy mpaenoi cucmemu: 3RYTTS SKHABOTA, CTOMATHT, >XOBTSHHIL, MiIBUINICHHS PiBHA
JIaKTATAETIAPOTEHA3H Y CHPOBATIIi KPOBi.

3 60Ky obminy peuwosun ma XapuyéauHs: TiIOMArHiemis, IiJBHINEHHS PiBHA GikapOoHaTy ¥
CHPOBATIIi KPOBi, MOPYIIEHHS eIEKTPOIITHOro OaaHncy.

3 60Ky OnOpHO-pYX060F crCmeMmu. MIaiIris, M I30Bi CyJOMH, M’sI30Ba c11abKiCTh, apTpaTis.

3 6oxy Hepeosoi cucmemuy. BEPTUTO, 3MiHU IICHXIYHOTO CTaHY, napecTesis.

3 6oky opzanie wymma. MOPYLUIEHHS CMAKy, IIOAPA3HEHHS OUeH.

Kniniune docniosicenns v 0opociux nayicHmis 3 baxmepiemiclo/en0oKapoumoM, CHpUdUHEHUMU 5.
aureus

YV KIiHIYHOMy IOCHIUKEHHI GaKTepiemil/eHNOKapauTy, CIpHYHMHEHHX S. aureus, 3a yIacTio
JOPOCTIMX TAIli€EHTIiB 3aCTOCYBAHHSI JANTOMIIMHY OyJO IPHUIMHEHO Yepe3 BUHHKHEHHA mo6igHo1
peakmii y 20 i3 120 (16,7 %) mamieHTiB, TOIl fAK 3aCTOCYBaHHS Tpenapary HopiBHAHHSA OyIIO
npunuHeHo y 21 i3 116 (18,1 %) nanieHTiB.

Ilpo cepiiosni imdexnii, CIpUYMHEHI I'paMHEraTHBHUMH GaxTepiamu (y TOMY dHCIHI irdexil
KPOBOTOKY), moBimomisnoca y 10 i3 120 (8,3 %) mamieHTis, SKi OTpPHMYBAIX TAITOMILHH, T Y 0i3
115 mamienTiB, sKi OTpHMyBanM Tpenapar HOpiBHAHH:. [lanienTn Tpynu mpenapary MOPIBHIHHS
OTpMMyBaTH KOMOIHOBAaHy Tepamild IBOMa AHTHOAKTepialbHUMH TpeliapaTaMH, IO BKJIFOYaIA
3aCTOCYBaHHS reHTaMIUHY [IPOTIAroM IepIIuX 4 puis. [Hdexnil peecTpyBain Iij 4ac JKyBaHH:, a
TAaKOXK y paHHiIM Ta Mi3HIM [epioaM NOAAIBINOrO CIOCTEPEKCHHS. Indexnii, copHIMHEHI
TpAMHETaTUBHUMU OaKTepiiMH, BKIFOYAIH XOJIQHTIT, AaJKOTOJBHUM ITaHKpEeaTHuT, OCTEOMIETIT
IpyAMHI/MeiacTHHIT, iHbApKT KATIEYHHUKY, pemumiBe xBopobu Kpowa, pPELUAVBYIOUHA KaTeTeP-
acoI[iMOBaHMII CENCHC Ta PEIMAUBYIOUHM YPOCEIICHC, CIIpHYMHEH] Pi3HUMH [pPaMHETaTHBHUMH
OaxTepismu.

YacTOTy HafmoIOMpeHimmX MOOIYHMX peaKiliii, 3rpyIOBaHHX 3a CHCTCMHO-OpPraHHAMU KJIacaMHt

(SOC), mo crocTepiramacs y AOPOCTHX HAIiEHTIB 3 GaKTepieMi€ro/eHIOKApAUTOM, CIIPHIHHCHUMHA
S. aureus, SKi OTPUMyBaJIH JAIITOMIITMH y 031 6 MT/KT, HaBeIeHO B TabmHi 7.
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Ta6auns 7. YacTora MoGiYAMX peakuiil, Mo BHHHKAIA Y = 3 % NOPOCIUX HAIIEHTIB y rpymi
JiKyBaHHS AaNTOMIIMHOM Ta 3 YacTOTOKW = TaKoi y rpyni mnpemapary NOpPIBHAHHS y
KJIiHigHOMY qocaiakenHi 6aKTepieMil/eHI0KAPIUTY, CIPHIHHEHHUX S. aureus

[ Topoeai manieaT, n (%) I
IToGiuna peaxnig* JManTominuH 6 Mr/kr H?I)I;:::II;;T
(N'=120) (N = 116)

Iﬂcbemlii' Ta iaBa3ii ( J‘ J
|Cenicuc, NOS [ 6% | 3 (3 %)
[Bakrepiemis | 6G5% || 0(0%)
Ema):m 3 DOKY NIJIyHKOBO-KHITKOBOI'0 TPAKTY ” J ‘
|Bis y xuBoti, NOS T 76% | 4 (3 %) |
{3araﬂbm' po3JIa/i Ta peakiii y micui BBeAeHHHA H Jr ‘
iﬁnb y TpyAHiH KIITHi ”7 8 (7 %) H 7 (6 %) |
[Ha6psx, NOS I 8(7%) | 5@4% |
Po3nanm 3 60Ky JHXAJLHOL CHCTEMH, OPraHiB
IPYAHOI KJIITKH Ta CepeoCTIHHA
Eim, y TJIOTHI Ta TOpTaHi H 10 (8 %) r 2(2%) I
Poznanu 3 60Ky mkipu Ta minmkipHoi
KJIITKOBHHH
[Crep6ix T 76% | 66% |
[Hiﬂsﬁmeﬁe IMOTOBHAIIEHHS ‘r 6 (5 %) ”7 0 (0 %) ]
EIcnxqui po3jagu J “ l
[Besconns | 11 (9 %) | 8 (7 %) |
Elaﬁopampui NOKA3ZHUKH ” ‘r ‘
[HiﬂBlZﬂ]IeHHﬂ piBHs KkpeaTuH(bOCHOKIHA3H Y KPOBI H 8 (7 %) J\ 1 (1 %) J
‘Cyzm}mi po3aaau l( J
|Aprepiansaa rimeprensis, NOS 7 (6 %) | 33 %) |

*NOS — meyrounenuii (not otherwise specified). o

! Ilpenapar nopisusiHus: BaHKOMIWH (1 T BHYTPIlTHEOBEHHO xoxHi 12 romus) abo HAMIBCUHTETHYHUI MEHILFIIH 3
aHTHCTadiNnoKOKOBOI0 aKkTHBHICTIO (To6TO HadIUHiIiH, OKCAINLTiH, KIOKCAIMIiH ado cbnymokf:auﬂmﬂ; 2r
BHYTpPiIIHEOBEHHO KOXKHI 4 TOVHMK), KOXEH i3 MOYaTKOBUM 3aCTOCYBAHHAM reHTaMilyHy B HU3BKi# 1031

HmxdeHaBeneHi peakiiii, Ski He BKIIOYeHI 10 Tabmili BUle, ¥ IpyIi MamieHTiB, SKi OTPHUMYBAaIN
JanTOMIIHH, OyIH PO3LiHEH] K MOYKIHBO 460 HMOBIPHO [TOB’s3aH1 13 3aCTOCY BAHHAM Ipernapary:

3 6oky cucmemu Kposi ma nimpamuynoi cucmemu: €03UHOMLIIIL, nimpaneHonaris, TpoMOOIUTEMIS,
TPOMOOILIMTONEHIS.

3 boxy cepys: GiGpmIAIIis epencepab, TPITOTIHHS IepeICepap, 3yITHHKA COPIL.

3 boxy opzanis cnyxy ma nabipunmy: IiyM y Byxax.

3 boky opzanié 30py: HEIITKICTH 30Dy . o

3 60Ky WIYHKOBO-KUUKOB020 Mpakniy: CyXicTb y POTi, TUCKOMOPT B erriracTpanbHiM AUTAHIN, OUTE
¥ CHAaX, Tinmecre3isi pOTOBOI NOPOXHUHH.
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Ingpexyii ma ineasii: xaHnuposHa iHQEKNid HEYTOYHCHA, BATiHAJGHWH KaHAWOO3, GyHTeMid,
KaHIMI03 POTOBOI MOPOKHUHK, TpUOKOBa iHpEKIis CEUYOBMBIIHUAX IIUIAXIB.

Jlabopamopni noxasnwuxu: mimsuineHHs piBHs ¢dochopy B KpOBi, MiIBAIEHHS PIBHA JIyIKHOI
docharasy B KpoBi, IIJBHIIEHHS MIKHAPOIHOTO HOPMAITi30BaHOTO simmomenns (MHB),
BIIXWMJICHHSI IOKa3HWKIB OYHKII MeYiHKH, IBHINCHHS pIBHI anaHiHaMiHoTpaHcpepasu,
IiIBHINEHHS PiBHS acrapTaraMiHOTpaHc(epasy, OHOBXKEHHA IpoTpoMGIiHOBOTO Yacy.

3 6oky 0bminy pevosun ma xapuyeanHs: SHKCHHS alleTUTY, HCY TOTHCHE.

3 6oky onopHo-pyx060i cucmemu ma CROLYYHOL MKAHUHU! Mianris.

3 boxy Hepeoeoi cucmemu. TACKIHE3(s, IapecTe3id.

Icuxiuni po3nadu: TAFOIIAHALT, HEy TOYHEH.

3 60Ky HUDOK Ma Ceu0BUGIOHUX WAIAXT6. TIDOTEIHYpist, TOPYIIEHHES QYHKIIil HIPOK, HCYTOUHCHE.

3 6oy wiKipu ma niOWKIpHOL KNimKoeuHY: TEHEPaJIi30BaHA] CBEPOIXK, BE3UKYJISIPHAHN BUCHII.

Tnui kniniuni Oocnioscents y Q0pPOCiuxX

V nigigaux mocmimkensax III ¢dasm 3a ydacTio AOPOCIHX HAMIEHTIB 13 HEroCHiTAIBHOO
nHeBMoHicto (CAP) yacToTa JETAIBHAX HACHIAKIB Ta 4acToTa CepHOZHUX KapaiopecmipaTopHuX
IOGIYHKX SBAIN 6y BALUMHE Y IANI€HTIB, SKi OTPUMYBATH TAITOMIIHH, HOPIiBHSHO 3 NallicHTaMH,
sKi orTpuMyBamu npemapar mopiBHAHHEL. Il pimMimHoCTI OyiM 3YMOBIEHI HEIOCTaTHBOIO
TeparieBTHYHOIO eeKTHBHICTIO AarnToMinuny npH jdikysaunti CAPy HAILIEHTIB, ¥ SKUX BUHUKAIH ITi
mobiani gBuma [auB. po3ain «[IoxazaHHd 10 3aCTOCYBaHHD) (1.4)].

3Mminm Ja00pATOPHHUX MOKA3ZHHKIB Y JOPOCIHX

Kniniuni Oocnidacenns v 00pociux _nayicHmie 3 YCKIaOHeHuMu inchexyiamu WKIpU mMa M IKUX
MKAHUH

V xnimiunanx gocmimkenssx [ gasu npu yexnagaernx yIIIIMT 3a y9acTio JOpOCIHX Hali€eHTiB, IKi
OTPHMYBAIIH JAITOMIIHH y 1031 4 Mr/kr, nigBumenHs pias KOK 0yi10 3apeecTpOBaHO AK KTiHIYHE
noGiune apume y 15 i3 534 (2,8 %) nartieHTiB, AKi OTpUMYyBaIHX JATTOMIIHH, TIopiBHSHO 3 10 13 558
(1,8 %) mamieHTiB, 5Ki OTPEMYBaTH [penapar MOpiBHAHHS. I3 534 mamieHTiB, SKi OTPHMYBaIH
nantominuH, B | mamienta (0,2 %) cmocTepiramucst cummTomMu Goiro abo ciabkocTi y M’ 433X,
TI0B’s13aHi 3 minBrmenssM piBas KOK 6inpime HDX y 4 pash MOPIBHSIHO 3 BEPXHBOI0 MEXKCIO HOPMH
(BMH). CrmMIrroMu 3HAKIE TpOTAToM 3 [HiB, a piBeb KOK noBepHyBcs 10 HOPMH HPOTATOM 7-10
JTHIB TiC/IA IPUIMHEHHS JIIKYBaHHA [AUB. PO3/ILI «OcobBmuBocti 3acTocyBaHasD (5.2)].

Y Tabmuui 8 ysaransHeno 3MiHK pibast KOK NOpIiBHIHO 3 BEXIAHEM PIBHEM /0 3aBEPIICHHA Tepamnii
V KIHIYHAX TOCITIHPKEHHIX YCKIaMHCHUX yIIIIMT 3a y9acTio JOPOCIHX MALi€HTIB.

Ta6anns 8. Yacrora migsumernus pieas KO®K nopisasno 3 BAXiiHEM piBHEM mig 9ac Tepamii
y Tpymi JikyBaHHA ganToMimuHOM 200 rpymi JiKyBaHHS Hpenapary nopisasaus y I dasi
nociaipxens YIIINMT y nopociux

Jlopocii nanieHTH 3 HOpMAJIbHAM

Vi xopociti manieHTH \ —
a4 ! pisrem KOK nHa moyarkosomy pIBHI

3MiHa piBHA || TanTominuH IIpenapar JanroMinuH IIpenapatr
K®K 4 Mr/Kr MOpiBHAHHA" 4 Mr/Kr HOpiBHAHHS
(N = 430), (N =459), (N =374), (N =392),
% n % n % n % n

E?B 90,7 390 91,1 418 91,2 341 91,1 357

1ZIBUIIICHHS
Makcumasbae
3HAYCHHS

>1 x BMH/ 9,3 40 8.9 41 | 8,8 1133 8.9 35
b2xBMH || 49 J2t] 48 22 37 4] 3,1 [12]
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Vei nopocii mAmeaTH opocti nNamieHTH 3 HOPpMAJILHUM
Aop 5 pispem K@K Ha nmogaTKoOBOMY piBHi
3mina piBHA || NanrominuH IIpenapat JanToMintua IIpenapart
K®K 4 Mr/xr NopiBHAHHSA 4 mr/xr HOPiBHSHHS
(N =430), (N = 459), (N =374), (N =392),
% n % n % n % n
>4 x BMH 14  J[6] 15 7 1 4 10 [4

> 5 x BMH 14 6] o4 J2 ut 4] 00 Jo]
S10-BMH || 05 J2] o2 |t o2 Ji] oo Jlo

Hpamirka. IMigsumenns pirsa KOK, Mo clocTepiraiocs y A0poCiux NAIiEHTIB, AKi OTPAMyBAIH AAMTOMIIMMH 260
npenapar TIOPIBHSHAS, HE BiIPI3HWIOCH KIiHIMHO ad0 CTATHCTHTHO 3HATY MO0 Miporo.

TlpenapaT nopisusuus: BAHKOMIIHAH (1 r BHY TPIIIHEOBSHHO KoKHi 12 roaus) aG0 HAMIBCHHTETHIHUH MEHIMIIH 3
aHTHCTA(DIIOKOKOBOIO aKTHBHICTIO (TOOTO HADUIIIH, OKCAILLIIH, KIIOKCAITH 260 (IyKIOKCAIIIH] 4-12 1/noby
BHYTPillIHLOBEHHO, PO3MOAUICH] Ha NEKibKa BBEIEHB).

t BMH (BepXHs Meska HOpMH) Bu3HadeHa sk 200 On/x.

Kriniune docnidoicenns y 00poCIux nayienmie 3 6axmepiemicio/enOOKapOUmom, Crpuiunenumu S.
aureus

V wiiniuHOMYy mocmimpkenHi GaxrepieMii/eHIOKapAUTy, CIPHYMHCHHX S. aureus, y JOpOCIHAX
AIi€HTiB IIpY 3aCTOCYBaHHI JanToMminmHy B 7031 6 mr/kr y 11 i3 120 (9,2 %) nanieHTis, sKi
OTPMMYBAJIH JAITOMIlAH, Y TOMY 9HCIL y 2 manienTis i3 Buxigaum pisgem K@K > 500 On/n,
crocTepiranocs migsumenss pisas KOK 1o > 500 O/ nopisaszo 3 113 116 (0,9 %) MAIIEHTIB, SKi
OTpHMYBAaIH IperapaT MOpiBHSHEA. 13 11 mamieHTiB, sSKi OTPHMyBAIH manToMinme, 4 pasime
OTpUMYBaITH 200 OJHOIACHO OTPUMYBAIIHX JIiKyBaHH: IHI10ITOpaMH ['MI-KoA-peayxrasu. ¥ 3 i3 nux
11 manieHTiB, SKi OTPUMYBAIH JANTOMIIUH, JTiKyBaHHs OyJI0 IPHITMHEHO YEpe3 MiIBUIEHHES PIBHA
K®K, Tozi gk y marienrta, kil oTpuMyBaB Ipenapar TIOpiBHAHHSL, JTIKyBAHHS HE TIPATIHHSIIA [muB.
po3xin «OcobmuBocTi 3acTocyBassED (5.2)].

JlocBin raiHI9HAX JOCILKeHb V AiTed

Kniniune docnioocenns y Oimeii 3 YekAaOHeHUMU iHQERYIIMU WKIPpY Ma M ‘grcux MKAHUH

Besmexy TanToMIIHHy OLIHIOBAIH B OJHOMY KITIHIYHOMY JOCITDKeHH] y TAlie€HTiB 3 YCKIaTHEHUMA
inpexmisvu mKipu Ta M’ saxux TKanuH (y[IIIMT), no sxoro Gyno BKIOYEHO 256 miteli BixoM Bix 1
10 17 poKiB, AKi OTPUMYBAIM JANTOMILMH BHYTPIlHEOBEHHO, Ta 133 MAIicHTH, dKi OTPHUMYBaH
Ipenapary mopiBHAHHA. [lallieHTH OTPHUMYBAIH J03U 3AICIKHO Bix Biky 1 pa3 Ha 100y OPOTATOM
nepiomy dikyBaHHSA n0 14 mHIB (MemiaHa TPUBAJIOCTI JIIKyBaHHS CTaHOBHIIA 3 mHi). 3amexHO Bil
BiKOBOI TPYIM 3aCTOCOBYBAIHX Taki fo3u: 10 MI/KT - [TsIM BixoM Bix 1 poky jo <2 pokis; 9 MI/KT -
AiTSM BiKOM Biz 2 1o 6 pokiB; 7 Mr/kr - AiTsM Bikom Bix 7 1o 11 POKiB; 5 MI/KT - ITSAM BixoMm Bim 12
no 17 pokis [mmB. poszin «KmigiaHi XOCIIIKEHHD (14)]. Cepen mnaifieHTis, sKi OTPHMYBAIH
nantoMminun, 51 % cranosmin ocobu wonosidoi cTati, 49 % - sximouoi crari; 46 % mamicHTIB
HaJIeKaITH JI0 €BPOTICOiNHOI pacH, 32 % - 10 a3ifichKol.

[lo6iuni peakmii, 0 TPH3BEIH JI0 IPHITAHEHHS TiKYBAHHS
V kniriveOMy mocmimkenHi npu yIIIIMT 3acTocyBanHS nmantToMinuuy Oyio IPHIUHEHO 9Cpe3

BUHAKHEHHS I0GIYHOI peakiii y 7 i3 256 (2,7 %) nanieHTis, TOJi SK 3aCTOCYBaHHS Hperapary
IOpiBHAHHS 6yi10 mpHmHHeHO ¥ 7 i3 133 (5,3 %) manieHTiB.

Haitniomupenimi mo6iusi peaxmnii
JacTOTy HaMIIOMIMpeHilmMX nOoOIYHAX PeaKIliil, 3rpynoBaHyAX 32 CHCTEMAMU oprasis, IO
crocTepiranucs y miteii 3 yIILIMT, naBenexno B Tabmwmi 9.
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Ta6auust 9. Io6iuni peaxuii, mo BHAAKIA Y > 2 % aiTeit y rpyni JiKyBaHAs JANTOMIIHHOM
TAa 3 9ACTOTOIO, M0 JOpiBHIOE 200 epeBUIIY€E y IPYIi 3 HPenapaToM NOPIBHIHHS y
KJIiHigHOMY Hocaimkenni npu yIIIMT

Tamromimms||[penapaT NOpiBHAHHA
IloGiuna peaxuist (N = 256) (N=133)

[ n%) | n (%)
IPossiau 3 GOKy NLIYHKOBO-KHITKOBOTO TPAKTY | [ |
liapes [ 18(7,00 | 7(5.3) ]
[Bruosanms T 1(0.8) |
Bins y sxuBOTI J 5(2,0) J 0
Po3nagn 3 60Ky mKipH Ta miamKipHol lc.nimommuH |
|CBepbisx [ sGy || 2 (1,5)
|3ara.1mni PO3JIaJM Ta peakmii y Micni BBeIeHHs || “
IHiJ]BHIE[GH_HH TEMIIEPATypH Tina “7 10 (3,9) |r 4 (3,0) :I
|JIa60paT0pni MOKA3ZHUKH “ H 4]
[l zprmenns pisas KOK y kposi | 14,5 | 7(5,3)
{Pos.ﬂanﬂ 3 0OKY HEPBOBOI CHCTEMH W 4”
[Conormmii Gins [ 7en | 323) |

TlpenapaTi TNOPIBHSHHS BKIOYANX BHYTPINIHBOBEHHY TEpAITiio BAHKOMIUMHOM, —KIIH/AMIITHHOM abo
HAIBCYHTCTHYHNM TCHIIMTIHOM 3 aHTHCTA(iTOKOKOBOIO AaKTHBHICTIO (HAQUWIIHOM, OKCAUMITIHOM abo
KIIOKCaIVIIiHOM).

[Mpodine Ge3nexn y KIiHI9HOMY HOCTIIKEHH] 3a ydacTIo JiTel 3 yCKIafHEHUMU %H(I)CK].IiﬂMI/I HIKipH
Ta M’sxux TKaHEH (yIIIIMT) 6yB moai6HuM K0 mpodimo Ge3rmeky, MO CHOCTEPIraBes y A0POCIHX
nanienriB i3 yIIIIMT.

Kniniune docnioncenns 6axmepiemii, cnpuyunenoi S. aureus, vy 0imeil o
besnmexky manTOMIIMHY OWIHIOBAIM B OJHOMY KITiHI9HOMY JIOCHI/DKEHHI TIpH bakTepiemil,
CIpUumHEHIK S, qureus, Y AKOMy 55 JiTeli OTpHMyBalX JAanTOMIl[HH BHYTPINIHBOBEHHO, 4 26
NAI[EHTIB - IpeapaTd MOpiBHAHHES. IIaieHTH OTPUMYBAIIH JO3H 3AJIEKHO Bill BiKy 1 pa3 Ha 106y
IpOTATOM Iepiomy mikyBamHs no 42 mHiB (cepemns TPUBAIICTS BHYTPIIIHEOBEHHOTO -JH.K}’BE}HHH
craHoBwIIa 12 mHIB). 3alexXHO Bi BiKOBOT rpyIM 3aCTOCOBYBAIH TaKi 1o3m: 12 MI/KT - JITAM BIKOM
Bix 1 mo < 6 pokiB, 9 MI/Kr - HiTsiM BikoM Bix 7 10 11 POKiB, 7 MI/KT - IITAM BikoM Bifx 12 ,[_[0 17 poxis
[auB. posain «Kminiuni gocnimkerras» (14)]. Cepen MAli€HTIB, Ki OTPUMYBAJIA JalTOMIIKH, §9 %
CTAHOBHUIM 0co6H qooBiuoi crati Ta 31 % - ximouoi crari. IlarienTis BikoM Bix 1 10 <2 POKIB A0
JOCIIJKEHHS He BKIIOYATH.

IMo6iuni peakii. 1Mo TPU3BENH 10 MIPHITHHEHHS NiKYBaHHS

V mocnimkenni GakrepieMii 3acTocyBaHHs NAauTOMINMHY OylO IPHIMHCHO 4Yepe3 BHHHKHCHII
nobigroi peaxmii y 3 i3 55 (5,5 %) mauieHTiB, TOAI SK 3aCTOCYBaHHA Ipenapary HOPIBHAHHT Oyio
HIpUIUHEHO ¥ 2 13 26 (7,7 %) naIieHTiB.

Haitnommpenimi modiugi peaxkiii .
YacToTy HAWNOIIMPEHIMMX MOOIYHAX peaKiliff, 3TpyNOBaHAX 3a CHCTEMaMi OPraHis, IO
criocTepiranucs y giteit 3 6axrepiemiero, Hapeneno B Tabuui 10.
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Ta6auus 10. Yacrora moGiuanx peakuiil, mo BHHHKAJHA Y = 5 % aireid y rpyui JiKyBaHHS
JATITOMIIIMHOM, IO JOPiBHIOBAA 200 NEPEBHUINYBAIa TACTOTY Y rpyui npenaparty nopiBHsSIHHSA
y KJiniunoMy qociaimkenni 6axrepiemii y gireit

. IIpenapat
AanTominu MOPiBHAHHHA
IMobiuna peaknis (N=35) (N =26)
[ 2 || n |
[PO?:JI&)IH 3 6O0KY HUIYHKOBO-KHIIKOBOIO TpaKTy| H J
[Erosamas [ 600 | 201 |
|Jlaﬁopa'ropﬂi MOKASHHKH ‘ ” I
[Tinsumenss pieas KOK y kposi [ 40.3) B 0 |

Ilpenapatd NOpIBHSHHS BKTIOYATM BHYTPINIHBOBEHHY TEPalil0 BaHKOMIIMHOM, nedaszonizom  a6o
HAIIIBCHHTETMYHAM MEHIJTHOM 3 AaHTHCTAa(iTOKOKOBOIO akTHMBHiCTIO (HadmuiiHOM, OKCAalIIHOM abo
KJIOKCAIIIIHOM).

6.2 IlocTMapKkeTHHTOBRIA JOCBI 32CTOCY BAHHSA

HuxaeHaseneni mo6iani peaxuil 6yimu BHSBIEHI IiJ 9ac MiCHApeecTPAlliifHOTO 3acCTOCYBAHHA
manTtominuHy. OCKINTBKM MOBiIOMIEHHS MPO Li peakilii HaxXxosTh J0GPOBIIBEHO BiJ TIOITY JISIIiT
HEBHU3HAYEHOTO PO3Mipy, HE 3aBXKIAH MOXJIMBO JIOCTOBIPHO OLIHHTH YacTOTY iX BHHHKHEHHs a00
BCTaHOBHTH IPHUMHHO-HACTIIKOBHH 3B’ 30K 13 3aCTOCYBAHHSM JIiKapCHKOTO 3ac00y.

3 60xy cucmemu Kpoei ma nimgpamuunoi cucmemi: aHeMis, TPOMOOITUTONCHIS.

3azanvui posnadu ma peaxyii y micyi 66e0eHHA.: THPEKCis.

3 6oky imynHoi cucmemu. aHadinakcis; peaxuii rinepuyTIMBOCTI, BKIIOYAI0UH AHTiOHEBPOTHYHHIM
HaOpsK, cBepODK, KPOMUB’IHKY, 3a[UIIKy, YTPYIHCHHS KOBTaHHS, CPHUTEMY TyJIlyb6a Ta JEr€HEBY
eosunodinio [aus. po3mim «IIporuriokasanus» (4) Ta «OCOOIMBOCTI 3aCTOCYBAHHSD (5.1]. .
Ingperyii ma ineasii: miapes, acouiitosana 3 Clostridioides difficile [mmB. posain «Ocob0nmuBOCTI
3acrocyBaHHD (5.8)].

Jabopamopni noxasnuky; SHIKEHHs KUTEKOCT TPOMOOTIHTIB. _
3 Goky onopro-pyxogoi cucmemy: TIJBHLICHHS DPiBHT Miormobidy; pabpomioni3  (aesaKi
ITOBiIOMJIEHHSI CTOCYBAJMCS TAL€HTIB, SKi OIHOYACHO OTPHMYBaH manToMinuH Ta iHTiIGiTOpH
I'MI'-KoA-penykrasm) [aus. po3aimu « OcoOGIHBOCTI 3aCTOCYBaHHSD) (5.2), «B3aeMopis 3 iHUTUMHA
mikapcekuMu 3acobamm» (7.1) Ta «Krinigaa dapmakonoris (12.3)].

3 60ky OuxanvHoi cucmemu, op2anié 2pYOHOL KIIMKU ma cepeOOCMmIHHA. Kallelb, eo3uHOGITEHA
ITHEBMOHISI, OpraHi3yro4da MHEBMOHIS [[IUB. PO3MLI «OcobmmBocTi 3acTocyBanusD (5.3)].

3 6oxy nepeosoi cucmemu: nepudepruIHa HERPOIATIisL [meB. po3min «QcobarBOCTI 3aCTOCYBAHHD?
(5.6)].

3 6oxy wipu ma nidwKipnoi Knimxoeuru: TSHKKI MKipHi MOGIYHI peaKii, BRITFOYaoIHn JIKapChKy
peaxuiio 3 e03uHOBLIIEI0 Td CHCTEMHUME CHMIITOMAMH (DRESS) Ta BE3UKYJI00YIbO3HUI BUCHIL 3
ypaXKeHHsM CTH30B0i obonoHKH abo Ge3 mHei (cmmmpom CriseHca — JlxoncoHa abo TOKCHYHHI
eITi IepMaNbHII HEKPOJTi3), 4 TAKOXK TOCTPHIl TeHepaTi30BaHHi eK3aHTeMaTo3H M My CTy 03 [muB.
posain «OcobnuBocTi 3acTocyBanusDy (5.4)].

3 60Ky WNYHKOB0-KUUK06020 mpakmy: Hy 0Ta, OIOBaHHS.

3 60Ky 06Mminy peuosun ma xapyyeanHa: TilEpKaTieMisL.

3 6oky nHupox ma cewoGuEIOHUX UULAXI6: TOCTPE YPAKEHHS HUPOK, HIPKOBA HEJ[OCTATHICTH, HHPKOBA
He[0CTaTHICTh i3 BTpaTtoio GQyHKII Ta TyOynoiHTepCTHIiabHIUH HehpUT (TIH) [mme. po3zmuil
«OcobmusocTi 3actocyBavasD (5.5)].

3 6oky opeanie wymms: MOPYIIEHHS 30Dy .
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7 B3SAEMOJISI 3 IHIIUMH JITKAPCBKUMHA 3ACOBAMM

7.1 InriGitopun 'MI'-KoA-pexykTasa

V 310pOBHX [OPOCIHX TOOPOBOJIBIIB OJIHOYACHE 3aCTOCY BAHHS JNANTOMIIHHY Ta CHMBACTaTHHY HE
BILTMBAIIO HA MiHIMATBHI KOHIEHTPAIIii CHMBACTATHHY Y IIa3Mi KPOBI; BHTTAIKIB MiomaTii CKeNeTHUX
M’s13iB He 3apeecTpoBano [mus. po3ain « Kiminiuna dapmaxonoris (12.3)].

Onmax inri6iropu TMI-KoA-peIyKTa3s MOXYTh CIPHIHHATH MiOMATIIO, MO MPOABIAETECA BoneM
a60 crnabKicTI0O y M’S3aX, IOB’I3aHAMH 3 IIIBHIIEHHSIM PIBHS kpeatrHboCchOKiHASH (KOK). ¥V
KITiHi9HOMY mocmikenHi dasu 3 Gakrepiemil/eHI0KapIMTy, CIPATHHCHEX S. aureus, y JOPOCIHX Y
NeAKHX TAmieHTIiB, SKi paHime OTpHMyBaid abo OJHOYACHO OTPHUMYBAIIH irri6iTopu I'MI-KoA-
peyKTasH, crocTepiranocs nigsuiierss pisas KOK [mmB. poszin «ITobiumi peaxuii» (6.1)]. HOCBi.,I[
OIHOUACHOro 3actocyBamHs imri6itopie I'MI-KoA-pemykTasd Ta JAIITOMIIMHY Y nallief.ITlB
oOMe)XeHHi; TOMY y MAlli€HTiB, fKi OTPUMYIOTBH NAITOMIIAH, CIif PO3TISHYTH MOXJIKBICTH
THMYacOBOro TPUIIMHEHHS 3acTocyBais inribiTopis 'MI'-KoA-peyKrasu.

7.2 Bouias Jikapcskoro 3acolfy Ha pe3yIbTaTH JadopaTopHHX AOCTiAKEHD

BCTaHOBIEHO, MO KIiHIYHO 3HAUyNIi KOHIEHTpANii NanTOMIIMHY Y mIasMi KpoBi MOKYTh
CIIPHUIMHSTH 3HAYHE, 3aJI€)KHE Bifl KOHIIEHTPALIT XuOHE TOHOBKEHHS MTPOTPOMOIHOBOTO Jacy .(H‘I)
Ta MiABUMEHHS MDKHAPOIHOrO HOPMATi30BAHOTO BiJHOIICHHS (MHB) mpu BHKOPHCTaHHL I
aHai3y TIEBHUX PEKOMOIHAHTHUX TPOMOOILIACTHHOBHX pearenTiB. MOXKIHBICTE OTPAMAHHS XiOHO
migBuImenux pesynsraris [TU/MHB BHacminox B3aeMO/Iii 3 peKOMOIHAHTHAM TPOMOOIIIACTHHOBUM
PEareHTOM MOYKHA 3MEHIIINTH, SKIO 3pa3Ky 171 BU3HAYCHHA T4 a6o MHB sin6uparu npHOIA3HO B
MOMEHT JOCATHEHHS MiHIMaTbHOI KOHIEHTpanil JauTOMIIHUHY Y mrasmi Kposi. OnHaK HaBiTh IPH
MiHIMaNBHIM KOHLEHTpAIli piBeHb NALTOMIIMHY MOXe OyTH JNOCTATHIM ISl BUHUKHEHHS TaKOl
B3aE€MOil.

VY pasi orpuManHHS AHOMAaIBHO BHCOKOTO PE3YyNBTATy [IU/MHB y mnamieHTa, SKA# OTpUMY€
ITAIITOMIITUH, PEKOMEHIY €ThCS:

1. TIloBropHOo BH3Haumta ITYW/MHB, BiniOpaBITH 3pa3oK Ge3mocepeIHBO TEpes] BBEICHHAM
HACTYIHOI [O3H JanToMinuHy (ToGTO mpu MiHIMAIbHIA KOHIEHTpalii Tpemapary). AKiIo
3gauenns [T9/MHB, Bu3HadeHe NP MiHiMaTBHIA KOHIIEHTpALlil, 3aJMIIAETHCA 3HATHO
BHIIMM 34 09iKyBaHe, CIIiJl pO3IIITHYTH moskmuBicTh Bu3HaueHHs ITY/MHB ansrepHaTHBHAM
METOIOM. .

2. TIpoBecTu OLHKY IHIIVX MOXKIMBUX IPHTHH aHOMAJILHOTO nimeumenns ITY/MHB.

8 3BACTOCYBAHHSA B OKPEMUX I'PYITAX ITAIIICHTIB

8.1 BarirnicTs

Pesiome pu3HKiB )
O6MeXXeHHX OMyOmiKOBaHMX MNaHWX IHOJO 3acTOCYBAHHI JAOTOMIIMHY BariTHUM O KIHKaM
HEIOCTATHRO IS OMIHKY OB’ A3aHOTO i3 3aCTOCYBaHHIM IIpenapary pHusuKy ceplO3HIX BPOIDKCHUX
BaJl PO3BUTKY TA BUKHAIHSA. Y JOCIIIKEHHIX PETIPOTy KTHBHOT TOKCHYHOCTI Ha TBApHHAX AanTOMIITHH
BBOJIMJIM LIy PAM i KPOJISIM BHY TPIIIHEOBEHHO B IIEPiO/{ OPraHoOreHesy B 103aX, Mo BiZTIOBINHO y 2 Ta
4 pasy nepeBUINyBald PEKOMEHIOBaHY UL JIOAWHH A03Y 6 mr/xr (y mepepaxyHKY Ha IUIOHTY
MOBepxHi Tia). O3HaK HECIPUATIMBOrO BIUIUBY Ha PO3BUTOK HE CIIOCTEPIrajIocs.

DoHOBHIl PH3UK CEpHO3HIX BPOUKEHHX Ball PO3BATKY Ta BUKHIHA I MOy JISAii, UL SIKOI [ToKa3aHe
3aCTOCYBaHHS TpenapaTy, Hepizommil. Yci BATiTHOCTI IOB’S3aHi 3 TEBHUM (OHOBHM PH3HKOM
BPOJKEHHAX Bal PO3BHTKY, BTPaTH pariTHOCTI abo IHIHAX HECOPHATIHBHX HACHiAKIB. Y 3arajlbHIH
nonyJwsiii CIITA pospaxyrkoBHii HOHOBHIT PU3HK CEPHOSHUX BPOJDKCHIX Ball PO3BHTKY Ta BUKUIHS
OpH KJIHIYHO MiATBEpIyKeHid BariTHOCTI CTAHOBUTEL pigmosimHo 24 % Ta 15-20 %.
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BariTHuM IrypaM QanToMilvH BBOJFUIH BHYTPIIIHEOBEHHO Y JO33aX 5,20 a6o 75 mr/kr/mo0y 3 6-ro
mo 18-if mens BariTHocTi. IIpm 3acTocyBaHHI H03# 75 MI/Kr/mo6y crmocTepiramocs 3MEHIICHEHSN
IPHPOCTY MAaCH Tijla CaMOK.

Ilpu 3acToCyBaHHI HaHBHIMOI JO3H 75 MI/KI/m006Y, 0 IpUOI3HO ¥ 2 pasy mepeBUITyE MAKCUMATIBHY
PEKOMEHIOBAHY IS JIOAWHA 103y 6 MI/KT (y IepepaxyHKy Ha MIOHTy IIOBEPXHi Tina), BILIABY Ha
eMOPiOH/ILTi g HE CIOCTEPiranocs.

BariTHUM KpO/MIAM JAaITOMIIMH BBOIMIIA BHY TPIIIHEOBEHHO y 034X 5, 20 a6o 75 Mr/kr/mo0by 3 6-
ro mo 15-# meus BaritHOCTI. [Ip¥ 3acTOCyBaHHI 71031 75 MI/KT/IOOY CHOCTEpiranocs 3MEHIICHHA
IIPEPOCTY MACH TLJa T CIIOKHBaHHS Txi y camok. ITpu 3actocyBaHHi Ha#BAINOL 03K 75 Mr/KT/100Y,
Mo NpUOIM3HO ¥ 4 pasy IEPeBHINye MaKCAMAIbHY PEKOMEHIOBaHY Ul JIOAWHH NO3Y 6 mr/kr (y
IepepaxyHKy Ha IUIOLLY IOBEPXHi Tijla), BIUTABY Ha eMOpPIOH/ILITi/ He CIIOCTEPIraocs. .

V kxomGiHOBaHOMY MOCIi[KeHHI (EPTHIBHOCTI Ta IIPE-/IIOCTHATAIBHOTO PO3BHTKY IANTOMIIHH
BBOJIFUIH CaMKaM I[ypiB BHYTPINTHEOBEHHO y 103aX 2, 25 a60 75 MI/Kr/n00y, MOUMHAKTH 32 14 nuiB
0 CriapioBaHHs i 10 20-T0 JHS JaKTAlii/iCIIoNoroBoro nepioay. BBy Ha pe-/TIoCTHATATBHAN
PO3BHTOK HE CIIOCTEPIiraiocs IpH 3aCTOCYBaHH] 103 1o 75 Mr/Kr/n00y BKIFOTHO, M0 NpubIMU3HO Y 2
pasy TiepeBHINye MaKCHMATbHY PEKOMEHAOBAHY UL JIOOMHH 03y 6 MI/KT (y mepepaxyHKy Ha
ILIOLYY MOBEPXHI Tija)'.

8.2 I'oxyBanus rpyaio

PestoMe pu3nkis

3rigHO 3 0OMEXEHHMH OITyONiKOBAHUMHM JAHWMH, JANTOMINMH IPOHUKAE y TPYAHE MOJIOKO; 1034,
AKy OTpHUMY€ IWUTHHA 3 T'PyJHHUM MOJIOKOM, CTaHOBHUTH 0,1 % mos3m Matepi (ZIHB. ((I[aHi)>)2>3>‘:'.
Indopmartist om0 BIVIMBY JAaOTOMINKHY Ha [WTUHY, fKa epedyBae Ha IPyIHOMY BATOJIOBYBAHHI,
a60 100 BILIMBY JANTOMINHHY Ha IPOAYKIO IPYIHOTO MOJIOKa BiNCY THA. .
Crnift BpaxoByBaTH KOPUCTD IPYTHOTO BUTOZOBYBAHHS UL PO3BUTKY Ta 37I0pOB’ Sl IUTHHH pasom i3
KTiHIYHOIO HEOOXiMHICTIO 3aCTOCYBAaHHS JANTOMIIWHY I MaTepi Ta Oy Ib-IKMMH MMOTEHIIIHHIMHI
HECTIPUATIIMBUMH e(peKTaMHd JAITOMIIMHY ab0 OCHOBHOIO 3aXBOPIOBAHHS Marepi Ha AUTHHY, SIKa
nepebyBae Ha IpyIHOMY BHTOZOBYBaHHI.

8.4 3acTocyBanus aiTam

Besneka Ta eQeKTHBHICTD JAMTOMINWHY IIPH JiKyBaHHI yCKIaJHCHUX indexmiit mKipu Ta M’?IKI/IX
tkarwH (yIIIIMT) Ta indexuii kxpoBoToxy (Gaxrepiemil), CIpEIMHEHNX S. qureus, BCTAHOBICHI UL
miteit Bikom Bix 1 1o 17 pokis. 3acTocyBaHHS JalTOMILUHY Y ITHX BIKOBHX I'PyliaxX MIATBEPIKYETHCS
NaHAMH HAJISXHHX i J0Ope KOHTPOJBbOBAHHX IOCITIKEHH y HOPOCHHX, NOAATKOBAMH IAHHAMU
(bapMaKOKiHETHYHHUX JOCIII/DKEHD Y JiTEH, a TAKOXK JaHHMU JIOCITiKEHD Oe3ekn, ePeKTUBHOCT] Ta
dbapmaxoxinernku (OK) y aireii 3 yIIIIMT Ta indexuisMu KpOBOTOKY, CHPAIMHCHUMH S. aureus
[neB. posmina «Ilo6iumi peaxuii» (6.1), «Knimiuna dapmaxonorin» (12.3) Ta «KoriaiaHi
nociaimkenas» (14.1, 14.2)].

Besnexa Ta eeKTHBHICTH 3aCTOCYBAHHS JiTAM BiKOM NO 1 pOKy HE BcTaHoBleHi. Ciifi yHUKATH
3aCTOCYBaHHSI JAITOMIIIMHY AITSM BIKOM 10 1 pOKy y 3B’A3KY 3 PH3HKOM [OTEHIIHHOro BIUTHBY Ha
M’S30By, HEPBOBO-M’S30BY Ta/ab0 HepBOBY cHcTeMy (HepudepudHy ta/ab0 MEHTpasbHY), IO
CIIOCTEpIraBcsi y HOBOHApOKEHHX coOaK [AMB. pO3ALIHA «OcobmmBocti 3acrocyBaHHm (3.7) Ta
«Jloxminiuna Tokcukojorisy (13.2)].

JIaIrTOMIIIMHE HE TOKA3aHHMH AITSIM 13 TIOpyIIeHHM (YHKITT HUPOK, OCKLUIBKH PEXHM JIO3YBaHHA I
i€l Ipynu Marie€HTiB He BCTAHOBJICHUH.

3acTOCyBaHHS NAITOMIIIMHY TIiTSIM 3 1HIIHMHA bakTepiaTbHUMH iH(EKIIAMA HE BUBIAJIOCH.
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8.5 3acrocyBannsa namicHTaM JITHHOIO BiKy

I3 534 popocnux mAmi€HTiB, AKi OTPUMYBAIH JANTOMIIMH y KOHTPOJIBOBAHUX KJIIHIYHUX
nociimkensx 11 ¢asu npu yckianqHeHux iHQEKIisax mKipy Ta M’ IKHX TKaHUH (yIIIMT), 27 % Gynu
BiKOM > 65 pokis, a 12 % - Bixom > 75 pokis. I3 120 mopociuX Nami€HTIB, sKi OTPUMYBAlTH
JIANTOMIIIMH Y KOHTPONEOBaHOMY KiiniuHoMy mociimkensi IIT ¢asu mpu 6akTepiemii/eHIOKApAUTI,
CIIpUYMHEHMX S. aureus, 25 Y 6ymH BikoM > 65 pokiB, a 16 % - Bikom > 75 POKIB.

V  xrimigemx gocmimkenmsx 1[I dasw y gopocmax mamienti i3 yIIIMT Ta
GaKTepieMiCIO/eHIOKAPAATOM, CIPHIMHEHAMH S. aureus, 4acToTa KIiHITHO VCHIMMHUX Pe3yTbTaTiB
6yiIa HIKIOIO y IAIEHTIB BIKOM > 65 POKiB MOPIBHSHO 3 IAllieHTaMH BiKoM < 65 pokiB. Kpim Toro,
[OGIYHi SBUINA, MO BEHWKIM IIiJ 9ac TiKyBaHHS, YacTillle crocTepiramycs y MalieHTiB BiKOM > 65
POKiB, HIX y MaIli€HTiB BiKOM < 65 pOKiB.

EKCIIO3UIisL IanToMilHy 6yia BUIIOO y 3I0POBHX 0Ci6 JiTHHOrO BiKy TIOPIiBHSHO 3i 3/0POBHMH
IOPOCIMMHE 0cobaMu MoJioAmoro Biky. OnHak HmalieHTaM JITHBOTO BiKy 3 KIipEeHCOM KpeaTHHIHY
(CLcR) > 30 MI/XB KOPEKITisl IO3Y JaNTOMIIAHY He IOTpiOHa [1uB. posaim «Crocib 3acToCyBaHHA
Ta no3m» (2.6) Ta «Kniniuna papmaxomoris» (12.3)].

8.6 IManienTH 3 nopymenHaM GpyHKNIT HHPOK

JlanTOMIIH BHBOIUTECS TEPEBAXKHO HUPKAaMH; TOMY JOPOCIUM marientam i3 CLcr < 30 MIU/XB, ¥
TOMy 4HCIi HarlieHTaM, sKi nepeOyBaroTh Ha TeMoJianisi abo mocTiiHOMY aMOyJIaTOpHOMY
nepuToneansHomy miamizi (CAPD), peKoMeHmyeThCs KOpeKIis iHTepBansy MIX BBEICHHIMHE
narroMinuHy. Y JOpOCIHX NAIIEHTIB i3 mopymeHHsM (QyHKIil HIPOK (QYHKIIO HAPOK Ta PIBCHR
kpeaturhochokinazn (KDOK) ciix KOHTPOTIOBATH YacTille Hi’K OMUH Pa3 Ha THXKICHL [B. po3mun
«Cmoci6 3actocyBanHs Ta mo3m» (2.6), «Ocobmmsocti 3acrocysamHs» (5.2, 5.10) Ta «Kniniysa
dbapmaxkonorisy (12.3)].

PexxyM [03YBaHHS JANTOMIIMHY UL [iTel i3 HOpyIIeHHsaM QyHKIii HIPOK HE BCTAHOBJICHUH.

10 ITEPEJO3YBAHHSI

V pasi mepeo3yBaHHS DPEKOMEHIYEThCS MPOBOMUTA INITPHMYBANbHY Tepalliio, 3a0e3meayoun
30epeskeHHs KIy6oukoBoi ¢imprpanii. J[anTOMIIEH MOBUIBHO BHBOAUTECS 3 OpraHizMy IHITXOM
remozmianizy (mpubmmsHo 15 % BBENEHO] 03U BUBOIUTHCS IIPOTATOM 4 ronyH) Ta IEpUTOHEAILHOIO
miamizy (mpubmmsHo 11 % BBeAeHOI 03M BHUBOJUTHECA IIPOTATOM 48 romuH). 3acTOCyBaHHA
BHCOKOTPOHHKHAX miasmisamx wmemOpay (high-flux) mporarom 4 TORHH remMojiali3zy MOoxe
36UTBITYBATH YACTKy BHBEIEHOI [03H IOPIBHSIHO i3 3aCTOCYBaHHSIM HH3BKOTMPOHHKHHX MeMmOpaH

(low-flux).

11 OITUC
JarToMinmH s i1’ €KIii MICTHTE JamrTOMITMH — UK IHAR JTIOMENTHIHIN aHTHOAKTEeplaTbHIN
3aci6, oTpumanmii muIIxoM bepMeHTallil Sireptomyces roseosporus.

Ximiyna Ha3Ba: N—)IeKaHo'l'JI-L-TpHnTo(biJI-D-acnapariHinL-L-acnapTHn-L-TpCOHiHrn1uHH-L—
opHiTHJI-L-aCHapTI/IJI-D-aJlaHiJI-L-acnapTHJIrnian-D-cepPIJI-Tpeo-3-MeTHJI-L-rJIyTaMlJI—3-
aHTpaHUION-L-ananid €1-1aKTOH.

XimiuHa cTpyKTypa:
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Emmipuuna popmyna — Cr2Hi01N17026; MONEKyIIpHA Maca — 1620,67. _
JlaroMinuH 1 iH’eKIiM MocTadaeThes Y GIIAKOHi IyIs OJHOPa30BOTO 3aCTOCYBaHHA ¥ BHTJIALIL
CTEpMIILHOTO Jio(inizoBaHoro mopomky abo miodinizoBaHol Mach Bij 611i10-)KOBTOTO /IO CBITIIO-
KOPHYHEBOTO KOIBOPY, IO HE MICTATH KOHCEPBAHTIB Ta MIiCTHTh IPHOIA3HO 350 Mr marnTOMIITHHY,
JUIS BHY TPIIIHEOBEHHOTO (B/B) BReIeHHs mics BixaoBeHHs 0,9 %0 pO3IHHOM HATPitO XJIOPHAY [IHB.
po3nin «Cuoci6 3acTocyBanus Ta no3m» (2.7)].

€IRHOIO OTIOMDKHOIO PEUOBMHOIO € HATPIO TiIPOKCHL, SIKHH BUKOPUCTOBYETHCA UL KOpUTYBaHHA
pH; 3mawemns pH cramosuts Big 4,0 mo 5.0. CBDKOIIPHTOTOBaHKY BiHOBICHAHA PO3HH
JaNTOMIIMHY I il eK1iil Mae KOJip Bif 6IIiI0-KOBTOTO 10 CBITIIO-KOPUYHEBOTO.

12 KJITHTYHA ®APMAKOJIOI'EA

12.1 Mexanizm giil ) o .
JlanTOMIIE € aHTAGAKTepiaIbHUM JHKapchKuM 3acoboM [mus. poszin «KninidHa dhapMaKoIOTLs»
(12.4)].

12.2 ®dapmakoguHaMika . _
Ha mizcraBi faHuX, OTpUMAHAX HA TBAPHHHAX MOJENsX iHdexILii, BCTAHOBIEHO, IO aHTUMIKpOOHA
aKTHBHICTH JANTOMIIAHY, HMOBIPHO, KOPEJIIOE 31 CIIiBBIIHOIICHHAM AUC/MIC (nmoma It KpUBOIO
«KOHIIeHTpallis—4ac»/MiniManpHa  iHriGyroda KOHIIEHTpAIlif) I I[EBHUX  MAaTOICHHUX
MIiKpOOpraHi3MiB, y TOMY YHUCIL S. aureus.

OcHoBHHAH (apMaKkoKiHeTHUHI/papMaKoAHHAMIYHAN 1apaMeTp, AKWH Ha#Kpalle KOpemoe 3
KTHIYHEM Ta MiKpoGiONOriYHAM BHIIKYBAHHAM, Y KILHIYHHX MTOCIDKEHHIX JAITOMIIUHY HE
BCTaHOBJICHUH.

12.3 ®apmakoKiHeTHKA

BBenenns janToMilnmHy A0POCAHM IPOTAIOM 30 xBHJIHH - _
CepenHi 3HadeHHS Ta cTaHAAPTHI BiaxuneHus (SD) hapMaKoKiHEeTHUIHNX NapaMeTpiB JIarrrommvaHY
¥ pIBHOBA&XHOMY CTaHi TIic/sl BHYTPINIHEOBEHHOTO (B/B) BBEICHHS 310POBHM JlopocIHM 0c00aM
MOJIOZIOTO Biky mpoTsrom 30 XBAIHH y 103axX Bif 4 10 12 Mr/Kr KO KHi 24 TOIMHHA HABEJEHO B TAOIIHIIL
11.
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Ta6muus 11. Cepenni 3nauennsi (SD) dapmaxoKiHeTHIHHX fJapaMeTpiB JanToOMillAHYy Y
340pPOBHX JA0POCIHX JOGPOBOJILIIIB Y PIBHOBAKHOMY cTaHi

| ®apmakokineTH4Hi napamerpu’ |
I[oaa*T (mr/xr) AUCo-24 ti/2 Vs CLt Cmax
(MKTer0/1/MJIT) (romx) (s1/xr) (ma/rog/kr) || (Mxr/mn)
[ aN=6) || 494(75 | 81(.0) 0,096 0,009 83(1.3) | 57.8(3.0)
T 6eN=6) || 632(78 | 7900 Jo.101 ©0,000][ 9,1 (L5 [ 93.9(60) |

[ san=6) || 858(213) | 8322 " Jlo,101 (0,013) 9,0 (3.,0) [123,3 (16,0)
T loN=9) | 1039078 | 7.9(0.6) ][0.098(0.017| 8.8(22) [[141,1 24,0)]
T12N=9) || 1277253 | 771D 0,097 (0,018)] 9,028 [183,7 (25,0)]

* IanToMiIHH BBOIIIA NUIIXOM BHy TPIlIHBOBEHHOT iHQY3ii mpoTaroM 30 XBUIHH.

T os3u manroMmiluHy MOHAZ 6 MI/KT HE 3aTBepKeHI.

1 AUCo-24 — IUIOLIA TTijl KPHBOIO «KkoHIeHTpals—dac» Bix 0 1o 24 romus; ti/2 — mepion HaniBBUBEACHHS; Vss — o§’€M
posnoniny y pisHoBaxsomy crtadi; CLr — 3araibHu# 1a3MoBEi KitipeHe; Cmax — MaKCHMalbHA KOHOECHTPAI ¥
Ia3Mi KpoBi.

DapMaKOKiHETHKA TaTOMIIUHY 3arajioM Oyia TiHIHHOIO TAa HE 3ajIeKaa Bl 9acy IpH 3acTOCYBaHHI
NanTOMINUHAY B mo3ax Bifg 4 mo 12 mr/kr KOXKHI 24 TOIMHHA IUISIXOM BHYTPIIIHBOBEHHOI indys3il
npotaroM 30 XBHIHH TPHUBAIICTIO JIO 14 muis. PipHOBaXHI MiHiMAaIBHI KOHIIEHTpAIIil JOCATaAC
micyst BBeZieHHs TpeThoi mo6osoi no3u. Cepenni (SD) MiHIMATEH] PIBHOBAKHI KOHIEHTpAL] MCIT
BBEAEHHS 1103 4, 6, 8, 10 Ta 12 Mr/xr KoxHi 24 roAHHNA CTAHOBHIIH simmosimao 5.9 (1,6), 6,7 (1,6),
10,3 (5,5), 12,9 (2,9) ta 13,7 (5,2) MKI/MIL

BBeneHHs JanrTOMIIUAY TIPOTAroM 2 XBUIINH A0POCIMM

Ilicist BHYTPIIIHROBEHHOTO BBEICHHS JANTOMINUHY HPOTATOM 2 XBWIHH 3J0POBHM JIOPOCIHM
1o6poBoMBIsM y mo3ax 4 mr/kr (N=8) Ta 6 mMr/kr (N=12) cepenni (SD) 3Ha4eHHA CHCTEMHOI
eKcIo3uIii y piBHOBakHOMY cTaHi (AUC) craHOBWIA immosimHo 475 (71) Ta 701 (82) MKI roz/MIL.
3HaueHHS MaKCHMaIbLHOI KOHIeHTpanii y mia3Mi kposi (Cmax) HATPHUKIHI 2-XBAIHHHOIO mepiomy
BBEJICHHS B IIbOMY JOCIIKEHH] HE BIATIOCS HATICKHAM YAHOM BH3HATHATH. OpHak 3 BUKOPHUCTaHHAM
(hapMaKOKiHETHYHUX NAapaMeTpiB, OTPHMAHUX B OKPCMOMY focrmipkenHi 3a ydacTio 14 3710poBAX
JIOPOCITHX TOGPOBOIBIIB, AKi OTPHMANH O/IHOPa30BY N03Y ANTOMIIIHY 6 MI/KT BHYTPIilITHEOBEHHO
mpotsiroM 30 XxBummwH, 010 3MOIAEIIHOBAHO piBrOBaxKHI 3HaIEHHS Crmax JULT AnTOMIIKMHY B 103ax 4
Ta 6 MI/KT IIpH BHYTPIIIHBOBEHHOMY BBEJIEHHI IPOTATOM 2 XBHJIHH.

3monenpoBani cepemi (SD) piBHOBaXHI 3HadeHHs Cmax CTaHOBUIN sixmosimao 77,7 (8,1) Ta 1 16,6
(12,2) mxr/min.

Posmosin

JlanToMiIuH 060pOTHO 3B’ A3Y€THCS 3 OLIKAMY TUIA3MH KPOBi JIFOAMHHY, IEPEBLKHO i3 CHpOBaTKOBHM
anp6yMIHOM, HE3aNeXHO Bif KoHIeHTparii. Cepenmil 3aratbHUH CTyIIiHb 3B’SI3yBaHHS CTAaHOBHUTDH
90-93 %.

V KIiHIYHEX TOCIIUKEHHIX CEpeIHii CTYIIHb 3B’ A3yBaHHA 3 GiNKAMH CHPOBATKH KPOBi Y IOPOCIHX
nanienTie i3 kripencom kpearuriny (CLcr) 230 mi/xs Oy TOPIiBHAHHUM i3 TaKUM Y 3A0POBHX
ZIOpoCIHX 0cib i3 HOpMANBHOIO (Y HKIIEIO HHPOK.

Boarod9ac crioctepiraiacs TeHASHIIA 10 SHHKEHH 3B’ g3yBaHHs 3 OLIKaMI CHPOBATKA KpoBi B 0Ci0
i3 CLCR <30 mn/xB (88 %). y Tomy umcmi B ocib. siKi mepedysain Ha remomanizi (86 %) Ta
nocTitiHOMy amMGyaTopHoMy TlepuToreansroMy miamisi (CAPD) (84 %). 3B’ 13y BAHHS NATITOMILIHHY
3 BLIKaMH y JOPOCTHX MAIl€HTIB i3 MOMiPHUM MOPYIIEHHAM dysxuii mevinkn (x1ac B 3a Hakmaom—
IT’r0) Gy 7o mMoIOHKUM JO TAKOT'0 Y 3L0POBHX MOPOCIIHX ocib.
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O6’eM posmoziny B piBHOBaxHOMY craHi (VsS) JanTOMIIMHY Y 3HOPOBHX NOPOCTHX CTAaHOBUB
npuGizao 0,1 /KT i He 3ajexaB Bl JTO3H.

MeTtabomizm

V HOCIiDKEHHSX in Vitro [antoMilueE He MeTalol1i3y BaBcsa MiKpOCOMaMHU TIEYiHKY JTFOJIAHHA.

V 5 3mopoBux mopocnmxX Ticms iHGysil pamioakTHBHO MideHOTO 14C-nanTOMIIUHY 3arajibHa
palioaKkTHBHICTh IIasMH KpoBi Oysia HOMIOHOKO 10 KOHIIEHTpAIlii, BH3HAYECHOI 3a JOIOMOIOIO
Mikpo6ionoriggoro meroxy. Y cedi Oymm BHUSBJCHI HEAKTHMBHI MeTaboliTH, 1IN0 BHU3HAYAIH 32
PI3HMIIEI0O MIX 3arajpHOI0 PaXlOaKTHBHOIO KOHIICHTPAIi€I0 Ta MiKpOOiONOriqHO aKTHBHOIO
KOHITEHTPAITIEIO.

B oxpemMoMy mociimkeHHi MeTaboIiTH ¥ mra3Mi Kposi B 1-# ieHb miclist BBEICHH JANTOMIIMHY B
2031 6 MI/KT JOpOCTHM HE BUSBIAMA. Y cedi Gyii BHSBICHI He3HAYH] KiIBKOCTI TPhOX OKUCHEHHX
MeTaboIIiTiB Ta ONHieT HeinenTr(iKoBaHOT ciomyku. Micrie MeTaboi3My He BCTAHOBJICHO.

BuBenenns

JIaIrTOMIITHH BHBOIUTHCS TIEPEBAKHO HIPKAMH.

V nocTimKenHi GanaHCcy MacH 33 yUacTIO 5 3[M0POBUX JOPOCIHX i3 3aCTOCYBaHHAM panioaKTHBHO
MiYE€HOTO JANTOMINEHY MpHOmH3HO 78 % BBENEHOI J03U OyIO BHABICHO B cedi 3a MOKa3HHUKOM
3arampHOl pafmioaxTEBHOCTI (ripE6mm3Ho 52 % mosw — 3a MikpoGiOJIOTiYHO aKTHBHOIO
KOHI[EHTpALi€Io), 2 5,7 % BBeIeHOI 1031 GyII0 BUABIEHO y (eKamisx (36ip 3aificHIOBaIH IPOTATOM
mepiomy mo 9 nHiB) 38 MOKA3HUKOM 3aTrajlbHOL PanioaKTHBHOCTI.

OxpeMi rpyiiy NalieHTiB

Hayienmu 3 nopywenusam Gynkyii HUpox

dapMaKoKiHETHYHI IapaMeTpH, OTPHMaHi HAa OCHOBI MONyJSIIHHOTO apaizy, BH3HAYATH Y
OpOCIMX TauieHTiB 3 imbexuismu (yeknagneri indexnii WKipH Ta CTPYKTYP mxipu [yIIIMT] Ta
GakTepiemis, cupuunHEHa S. aureus) 1 JOPOCIUX oci6 6e3 indexiii i3 pi3HAM CTYNEHEM TIOPYIICHHA
byHKIi1 HEpOK (Tabmus 12).

Saranpaui miasmosmit kimiperc (CLt), mepion HamiBBuBeneHHs (t/2) Ta 06’€eM pO3MOIITY B
piBHOBaxxkHOMy crani (Vss) y mamientis i3 yIIIMT Gymu nofiOHMMH 10 TaKBX y ManieHTiB 13
6akTepiemMicro, copuumnenoro S. aqureus. Ilicis BBeICHH JAITOMINMHEY B 7031 4 MI/Kr KoXHi 24
TOIMHM IUIIXOM BHYTpilmHEoBeHHOI iH(Y3ii mpoTsrom 30 XBHIHH cepemmiit CLt OyB BilIMOBINHO Ha
9 %, 22 % Ta 46 % HIKIEM B 0ci6 i mali€HTIiB i3: TerKuM MOPYIICHHAM dymxuii aupox (CLcr 50—
80 mu/xB); momipauM mopymerHsM (CLcr 30—<50 Mi1/XB); TSHKKHAM MOPY ICHHAM (CLcr <30 mi/xB),
HopiBHSHO 3 ocobamu 3 HopMmabHOKO QyHKmico Hupok (CLCR >80 mu/xs). Cepenni CHCTEMHA
eKCIIo3uIis y piBHOBaXHOMY cTani (AUC), t¥ Ta Vss 3011bITyBAIMCS 31 SHIKCHHAM ¢yHKIIiT HHPOK.
Bonrouac cepenre 3auerns AUC y narienris i3 CLCR 30-80 MJI/XB CYTTEBO HE BiJpi3HAIOCT BiJl
cepennaboro 3aauenns AUC y maiieHTis i3 HOpMaJIbHOIO (hyHKIi€I0 HAPOK.

Cepenne 3uauenns AUC y nanientis i3 CLCR <30 mi/xB T2y ATlieHTIB, SKi mepeOyBany Ha Jiaiisi
(CAPD Ta remo/iiaris i3 BBEIEHHSM [Ipenapary iciis ceancy nianisy), Gyno npudmzHo y 2 T8 3 pasu
BHILE Bi/MOBiAHO, HDK V MAII€HTIB i3 HOPMaXBHOIO (YHKIIEIO HUPOK.

Cepense 3nagenHs Cmax craHoBmiIo 60—70 MKI/MII y marierTis i3 CLCR >30 MIU/XB, TOAL K ¥
narienTis i3 CLCR <30 m/xB cepeane Cmax craHOBIIO 41-58 MKI/MIL

[Ticns BBEEHHS NANTOMILFHY B 1031 6 MI/KT KOKHI 24 TOAHHA OUIAXOM BHYTPimHEOBEHHOT iHY3i
nporsrom 30 xsumuH ceperHe Cmax y nariedTiB i3 JErKuM Ta MOMIPHUM IOPYIICHHAM byaxuil
HHpOK cTagoBmo 80114 mxr/mi i Oyn0 noiOHAM 0 TAKOTO'y MAIi€HTIB i3 HOPMAILHOK (QYHKIIIEIO
HHUPOK.
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Ta6muns 12. Cepeani (SD) momyasmiimi dapmMaKoKiHeTHIHI mapaMeTpH AANTOMINHUHY MiCHs
indysiitnoro BBexenHs NanTomimuny B H03i 4 Mr/kr abo 6 MI/Kr fopocIHM DAIliIEHTAM 3
indexnismu Ta mopocamM ocofam 0e3 iHdexuili i3 pi3HHM CTymeHeM MOPYNICHH:A $ysKuil
HHPOK

| Pharmacokinetic Parameters* j
. I
(I) - t t CLTT AUCO—ooT AUCssx Cmm,ss
YHKII HHPOK t‘4/z (l‘/oll), st (n//xcr), (Ma/rop/Kr),|| (MKreroa/mm), (| (Mxreroa/mi), (MKr/™MII),
mMI/Kr BRI 4 Mr/kr 4 mr/kr 6 Mr/xr 6 Mr/kr
g"]‘l’:“:‘;":"‘ 2’;‘3 0,13 (0.05),|| 10,9 (40), | 417(155), | 545(296), | 6,935,
JIRICAL EHROR 479, || "N=165 || N=165 N=165 N=62 =61
(CLcr >80 mir/xB) N=165
Jerxe mopymenns || 10,75 |15 005y [ 994,0), || 466(177), | 637@215), |124(56),
ByRcuil mupox (8,36), N=64 N=64 N=64 N=29 N=29
(CLcr 50-80 mn/xs) || N=64
Tlomipue
BOPyIREH 14,70 1615 0.06),| 85@34), | 560(258), | 868(349), |19.0(9.0),
pynknii HEpok (10,50), N=24 =04 N=24 N=15 N=14
(CLcr 30—<50 N=24
MII/XB)
Taxke mopymenns | 27,83 ] 244 |
ymecnit mupoc (14.85), 0’2({\1@&15)’ s ’?\I(j’ég)’ 925 (467), N=8 1051%9292)’ (21,4),
(CLcr <30 miv/xB) N=38 . N=2
30,51
Fewosiaais o, Josoom] ssen | umem |y | s
N=16
CAPD (uocriiiamii 2756
amGystaTopRmii Gy, (011002, 2.9 ), 1409 (238), an =
NepHTOHEeATLHHIH I\,I=5 ’ N=5 N=5 N=5
niasmiz)

Ipumimxka: nanToMiIEH BBOIWWIM IPOTAroM 30 XBUIWH.

* CLer — KITpeHC KpeaTHHIHY, po3paxoBaHii 32 piBHAHHAM Koxpo@ra—T onTa 3 BUKOPUCTAHHAM daxTHYHOT MacH Tiia;
CAPD — mocriftauit aM6yIaTopauii neparoneanshnit gianis; AUCy.- — mioma 1M/l KPHBOIO «KOHLEHTPALIS—Iach,
eKCTPAIONbOBaHa 110 HecKinTerHocTi; AUCs; — TUIoma ML KPUBOKO «KOHIEHTPALII—4acy, PO3PAXOBaHa MPOTATOM 24~
TO/IMHHOTO IHTEpBAy J03yBaHHA Y PIBHOBAKHOMY ctati; Cuinss— MiHIMATBHA KOHIIEHTpALLA Y PIBHOBAKHOMY CTaHi;
NA — He 3aCTOCOBYETBCA.

T IapameTpw, oTpAMaHi MicIs BBEAECHHA OHOPA30BOI 03K HaIi€HTaM 3 YCKIaTHEeHUMH THEeKIUsIMH IKipU Ta CTPYKTYP
WIKIPH Ta 3710pOBHM 100POBOIIBILAM.

TlapamerpH, oTpUMani y piBHOBaKHOMY CTaHi Y HAIlieHTiB i3 GakTepieMicro, CIPHIUHEHOIO S. qureus.

OCKiNTbKE BABEJSHHS HUPKAMH € OCHOBHMM LIIIXOM €JTiMiHAILi, JOpOCIHNM narieHTaM 13 TSHKKAM
nopyents yukuii Hupok (CLcr <30 Mi/xB) HeOOXiqHA KOPEKIIs iHTepBaTy MK BBE/ICHHIMU
HanToMinuHy [auB. po3ain «Crocib 3acToCyBaHHA Ta TO3M» (2.6)].

Iayienmu 3 nopyuwenHAM QYHKYIL nediHKU
®@apMakoKiHeTHKY JanToMiluHy ouinrosany y 10 mopocinx 0cib i3 TOMipHHM TOpYIIEeHHESM GyHKI
mewinku (xiac B 3a wracmbikamieio Yaitnga—IT't0) Ta nopiHIOBaK 3 (HhapMaKOKIHETHKOIO Y

3M0pOBHX mopociux Jo0poBonbiis (N=9), 3icTaBHAX 34 CTarTio, BIKOM Ta Macorw TulIa.

dapmakokiHeTHKa AanToMinmuHy B 0Ci0 13 TOMIPHEM IIOPYINICHHAM yHKIil TEYiHKH HE
3MiHIOBaNacs. IIpH 3aCTOCYBAHHI JAITOMIIMHY Tali€HTaM i3 JErKHM Ta MOMIPHEM MOPYLICHHIM
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QyHKIT IediHKH KOpeKIlis H03¢ He TOTpiGHA. PapMaKOKiHETHKy AANTOMINHHY y IHAIllEHTIB 13
TSDKKHM IOpyIneHHsM dyHknii neuinku (wiac C 3a knacudikariero Yatinna—11’10) HE OLIHIOBATIH.

Cmamb

S . " A . . , .
KriniuHo 3HadIymux BimMiEHOCTeH y (bapMakOKiHETHIN JANTOMILHHY, IOB'S3aHHX 31 CTATTIO, HE
croctepiranocs. I[Tpy 3acTOCYBaHHI JANTOMIIMEY KOPEKIIS HO3H 3aJIEKHO BiJ CTAT1 HE moTpibHa.

Iayienmu nimuvo20 6iKy .
dapMaKoKiHETHKY JAITOMINEHY OIIHIOBAIX y 12 3J0pOBHX OCi6 NITHHOTO BiKy (27§ pokiB) Ta 11
3/{OPOBHX MOJIOHX JOPOCIHX 0Ci6 KOHTponbHOI rpynH (Bixom Bix 18 1o 30 pokiB). ITicist BBEICHHA
OIHOPA30BOT /103 AANTOMIIHHY 4 MI/KT [IUIIXOM BHYTpIIIHBOBEHHOI iH(yY3il IpOTAroM 30 xBHINH
cepeHiil 3aralbHAH KIipeHe JAnTOMIIHHY B 0Ci0 TiTHBEOTO BiKy OyB mpuOMmM3HO Ha 35 Y HIDKIHM,
a cepenue 3HauenHs AUC)w - TpEOIN3E0 Ha 58 % BUIMM, HIK Y 30POBAX MOIOAHUX HOPOCIHX
oci6. Bimminmocteit y Cmax He crocTepiranocs [Ims. po3fin «3acTOCyBaHHI B OKpeMHX Ipyllax
narieHTiBy (8.5)].

Ilayienmu 3 oxcupinHam ) )
DapMakoKiHETHKY [AMTOMIIMEY OIHIOBATH y 6 ZOPOCIHX OCi6 i3 MOMIPHEM OKHPIHHIM (inzexc
macu Tima [IMT] 25-39,9 xr/m?) Ta 6 JOpOCIHX OCI i3 BHPasKEHUM OXKHPIHHAM (IMT >40 xr/M?), a
TaKOX y KOHTPOJBLHHX OCi0, 31CTaBHHX 3a BIKOM, CTaITIO Ta GyHKIIEIO HUPOK. HICJ.ISI BBEICHHS
OIIHOPA30BOi 03U JAITOMINUHY 4 MI/KT, po3paxoBaHOi Ha ITi/ICTaBi 3aranbHOl Mack TLIa, MULIXOM
BHYTpIImBOBeHHOI iH(y3ii mporsarom 30 XBHIMH 3aTalbHUH IUIA3MOBMH KJIIpEHC JanTOMIHHY,
HOPMAIIi30BaHui 3a 3araJIbHOIO Macolo Tina, OyB OpHOMU3HO Ha 15 Y HMKIMM B ocib i3 moMIpHHM
OHPIiHESIM Ta Ha 23 % HIKYHM B OCi6 i3 BHPKEHHM O)KMPIiHHSM MODIBHSHO 3 KOHTPOJBHOIO
rpynoro oci6 Ges oxupinas. AUCO—oo manrominuay Gyma mpubmasto Ha 30 % BHLIOO B ocib 13
OMIpHEM OXHUpIHHSM Ta Ha 31 % Bumoro B 0ci6 i3 BHpaXeHHM OXHDIHHSM IOPIBHAHO 3
KOHTPOJBHOIO Ipymoio oci6 Ge3 oxupinas. Haitimosipuime, i BiMiHHOCTI Gy/H 3yMOBIICHI
BiMIHHOCTSIMH y HHpPKOBOMY KiipeHCi manroMimuny. Kopexuis 1o3u MANTOMII[MHY Y HAIll€ATIB 3
OXXMPIiHHSAM He NOTpibHA.

Himu .
®apMaKOKiHETHKY JaNTOMILUHY y HiTel omiHioBamk y 3 papMaKOKiHETHUHAX JOCTIDKEHHAX 3
OZHOPa30BHMM BBEACHHSAM IIpEmapary. 3aralfoM HOpMajli30BaHHH 3a Macor Tina 3aranbHAH KTpEeHe
y nitelt GyB BMINMM, HiX y NOPOCIHX, i 3GimpmryBaBcs 3i 3MEHIICHHAM BIKY, 'roni_snc nepiof
HAMBBHBEICHHS MaB TEHIECHIUIO JO CKOPOUYEHHS 31 3MEHITEHHIM BIKY. Hopmaﬂiquam 33 Macolo
Tina 3aranpHUY KIipeHC Ta mepiof] HaliBBUBEICHHSI MANTOMIIIAHY Y JiTeil BIKOM BIX 2 1o 6 pokiB
OynH MoAiGHMMH IIPH 3aCTOCYBaHHI PI3HHX JI03.

By/io TpoBEleHO MOCITI/DKEHHS JUIsl OHIHKH OE3IeKH, e()eKTHBHOCTI Ta cbapmaxmmrl'emm
fanToMilMAY vy fiTeit BikoM Bix 1 mo 17 pokiB BKIFOUHO 3 yCKIaAHCHHMH indexiIMa mKipu Ta
crpykTyp Imkipm (yIIIIMT), cropuuuHEHHMH TPaMIIO3HTUBHMMH TATOTCHAMH. [TarmieHTiB
PO3IOUIMIA Ha 4 BIKOBi IpynH [AHB. PO3MLI «ICmiuiumi mocnmimxerusy (14.1)] Ta ?faCTOCOBYBaJII/I
JaNTOMIIIMH BHYTPIIDHBOBEHHO B J103aX BLX 5 IO 10 Mr/xr oxmH pa3 Ha 100y. Hl(.:JISI BBe?neHH;I
GaraTopasoBux 103 excrosuis ganrominmay (AUCss ta Cmax,ss) 6yJ1a OAIOHOIO B PI3HHUX BIKOBHX
IpyIax Iicis KOpeKIii JO3H 3aIeKHO BiJf MacH Tina Ta BIKY (Tabmumg 13).
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Ta6auns 13. Cepenni (SD) nomyasmikHi dapmMaxkoxkiHeTHIHi HapaMeTpH JANTOMIDHHY Y
AiTel 3 yCK/IaAHEHHMH iH@eKNiiMH MKIPH Ta CTPYKTYP mkipu (yIIIMT)

@apmMaKoKiHeTHYHI TapaMeTpH j
Bix Ho3za | TpuBagicTsb AUC; ) CLT J Crax;ss
(mr/xr) || indysii (x8) || (MKreroa/mi) % (ron) || Ve (wi) (mn/rop/kr)|| (MKr/mn)

12-17 poxde 8200“ 11,8 (2,15) | 76,4 (6 75—\
(N=6) 5 30 434 (67,9) ‘ 7,1 (0,9) (3250) 1,8 (2,15) || 76,4 (6,75)
7"1&2‘2’?“ 7 30 543* ‘ 6,8+ l:woﬁ 13,2* 92_,4*7
2-6 pokis 2750 N
4,6 (0,8 20,8 (4,29) || 90,3 (14,0)

N=T) 9 60 452 (93,1ﬂ ,6 (0,8) (832) (4,29)
Bia 1 poxy xo 1670 ]
<2 pokiB 10 60 462 (138) 4,8 (0,6) 23,1 (5,43) || 81,6 (20,7)

~N=27) (446)

AUCgs - moma Iij KpHBOKO «KOHIEHTpalifs—dac» y piproBaxuoMy crami; CLt - KIIPeHC,
HOPMAJTi30BaHuii 3a Macoro Tila; Vss - 006’eM pO3NOALTY B PIBHOBaXXHOMY CTaHI; tY% - TepMiHAJIbHAN
TIepioJl HaNiBBUBEACHHS.

* Cepe/THe 3HAYEHHS PO3PaxoBaHO st N=2.

Bylo NpPOBEIEHO JOCTi/DKEHHS JUIA OIIHKA Oe3NeKH, eexTHBHOCTI Ta hapMaKoKiHETHKH
IANTOMINMHY Y HiTel 3 6akrepiemiero, CIpHIHHEHOIO S aureus. TlanienTiB pO3NOALIIIN HA 3 Bi:KOBl
rpynu  [mmB. posmin «KniHiuHI JOCHIOKCHHD) (14.2)] Ta 3acTOCOBYBAIM [auTOMIIHH
BHYTPIIIHBOBEHHO y K03ax Bix 7 10 12 MT/KT OJHH Pa3 Ha 100y .

TTic/ist BBeeHHS 6AraTopasoBIX 703 EKCIIO3UILA JANTOMIIIHHY (AUCss T2 Craxss) Gy1a ofiGHOIO y

pi3HEX BIKOBHX Ipyliax Iicid KOPEKIil J03H 3aIeKHO Biz Mac Tira Ta Biky (Tabmunsa 14).

Ta6auus 14. Cepenni (SD) papmakokineTaaHi napaMeTpH AAnTOMIiNMHY Y JiTei 3
0akTepiemicro

. Hoza || TpuBajicTh AUCss ) CLt J Cmax,ss
e (mr/xr) || imdys3ii (xB) |(Mxreron/mi) ¢/ (rom) || Vs (1) | (Ma/rop/Kr) (mKr/muT)

-1 6420

poKin 7 30 656 (334) |75 23| 080 12,4 (3,9) ||104 (35,5)
(N=13) (1980)

s 4510

poKiB 9 30 579 (116) |60 (0:8)|  1470) 15,9 (2,8) (104 (14,5)
(N=19) (

2-6 poxis 4 |106 12,8.
N=19) | 2 ‘ 60 J 620 (109) ||5,1 (0,6) (2200 (570) \719,9 (3.4) ( )J

AUC.s — mioma i KpHBOIO «KOHIEHTPaLifi—4acy y PIBHOBAKHOMY cTani; CLt — KITpeHc, HOpMAali30BaHui 3a Macoto
Tina; Vs — 00°eM po3MOLITYy B PIBHOBAKHOMY craui; tY4 — TepMiHATBHUIT MEPIOA HAT BBUBEICHHIL. L
Jlo ROCITiUKeH A He BKIO9ai AiTelt BikoM Bix 1 poKy 10 <2 pokis. MosiemoBaHHs 3 BUKOPHCTAHRAM (0T FALIHEOL
dhapMmakokiHeTHaHOT MOJENl NPOAEMOHCTPYBAO, 10 AUC,, qanToMitmny y aiteit sikom Bz 1 poKy 10 <2 poKiB, AKl
OTPUMYIOTE 103y 12 Mr/kr oj(HH pa3 Ha 100y, Oyze NOpIBHAHHOW 3 AUC,; y IOPOC/HX MAII€HTIB, SKi OTPUMYIOTE JO3Y
6 MI/Kr OHH pa3 Ha Ao0y.
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JocnipkeHns B3aeMOIil JiKApCHKUX 3ac00iB

Hocnioocenns in vitro -
TIOCTIDKEHHS. in Vitro 3 BHKOPHCTAHHSM TIENaTONWTIB JIOIMHM CBiIYarTh, 1IN0 NANTOMIIMH HE
IpHUTHIYye Ta HEe iHAYKy€ aKTHBHICTH TAKUX i30QEPMEHTIB HUTOXPOMY P450 T ITHIL: 1A2, 2A6,
2C9, 2C19, 2D6, 2E1 Ta 3A4. MasoiiMOBipHO, IO JAANTOMIIEH IPUrHiTyBaTHME a00 1HAYKyBaTHME
MeTaGoIi3M TKapehKHX 3aco0iB, AKi MeTabomi3yoThCs cucTeMoro P450.

Azmpeonam )

V mociikeHHl, B SKoMy 15 310pOBHX IOPOCIHAX oci0b oTpEMYyBaJH OJHOPA30BY Ro3y AANTOMIITHHY
6 MI/KT BHYTPIMIHBOBEHHO Ta KOMOIHOBaHy O3y JaNTOMiMHY 6 MI/KI BHYTPIIHLOBEHHO 1
asTpeoHaMy 1 I' BHYTpPIIIHHOBEHHO, SKI BBOIWIIM MPOTAIOM 30 XBWIMH, a3TPEOHAM CYTTEBO HE
BILIHBaB Ha Cmax Ta AUC oo JaTITOMIITHHY .

Tobpamimun .

V nocnipkenHi, B IKOMy 6 30pOBHX ZOPOCIHX YOJIOBIKiB OTPUMYBAIH OJJHOPA30BO JAlTOMIIHH 2
MI/KT BHYTPiIIHBOBEHHO, ToOpaMinyH | MI/KI BHYTPIiITHEOBCHHO, & TaKOX obuBa TpenapaTh y
koMmGiHanil nporsrom 30 xBuiawH, cepenHi 3HaueHHA Cmax Ta AUC0—0 DANTOMIIBIHY Oyim
BimnosigEo Ha 12,7 % Tta 8,7 % BAMAMH HpH OJHOYACHOMY 3aCTOCYBAHHI NAITOMIIHHY 3
TOOpaMiIHHOM.

Cepenni 3ragenns Cmax ta AUCp TOOpaMinmHy Oynu Bigmosinno Ha 10,7 % Ta 6.6 % HIDKIAMHA
IpH OFHOYACHOMY 3aCTOCYBaHHI TOOpaMmillHY 3 IaNTOMILFHOM. I1i BimMiHHOCTI HE 6yng
CTATUCTHYHO 3HAYYIIUMM. B3aeMopil Mix JANTOMIOMHOM 1 TOOpaMiIUHOM IIPH 3aCTOCYBaHHI1
MAnTOMIIMAY B KIIHIYHIN 1031 HeBiToMAa.

Bapgpapun .

V 16 310poBEX JOPOCTHX OCi0 3aCTOCYBaHHS JANTOMIIHHY B 71031 6 MI/KT KOXHi 24 TOIHMHYU IJLIXOM
BHYTPiIITHBOBEHHOI iH(®Y3il mpoTsaroM 30 XBHJIMH yIPOXOBXK 5 ITHIB 3 OQHOYACHUM 3aCTOCYBaHHIM
OIIHOPA30BOi IepoparbHOI H03u Bapdapuuy (25 Mr) Ha 5-d IeHb HE Majio CyTTEBOIO BILUIMBY Ha
dbapMaKoKiHETHKY »OOHOTO 3 IperapariB Ta CYTTEBO HE smirroasio MHB  (MbKHaponHe
HOpMaJIi30BaHe BiHOIMECHHS).

Cumeacmamun

V 20 3m0poBHX HOPOCHHX 0Ci6, AKi OTpEMyBau CTabLTbHY HOOOBY MO3Y CHMBACTAaTHHY '40 M,
3aCTOCYBaHHS JANTOMIIIMHY B 1031 4 MI/KT KOXHI 24 TONHHH IUIIXOM BH.}’T.pH]IHB(.)BeHHOl 1H¢)y3£1.
nopotsroM 30 xBunmH ympomosx 14 mris (N=10) He BIIMBAIO HA MIHIMAJIbHL KOHITCHTpall
CHMBACTaTHHy B IUIa3Mi KpoBi Ta He GyJI0 IOB’s3aHe 3 BHINOO HaCTOTONO BUHHKHEHH: MoOIYHNX
peaKiiii, BKIIOYat0Y MiOIATIkO CKEJIETHAX M 5318, IIOPIBHSIHO 3 oco6aMH, SIKi OTPUMYBaIHA nnau.e6o
omvH pa3 Ha noby (N=10) [mus. posnimu «OcoGMHBOCTI 3aCTOCYBAHHS (5.2) Ta «B3aeMonis 3
iHmMMA TikapcskuMu 3acobamm» (7.1)].

Ilpobeneyuo ) .
OmaouacHe 3acrocyBanHs nmpoberermuny (500 mr 4 pasu Ha 700y) Ta 0THOPa30BOI JO3U AATITOMILIIHY
4 MI/KI UUBIXOM BHYTpIHBOBeHHOI iHQY3il mporsrom 30 XBHIMH Yy [OPOCIHX CYTTEBO HE
sminroBano Cmax a6o AUCo o JAITOMINUHY .

12.4 Mikpo®6ioJiorist . )
JIanTOMIMMH HATeXWTH RO KIacy IUKTIYHEX IIIIONENTHAHHX AaHTHOAKTeplalbHAX 32}_00613.
JlanToMinue Mae KiiHidHe 3aCTOCYBAHHS TS JKyBaHHs imGexuil, COPAIHHEHHX acpOLHHMH
rpaMIIosuTHBHEME Gaxrepisma. CIEKTp aKTHBHOCTI NANTOMINHEY in Vitro OXOIUIIOE OlIBIIICTH
KIHIYHO 3HAYY MK IPAMIIO3UTABHUX IATOTCHHUX OAaKTepii. .
JIaITOMIIMH i7 Vitro TPOSBILIE INBUIKY, 3aJIEKHY BiJi KOBIEHTpaliii 0aKTepUIHAHY aKTHBHICTE 1MOoJ0
rpaMIosHTHBHAX OaxTepii. Ile Gyno MPOAEMOHCTPOBAHO SAK 32 JIOMOMOTOI0 KPHBHX «Hac—

sHuMmeHHs», Tak i 3a  cuissigHomesmsvm  MBK/MIK  (MiHiManbHA oaﬁc'rep}mz{ﬁlil
OraJICBCKa MLA.




KOHLEHTpallis/MiHIMaNpHA iHTiGyoYa KOHIEHTpAIliA) 3 BAKOPHCTAHHAM METOJY DOSBEICHHA y
OybHoHi. )
JTanrrominue 30epirap 6aKTepUIIIHY aKTUBHICTH i1 Vitro Mmoo S. aureus 'y cramioHapHi# dast pocTy
B MOJIEJ eHIoKapAianbauX Bererarii. Kiriniama 3HAYYIOICTh OO ABUMIA HEeBimoMa.

MexaHi3Mm il

JlanToMilH 3B’s3yeThca 3 MeMOpaHamn —OakTepialbHHX KTTHH 1 COpUYMHIE I[OBUOKY
IenoJIIpU3aliio MeMOpagHOTO MoTeHIiany. Brpata MeMOpaHHOTO [OTEHI{iay NPHU3BOJIATH IO
npurgivennas cuntesy JHK, PHK i 6inka, mo cripyauHse 3arubens GakTepianbHOl KITiTHHH.

Pe3ncTeHTHICTE ) )
MexaHi3zm(#) Pe3UCTEHTHOCTI IO JAITOMIIUHY roBHicTIO He 3°gacopanuii(i). Ha croroan1 HE BIIOMI
TPaHCMICHBHI reHETHYH] €JIeMEHTH, AKi 3yMOBIIIOIOTE PE3UCTECHTHICTE 110 TAIITOMILIHY .

B3aeMoyist 3 inmmMy anTHOaKTEpialbHAMY 3aco0amu .

VYV IOCHDKEHHSX in Vitro BHBYAIH B3AEMOIIIO NMATTOMIIMHY 3 1HIIAMH aHTHOAKTEplalbHUMHA
3ac06aMi. AHTArOHi3My, BE3HAUEHOTO 3a Pe3yJIbTaTaMy JOCIIUKSHb KPUBAX «Hac—3HUIICHHAY, HE
crocrepiranoca. In vitro 6yno IpPOJEMOHCTPOBAHO CHHepriuHy B3a€MOJII0 HanTOMIUMHY 3
aMiHOTJTIKO3MIAMH, P-TaKTAMHHMH aHTHOAKTEpiaTbHUMU sacobamMu Ta puGaMIIIMHOM ITOJI0
NeTKMX IITaMiB cTa(iIOKOKiB (BKIIOYAOMM MNeAKi METHIIHIIHOPE3UCTCHTHIMH mTaMaMH) Ta
€HTEPOKOKIB (BKIIFOUAIOTH AEIK] BaHKOMIIMHOPE3UCTEHTHI i30114TH).

OCITIIDKEHHS VCKTATHeH X indekuil mxipn Ta erpykryp mkipn (VIIIMT) y fopocaux
TlosiBa HedyTIMBAX OO NANTOMIIMHY I30J4TiB CIOCTepiramacs y 2 indixoBaHMX IANIEHTIB Y
CYKYIIHOCT] KIIHIYHMX HOCTIIKEeHb (asu 9 Ta OCHOBHHX KIHHIYHHX HOCIiUKeHb (asu 3 moxmo
yIIIIMT y qopociix mAali€HTiB. )

B 0iHOMY BHIIAIKY Hedy TIHBHi i305sT S. aureus 6yno BUILICHO y marienTa B JOCIipKeHH] hasu 2,
KM TIPOTATOM TEpIMX 5 JHIB Teparil oTpHMYBaB NAnTOMITIHH y 1031, HIKYiH 32 ncpenf_iaqeny
IpOTOKOIOM. Y ApyroMy BHIAIKy HedyTIHBHI Enterococcus faecalis 6yno BAINEHO y TAIIEHTA 3
{H(DIKOBAHOO XPOHIYHOIO MPOJIEKHEBOIO BHPA3KOI0, AKNH OyB BKJIFOUEHHH IO MOCIIKEHHS Teparlil

ITOPSATYHKY .

BakTepieMis/eHIoKApIHT, COpHYHHEH] S. gureus. Ta inmi micnsgpeecTpaniiial  MOCTIDKEHHS Y
V NomanBIIMX KTHIYHEX TOCTIIKEHHAX Y JOPOCIHX IAIli€HTiB OyIu BHJTiEH] HEYy /MBI 130/14TH.
S. aureus Gyno BUALIEHO B OJHOTO MAIiEHTa B TIOCIIDKEHH] 3aCTOCYBaHHs IIpenapary 3 MIpKyBaHb
FyMaHHOCTI Ta y 7 HAI€HTIB y AOCITiKeHH] OaKTepieMil/eHI0KapIUTY, CIPHHHHCHIX S. aureus [uB.
pospin «Kminiuai nocmimkenns» (14.2)]. E. faecium Gyno BHJLJIEHO B OJHOIO IIAIllIEHTA B
IOCTIDKeHH] BAHKOMIIAHOPE3UCTEHTHUX EHTEPOKOKIB.

AHTAMIKpOOHA aKTHBHICTH

Byno mpoaeMoHCTpoBaHO, IO MANTOMIIMH aKTUBHUM OO 6LUILINOCTI 130JIITIB HABEICHUX HIKYC
MIKpOOPraHisMiB SK in Vitro, Tak i Ipu KIiHiTHEX iHOEKIiIX [mmB. posmin «IlokasaHHA IO
3acTocyBaHHD (1)].

I'pamno3nTuBHI 0aKTEpil

Enterococcus faecalis (7ume BAHKOMIIMH-Iy TIMBL IITaMaMH )
Staphylococcus aureus (BKIIOYAI0IA METHII H-PE3UCTECHTH] IITaMaMH)
Streptococcus agalactiae

Streptococcus dysgalactiae subsp. equisimilis

Streptococcus pyogenes
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Hapeneni Hux9e maHi OTpUMaHi in vitro, OIHaK iX KIiHivHA 3HAYYINiCTh HEBIAOMA. HIOHaI‘{IMeHIHe
90% HaBeIeHHX HUXJe GaKTepili MaroTh MiHIMaNbHY iHTiOyOTy xonnerTpauio (MIK) in vitro, mo
€ MEHINoI alo JOpPIBHIOE T'PaHUYHOMY 3HAYEHHIO Yy TJIMBOCTI [0 JANTOMILUHY UL izonATIB
BiIOBiMHOTO poy a6o rpymu MikpoopraHismis. OHaK e(QeKTHBHICTS JAnTOMILUHY IPH JKyBAHHI
KIHIIHEX iHpeKiH, cIprYHHeHnX UMy GaKTepismu, He Oyia BCTaHOBICHA B a/ICKBATHMX Ta I00PE
KOHTPOJIEOBAHMX KIHIYHHX JOCIIUKCHHSIX.

I'pamnozuTHBHI GaxTepii

Corynebacterium jeikeium

Enterococcus faecalis (BaHKOMIIIMH-PE3UCTEHTHI ITaAMaMH)

Enterococcus faecium (BKTIOYAIOUA BAHKOMIIWH-PE3ACTEHTHI IITaMaMH)
Staphylococcus epidermidis (BKAIO9atO4n METHIMIH-PE3UCTEHTHI ITAMAMHK)
Staphylococcus haemolyticus

Bu3HauenHs 9y TIHBOCTL )

Tt oTpUMaHHS crelianbHol indopMartii Mmoo KpuTepiis inTeprperanii pe3ybTaTIB TECTYBAHH
QYTIIHBOCTI, BiJIMIOBIIHAX METOIiB TECTYyBAHHS Ta CTaHJAPTIB KOHTPOIIO SKOCTi, BASHAHUX FDA ms
IIBOTO JIIKAPCHKOTo 3acoby, muB.: https://www.fda.gov/STIC.

13 JOKJIIHIYHA TOKCHUKOJIOI'TA

13.1 Kanneporenes, MyTareHes, opymeHHs (epTRILHOCTI _

JIOBroTpHBAJi OCII/DKEHHS KAHIIEPOTEHHOCTI Ha TBapuHaX [ OIIHKHM KaHIEpOTeHHOTo
MOTEHIaNy JanToMiluHy He IpoBofmmm. OqHaK ¥ KOMIIJIEKC] TECTiB Ha TEHOTOKCHYHICTE HE 6ynq
BHSIBJICHO aHi MyTareHHOTO, aHi KJIACTOTEHHOT0 NOTEHIlially, BKIFOYai0 s TeCT Eiimca, TecT Ha T€HH1
MyTamdi y KIiTHHAX CCaBIiB, TeCT Ha XpomocoMHi abepauil y KIiTHHAX SE€THHKA KATAACHKOTO
XOM’sIKa, TecT Ha Mikposizipa in vivo, Tect penapanii JIHK in vitro Ta TeCT Ha OOMiH CECTPUHCHKHMY
XPOMATHIAMH i1 Vivo y KUTalCHKIX XOM’ SKiB.

JlanToMilyH He BIUIABAB Ha QepTHIBLHICTS 00 PenpOTyKTHBHY (yHKIIO caMmIliB i caMOK IIypiB IIPH
BHYTPiIlIHFOBEHHOMY BBEJIEHHI B 032X 25, 75 abo 150 mr/xr/no6y, mo BianoBizae MPUOIU3HO 10 0-
KPaTHOTO PO3PaxXyHKOBOIO PiBHS €KCHO3HIII y JIOIMHHA Ha mincrasi AUCs (abo npﬁﬁmﬁ_ﬂc_) 1o 4-
KPaTHOI PeKOMEHI0BAaHO1 IS JIFOXHHHU 03K O MT/KT TIPH TIOPIBHSIHHI 3a IUIOMIEIO TTOBEPXHI Tina).

13.2 Toxcukoaoria Ta/a6o papMaKkoIoria y TBApHH

Iopocii TBapuHA .

VY TBapuH 3aCTOCYBaHHS JATOMIIIUHY OyJ0 MOB’g43aHe 3 BIUIMBOM Ha CKEJIETHL M’ S3H. B(?ananc
3MiH y cepiieBoMy abo TIameHbBKHX M’s3aX HE criocrepiranocs. Bmums Ha CKEJCTHL M A3H
XapaKTepH3yBaBCsl MiKPOCKOIIYHHMHU JlereHepaTHBHIMA/PEreHEPATUBHUMEL SMIHAMU T2 pi3HEM
CTyIeHeM IIiIBMINEHHA piBHs KpeaTHHGOCPOKiHA3H (K®K). Y IOCIDKEHHIX 13 IOBTOPHHUM
BBECHHSM IIperapary He Oyjio BusiBiIeHO o3Hak (iGposy abo paGomiomizy ax 1o Haff'll"ﬂH]:lIH_}i
mociimKyBaHux mo3 y mypis (150 mr/kr/mo0y) Ta codax (100 mr/xr/moby). C;Tym-m; MiomaTil
CKeNIeTHHX M’ 3B He 36LUIBIIYBaBCs IPU MOAOBXKEHH] TiKyBaHH: 3 1 MicAIls 10 6 MIiCSIIIB. Tsm{fflcn,
aMiH 3aexaa Bix 03K, Yci 3MiHE 3 GOKy M’ 4318, BKIFOYAI0YH MIKPOCKOMIYHI 3MiHH, OyJ1H MOBHICTIO
o6opoTHIME mpoTarom 30 MHIB HicisS IPUNHUHEHHS BBEICHH IpENapary. . o
YV IOpOCIMX TBAapHH BILUIMB HA HepudeprIHi HEPBH, IO XapaKTePHU3yBaBC ICTCHEPANIEIO AKCOHIB 1
YACTO CYLPOBOKYBABCS 3HAUHAM SHIDKEHHAM KOJIHHOTO peduexcy, 611}0301‘1:{01*0 -pe(I)J:ICKCy_ Ta
COPUHHATTS GO0, CIIOCTEPIraBes Ipy N03aX NANTOMITIHHY, BUIIUX 32 J03H, OB’ A3aH1 3 MIOTIATIEIO
CKEJIETHHX M’ 53iB. . .

[NopyimeHHs KOMiHHHX pedrexciB y cobax CIOCTEPITaIn IIPOTITOM ‘2 THKHIB Encnx oYaTKy
nikyBauus B 1o3i 40 mr/xr/nody (y 9 pa3is Buiie Cmax y TIOAUHK IPH 1031 6 mr/xr/106y), Ipy HLOMY
IeBHE KIiHIYHE [OKPAIIEHHS BiN3HAYATA MPOTAroM 2 THOKHIB THCIA TPHIUHCHHSA BBEICHHA

penapary.
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Oxnak mpu 3acTOCyBaHHl 75 MI/Kr/no0y mpoTaroM 1 Micsand y 7 i3 8 cobak MOBHE BIIHOBJICHHI
KOMHHUX pedeKcis He Bixbymocs MPOTArOM 3-MICSTHOTO mepiofly BiAHOBIEHHsS. B OKpeMoMy
nocmimkenni y cobak, ski orpumysand go3u 75 Ta 100 MI/Kr/106y MpOTAroM 2 THXHIB, 9epe3 6
MICAI{B micns IPATHHEHHS BBEISHHS IperapaTy CrocTepiran MiHIMaJIBHI 3QTHIIKOBI HiCTONOTTIH]
3Minn. BomHodac BinHOBIEHHS QyHKIIT nepudepauHnX HEPBIB OyIIO OIEBHIHIM.

JocmimkeHHs po3MoIUTy B TKaHHHAX OTypiB [TOKa3a/iH, Mo JAIITOMIIIH 3aTPUMY€EThCA B HUPKaX, aJie
ITiciIg OTHOPa30BOro Ta 06araTopas’oBoOro BBEACHHHA, OYEBUIHO, JIHINC MiHIMaIbHO TPOHUKAE Yepe3
reMaroeHiedariyauii 6ap’ep.

Moozi TBapHuHH
OpranamMu-MiIIeHAMH BILTUBY JANTOMIIMHY y 7-THXXHEBHX MOJOIMX cobax Oy CKeNeTHI M SI31 Ta

HEPBH - Ti caMi OpraHu-MillIeHi, o # ¥ JOPOCIHX cobak. YV Monomux cobak micis 28 AHiB BBEICHHS
IIPENapaTy BILIUB Ha HEPBOBY CHUCTEMY CIIOCTEpIraBcs IIPH HIKIUX KOHIIEHTPAIIAX JATOMIIHHY B
KpoBi, HiX y mopociux cobak. Ha BinMiHy Bif AOpOCTHX cobak, y MOIoauX cobaK micms 28 nmuis
BBE/IEHHS TAKOK CIIOCTEPiramy O3HAKY BIUIHBY HA HEPBH CIHHHOTO MO3KY, & TAkOX Ha riepubepaIHi
Hepsd. ITicns 14 nHiB BBEJIEHH Mpeniapary B 103aX 10 75 mr/xr/no6y BILTUBY Ha HEPBH Y MOJOIUX
cofbak He crocTepirauocs.

BeeneHHs nanTOMINHHY 7-THJKHEBEM MOJOAMM CobaKaM IIPOTAroM 28 muiB y 7031 50 MI/KT/m100y
CIPHYHHSIO MiHIMAIBHI JereHepaTHBHI sMmiHy HepH(epUYHUX HEPBIB Ta CIHHHOTO MO3KY y
[eKiIBKOX TBapHH 63 BiAmMOBimHMX KiiHiTHHX o3Hak. Jlo3a 150 Mr/xr/moby mporsroM 28 mHiB
CIIpHUMESIA MiHIMATBHY JereHepaniio nepubepuaHux HepBiB i CIMHHOIO MO3KYy, & TaKOX
MiHiMabHy 260 JIETKy JereHepariiio CKeleTHHX M 5318 y BiTBIIOCTI TBAPHH, IO CYTIPOBOUKYBATIOC
M’ S30BOIO CIAGKICTIO Bil HE3HATHOTO 0 TSHKKOTO CTyIeHs y Girbmocti cobax. [Ticis 28-1€HHOTO
nepiomy BiAHOBICHHS MiKpOCKOIIYHE OCHIKEHHS MOKas3aslo BiZ[HOBJIEHHA 3MIH Yy CKEJIETHHMX
M’s3aX Ta JIKTHOBOMY HEpBi, OJHAK JEreHepalis Ci/AHHIHOTO HepBa Ta CITMHHOTO MO3Ky BCE IIIE
cIocTepiranacs y Beix cobak, SKi 0TpHMYyBalli 150 mr/xr/moby.

Ilicis BBeleHHS NANTOMINMHY MOJOZEM cobakaM OJWH pa3 Ha 100y MpOTAroM 28 mHIB
MIKPOCKOIIiYHI 3MiHM HEPBOBOI TKAHUHH CIIOCTepiraiy Ipu spatueHAl Cmax 417 MKI/MI, I0O
TIPHGIM3HO ¥ 3 pasy HuoK4e 3HaUeHHS Cmax, OB’ I3aHOTO 3 BIUIMBOM Ha HEPBOBY CHCTEMY Y AOPOCTUX
cobax, SKi OTpHUMYBaIH NAITOMIIMH OJHH pa3 Ha 106y mpoTsroM 28 maiB (1308 MKr/MI).

HosonapomkeHi TBApHHHA

Hogonapomxeni cobaku (sikoMm Bix 4 mo 31 mus) Oy GinbII UYTAHBAMH IO IIOB’SI32HOTO 3
JANTOMIMHOM HECIPHSITIMBOTO BIUIABY HA HEPBOBY Ta/abo M SI30BY CHCTEMY, HIK Moozl abo
nopocii cobaku. Y HOBOHAPODKEHUX cobaK HECHpPUSTIHBAI BIUTMB HA HEPBOBY Ta/abo M’ I30BY
cucremy GyB moB’s3aEm# 3i 3HAICHHIM Cmax, TIPHOIA3HO y 3 pasyl HIDKGHM, HiX Cmax Y MOTOARX
cobak, Tay 9 pasis HroKaHM, HiK Cmax y T0poCiX cobax micis 28 mHIB BBEACHHS Mperapary.

Tpu 1031 25 Mr/xr/noGy, Mo BiAMOBiAala 3HATCHHAM Cuax T2 AUCins 147 Mxr/mirta 717 MK®T0,1/MI
Bigmosizro (y 1,6 Ta 1,0 pasa Bim Cmax T2 AUC y [0poCol MOIMHE BiANOBIAHO TPH mo3i 6
Mr/kr/mo6y), crocTepirany Jerki KiiHiYHi O3HaKW MOCMHKYBAHHS T4 O/HH BHIIANOK PHUTiAHOCTI
M’ 5318 Ge3 BiMOBiIEOro BIVMBY Ha Macy Tina. 11j ssuma Gymm 060pOTHEMHA MPOTATOM 28 mHiB micus
OPUIIMHEHHS JTIIKyBaHHA.

Tlpu 3actocysansi Bumux 703 50 Ta 75 Mr/Kr/mo6y, 110 BiAIOBIAAIHA 3HAYCHHAM Crax Ta AUCine =321
MKL/MIT T2 >1470 MKTerozy/Mil BiIOBITHO, CIIOCTEpiram BUpaKeHi KJTIHIYHI 03HAKA TIOCMHUKYBaHHS,
pHTiHiCTs M 5318 KiHIIBOK Ta HOpyHIeHHs (yHKIIT KiHIIBOK. SHIDKEHHS] MACH TiJa Ta TOTiPIICHHL
3arajbHOTO CTAHy OpraHiaMy mpu poszax >50 MI/Kr/zoby 3yMOBHIA HEeOOX1AHICTh TOCTPOKOBOTO
IPUITHHEHHS BBEICHHS IIpernapary 10 19-ro IHsA MOCTHATATbHOI0 nepiomy (PND 19).
[icTOmaToNOTuHA OIiHKA He BUSIBHNIA OB’ I3aHHX i3 MATITOMILMHOM 3MiH Y TKaHHHAX nepudepuIHOL
Ta IEHTPAILHOI HEPROBOI CHCTEMH, @ TAKOXK Y CKEIICTHHX M’ S3aX 9Y iHITHX JOCIMKEHHX TKAaHHHAX
IIpH OyIb-IKOMY PiBHI JIO3H.

V cobak, Ki oTpEMYyBaiy JaNTOMIIWH Y n03i 10 mr/xr/mo6y — NOAEL (pisers, 32 5IKOTO HE
CIIOCTepiranocs HECIIPUSTIMBHUX €heKTiB), HECTIPHATIUBAX e(eKTiB HE CIIOCTEPIranocs. BimosigHi
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saaueHHs Cmax Ta AUC s cTanoBrIA 62 MKT/MII Ta 247 MKT*To1/MI BiamoBsiaHo (To6To 0,6 T2 0,4 Big
Cmax Ta AUC y nopociiol JIOIMHHA BiAOBITHO IIPH 1031 6 MTI/KT).

14 KJIIHIYMHI JOCHI/DKEHHS

14.1 Yexonanreni indexnii mxipu ta cTPYKTYP WIKipH

JTopoci mamientu 3 yIITIMT

JIOpoCIMX MAmieHTIB 13 KIIHIYHO MiATBEP/PKCHAMH YCKIa/IHCHAMH iH(bexiisMu MIKIpH Ta CTPYKTYP
wxipn (yIIIMT) (taGmums 15) Oyno BKIIOYEHO [0 IBOX PaHZOMi30BAHHX MINKHAPOIHAX
6araTOLeHTPOBHX JOCIIAKEHD i3 3aCIiILUICHHAM JOCIIIHUKA, B KX nopiBHIOBATH AanToMinuH (4
MI/KT BHYTPIIIHBOBEHHO KOXHi 24 Tonuew) 3 BaHKomiuuaoM (1 T BHYTPIIIHEOBEHHO KOXKHI 12
roguH) a00 HAMIBCHHTCTHYHEM IEHIMWIHOM 3 aHTHCTAa(iTOKOKOBOIO akTEBHiCTIO (TOOTO
HaQUMIIHOM, OKCAIIMIIHOM, KIOKCAITHIIHOM 260 (IyKIOKCAUITIHOM; 4-12 r BHYTpIIDHBOBEHHO HA
06y).

[lamieHTiB MOXHA OyIO MEPEBOJMTH HA IEPOPAIBHY TEPAIIIo moHaliMerIIe micias 4 JHIB
BHYTDIlIHBOBEHHOTO JIKYBAHHA 33 yMOBH HAABHOCTI KIIHIYHOTO MOKPAINCHHA.

TlarieHTiB i3 Bi/IOMOI0 GaKTepieMicio Ha MOYATKOBOMY PiBHI BHKIIIOYAIHA 3 IIOCITIIKEHD.

INauienTn 3 xripercom kpearmriny (CLCR) Bim 30 zo 70 MiW/XB Maiu OTPUMYBaTH HIDKYY J103Y
JANTOMILUHY BiIIOBIIHO 10 MPOTOKOINY; OGHAK Y GimbmocTi HarienTiB i€l cyOmoImy sl KOPEKIio
ITO3H JTAIITOMIIIWHY HE IPOBOIMIIH.

Ta6auus 15. OcHOBHHIA AiarH03, BCTAHOBJIECHHI AOCTITHAKOM y KJIiHITHHX JOCTITKEHHAX
yIIIIMT y nopocanx namienris (momysanis I'TT)

| Tlopocui manienrn (Jantominus / IIpenapat nopiBHAHHAS*) —J
OcHoBHAil giaraos \ HochigRennst 9801J|7I{0cniamennﬂ 9901 J\ 06’cnsani nani
[ N—264/N=266 || N=270/N=292 | N=534/N=558
[Panosa indexmis |99 (38 %) / 116 (44 %)[[102 (38 %) / 108 (37 %)|[201 (38 %) / 224 (40 %)|
[Benmkuii abemec || 55 (21 %) / 43 (16 %) ][ 59 (22 %)/ 65 (22 %) [114 (21 %) / 108 (19 %))
[Inpixonana upaskal| 71 (27 %) / 75 (28 %) || 53 (20 %) / 68 (23 %) [124 (23 %) / 143 (26 %),
[ama ingexuin’ |39 (15 %) /32 (12 %) |[ 56 (21 %) /51 (18 %) [ 95 (18 %) /83 (15 %) |

* [Ipenapat nopisEsHus: BaHKoMimmH (1 T BHYTPIIIHBOBEHHO koskEi 12 rojgun) abo HANiBCHHTETHIHITH HeHIWIH 3
aHTHCTA(iIOKOKOBOI aKTHUBHICTIO (Tobto madumIiH, oKcauwIin, KiIokcampiia abo :bnymosccauﬁniﬂ; 4-12 1/moby
BHYTPIIIHLO0BEHHO Y PO3ALICHIX 103aX).

t Bimsiricts Bumaakie 3rogom Oymm kiacubikoBaHi AK YCKIaIHEeHHH IeMONiT, pemuki abcuecu abo imbexil
TpaBMaTHIHUX PaH.

Onme mocmimkerss mposomum mepepaxuo y CIIA Ta ITisrenHii Adpuni (nocnimpxerns 9801), a
Apyre — BHKJIIOYHO y HOCHIJIHUIBKAX LEHTPax 3a MEXaMu CIIA (mocmiuKeHHS 9901). Obunsa
JIOCIiIKEHHS MaJii MOJIOHMH IU3aiH, aie BiAPISHLIHNCA XapaKTepUCTHKAMA MAaIi€HTIB, 30KpeMa
HASBHICTIO B AHAMHE3] [yKPOBOro miabeTy Ta 3aXBOPIOBAHb NepH(EPHIHHX CY IHH.

3arasom y IBOX JOCIIDKeHHSIX 534 H0pociuX NAEHTH OTPHMYBaIN manToMinuH, a 558 Mami€eHTIiB
— mpenapaty mopiBHsHHES. BitsmicTs nanientis (89,7 %) OTpHMyBaiH fiKapchKi 3acO00M BUKIIFOHHO
BHYTPIIIHEOBEHHO.

KinmesnMu Toukamy eeKTHBHOCTI B 000X JOCIIMKEHHSX Oy MOKa3HUKH KITiHI9HOTO YCHIXY B
TIOILY IS MAIlI€ATIB, BKIIOUCHHX JI0 aHAIL3Y BiNMOBLIHO HO TPH3HAYEHOTO JIiKYBaHHA (ITT, intent-
to-treat), Ta B MOIYJISIIi] MAIIiEHTIB, IPUIATHAX UL kimigroi omiaku (CE, clinically evaluable).

VY mocmimkxersi 9801 mokasHUKY KIIIHIYHOTO YCIiXy B MOITY AT ITT craunopmmm 62,5 % (165/264)
y TanieHTiB, SKi oTpmMyBanu mantominud, Ta 60,9 % (162/266) y mamieHTiB, AKi OTPHAMYBAIH
npenapars IOPIBHAHHS. [IOKa3HHKH KIIHIYHOIO YCINXy B nonymsuii CE cramopwm 76,0 %
(158/208) y mari€HTiB, AKi OTpUMYBAJIX nanTominue, Ta 76,7 % (158/206) y MATICHTIB, SKi

OTPUMYBAJIH [IperiapaTy OPiBHAHH.
Poranescka H.A.
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V mocmimkensi 9901 moKasHMKY KIiHigHOro ycmixy B Homymsii [TT cranoBAIH 80,4 % (217/270)
y TAIli€HTiB, AKi OTPUMYBAJIM JAITOMIIVH, Ta 80,5 % (235/292) y [alienTiB, AKi OTPUMYBAIH
Ipenapard HOpiBHAHHS. ITOKa3HHKH KIIHIYHOTO YCIIXy B nonysmii CE cranosuwma 89,9 %
(214/238) y mari€eHTiB, SIKi OTPHUMYBAIH nanTominmH, Ta 90,4 % (226/250) ¥ namieHTiB, AKi
OTPHMYBAJIH IIPENapaTy IMOPIBHAHHI.

IMokasHWKM KIIHIYHOTO yCImiXy 3alexHo Big 30ymHuka ¥y [AUicHTIB, NPUAATHUX ML
Mikpo6ionoriusoi oniHku, HaBexeHo B Tabmuui 16.

Ta6aans 16. IMoxa3HEKH KIHIYHOIO ycHiXy 3ajeKHO Bif 30yJHAKA indernii y KIHIYHAX
nocaimkxennaax yIlIIIMT y aopocanux nanieHTiB (momyJsimisi, NpHAATHA IS MiKpOoOioOrTHHOI
OIiHKN)

Yacrora KIiHIYHOr0 ycmixy,
n/N (%)
IaTorennnii MikKpoopranism Tipenapat
JTanToMilyuH HopiBHAHHS
Merununinogy TBH 1oTamMaM Staphylococcus aureus 170/198 (86 %) | 180/207 (87 %)
(MSSA)!
Meryé[‘gfr)?iﬂopemcreﬂ'rﬂnﬁ mramam Staphylococcus aureus 21/28 (75 %) 25/36 (69 %)
LS‘treptococcus pyogenes 4\ 79/84 (94 %)JIJO/ 88 (91 %U
|Streptococcus agalactiae ‘[ 23/27 (85 %)JL22/29 (76 %) —I
Streptococcus dysgalactiae subsp. equisimilis J 8/8 (100 %) 9/11 (82 %) J
Enterococcus faecalis (7vie BAHKOMIIIHHTY TINB] 130J1TH) ‘L27/37 (73 %) 40/53 (76 %) J

*[penapar nopipHAHHA: BaHkoMinuH (1 T BHYTPIMIHEOBEHHO KokHi 12 romus) abo HamiBCHHTETHIHNH HeHIMIiH 3
aHTHCTADIIOKOKOBOIO akTHBHICTIO (T00TO HaduHIiH, OKCAIIUTH, KIOKCAMIiH a6o (uIyKIoKCAMITiH; 4-12 r/noby
BHYTPIIIHLOBEHHO ¥ PO3AUICHUX 1032X).

t3a BU3HAYEHHAM LEHTPaNBHOT IadopaTopii.

Ilitw (BixoMm Bix 1 no 17 pokis) 3 yIITIMT

Kuiniume gocmimxenns yIIIIMT y nitei 6ys10 IpOCIEKTHBHIM 6araTtoeHTPOBUM PaBJOMi30BaHUM
MOPiBHAJIBHAM JOCIiDKESHHAM. 3arajaoM 10 mocIimKeHHs 0YIJI0 BKIIOUYEHO 396 miteii BikoM Bix 1 10
17 pokis i3 yIlIIMT, copiYMHEHMMM TDaMIO3UTHBHHME HaTOTCHAMH. [TamienTiB i3 BiZOMOIO
GakTepieMi€ro, OCTEOMIEIITOM, EHIOKAPIUTOM Ta [HEBMOHIEIO HA TIOYATKOBOMY PiBHi BUKIIFOYATIH 3
TOCTLMKEHHS.

TTamieHTiB MOCHIIOBHO BKIIOYATH IO YOTHPHOX EIKOBHX IPYI Ta 3aCTOCOBYBAIH )IaIITOMiHI/I'H OfHIH
pa3 Ha 100y B 103aX, IO 3AISKAIH BiJl BIKY, IPOTATOM nepioxy z1o 14 muis. OniHioBaId TaKl BIKOBI
rpynu Ta gos3s: mimnTkH (12—17 pokiB), Ki OTpAMYBAH nanToMinuH y 1o3i 5 Mr/kr (n=1 13); mita
(7-11 poKiB), SIKi OTPYMYBAA JAITOMIIEH Y K031 7 MI/KT (n=113); gitu (2—6 poKiB), SKI OTPHEMYBAIH
ganToMinuH y mo3i 9 mr/kr (n=125), Ta HiTH pikom Bim 1 poxy mo <2 POKiB, SKi OTpHUMYBaJIK
jJanToMinuH y f03i 10 mr/xr (n=45).

INamieHTiB paHAOMi3yBald ¥y cripsingomenni 2:1 ams OTpHEMaHHS manToMinuHy abo CTaH-I{ElpTHO'l'
tepamnii (SOC) siK mperapary MopiBHIHHSL, IO BKIIOYANa BHY TPIITHEOBCHHY Tepariito BAHKOMIITHHOM,
KTHIAMIIAHOM a00 HAIMIBCHHTETHYHMM IEHIIMIHOM 3 AHTHCTA(hITOKOKOBOIO AKTHBHICTIO
(mabmmminoM, okcammTiHOM abo KiokcametigoM). IlamieHTiB MOXXHA Oyno TIEPEBOUTH Ha
IlepopaibHy Tepamilo TMicias MOCATHEHHS KIIHIYHOTO TOKpaIIeHHS (MiHiMarbHA TPUBANICTH
BHYTPIilIIHFOBEHHO! Teparii He BCTaHOBJIXOBAJIACH).

OCHOBHOIO METOIO IBOTO XOCTIIKeHHA Oyiia oninKa 0e3neKH mparrominuay. KniHigHa# pe3ynsTar
BH3HAYAIY 34 3HUKHEHHIM a00 ITOKpalleHHIM CHMITTOMIB HAIIPHKIHL TIKyBaHHA (EOT), uepes 3 fatzs|

Hic)Isl BBeJeHHS OCTAHHBOI JO3H, Ta i/ 4ac BI3HTY LTS OLHKY pumikosysanus (TOC), uepes 7-14
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NMHIB TWic/II BBEISHHS OCTAHHBOI J03H. Pe3ynepTaTw, OLiHEH] MOCIiAHHKOM, IIE€PEBipIH i3
3aCTOCYBaHHSM 3aCIiNICHHS.

I3 396 mamienTiB, paHmOMiz0BaHMX y HOCHiKeHHI, 389 oTpuMyBalH marnroMinug abo mpenapar
popiBHsHES Ta 6yma Brmoveni qo momymsuii ITT. 3 mux 257 namienTie Gy paggoMizoBaHi A0
TpYIE JamToMimumiy, a 132 mamientn — [0 TPYNH Npenapary NOpiBHIHHS. ITpubmmsao 95 %
nanienTis OyIH MepeBeaeHi Ha MepopailbHy Tepamlito. Y cepelHboMY mepexiz 3ziticHoBany Ha 4-i
JIeHB, JAITA30H CTAHOBHB Bif 1-r0 10 14-ro must. [loka3HAKK KIiHIYHOTO YCIiXy, BH3HAYeHi epes 7—
14 JTEiB Tric/Is BBEIEHHS OCTAHHBOT H03H Tepalrii (BHY TPIilHEOBEHHOT Ta TIEPOPATBHOT) (Bi3HT TOC),
cranoBuny 88 % (227/257) mna pantominury Ta 86 %o (114/132) mua npenapary [IOPiBHAHHS.

14.2 BakTepiemisn/enaokapauT, cipH4HHeHi S. aureus

Jopocii 3 GakTepieMiero/€HIOKapAUTOM, CIPUIHHCHHMH S. aureus

EdexTvBHICT JaNTOMINKMHY [IPH JIIKYBaHHI JOPOCIHIX HAie€HTIB i3 6aKkTepieMi€ro, CIIPUINHEHOIO S.
aureus, Gyia TNpPOJAEMOHCTPOBAaHA B PaHIOMI30BaHOMY KOHTPOJILOBAHOMY MiXHApOIHOMY
6araToeHTPOBOMY BiZIKPHTOMY IOCITiIKEHHI.

JI0 TTBOr0 MOCTiKEHHS BKIIOUATH JOPOCIAX MAli€HTIB, Y SKAX MPOTATOM 2 KaleHIapHAX JTHIB 10
BREJICHHS IEpIIoi JO3HM JOCHIPKYBAaHOTO mpemapary Oyno OTpUMAHoO [oHAHMEHIIE OJHH
NO3WTHBHEM pe3yJbTaT IMOCiBy KpOBI Ha S. aureus HE3aleiKHO Bijl mkepena indexii. [lanieHTiB
PAaHIOMI3yBaIH U OTPEMAHHS HAnToMItuHy (6 MI/KT BHYTPIIIHEOBEHHO koHi 24 roxunu) abo
cTaHmapTHOI Teparii [HamiBCHHTETHIHWI NEHIWIH 3 aaTHCTa(iIOKOKOBOIO aKTHBHICTIO 10 2r
BHYTPIIIHBOBEHHO KOXKHi 4 rofuuu (HaQIHIiH, OKCALUIIiH, KITOKCAIIiH 260 diIyKiokcauIin) abo
BAaHKOMIIIMH 10 1 T' BHYTpIIHBOBEHHO KOXHI 12 rOmMH; y KOXHOMY BHIIAZIKy 3 [I0YATKOBHM
3aCTOCYBAHHAM TEHTAMIIHHY 1O 1 MI/KT BHYTPINIHEOBEHHO KOXKHi 8 TOMMH MPOTArOM NEpPIIIX 4
JTHIB.

V rpyni mpenapary nopiBESHHS 93 % MAIli€HTIB CIOYATKY OTPUMYBalH reHTAMINVH i3 MeiaHok
TpuBanocTi 3acrocyeamns 4 mmi mopisHsEO 3 1 mamienToMm (<1 %) y rpymi manroMimEmy. 3
OCITIKEHHS BIHKTEOUATM TATICHTIB i3 IPOTEe30BAHAMHE KIIAIlaHAMK CEPIISL, BHY TPIIIHBOCY IHHHIMI
CTOPOHHIMH MatepianmamM¥, BHIANCHHSI SKHX HE IUIaHYyBaJIOCS IPOTATOM 4 nHiB micid BBEACHHI
HepInoi 03M NOCIIZKYBAHOTO IIpenapary, TSKKOIO HEHTpOIeHI€ro, BIIOMHAM OCTEOMIENIITOM,
TTOJTiMiKpOGHIMH iH(EKITisSMHA KPOBOTOKY, KIIIDEHCOM KpEaTHHIHY <30 MiI/XB Ta ITHEBMOHIEIO.

IIpy BKITFOUCHH] B JOCIIPKEHHS MAIliEHTIB KIaCH(DIKyBaIu 3a HMOBIpHICTIO HASBHOCTI eHIIOKAPAUTY
BinmosimHo 10 Momubikopammx KpurepiiB Jioka (MOMKIMBHH, moctoBipumit abo BiNCYTHICTH
eHnokapauTy). Exokapmiorpadiro, BKIIOYaIOTH 9epe3CTPABOXIIHY exoxapmiorpadito (TEE),
TIPOBOJIMJIH IPOTATOM 5 JIHIB IIiCJIsd BKIFOICHHS B NOCIIIKEHHS.

Bubip npenapaty HOpiBHAHHS IPYHTyBaBCS Ha qyTAMBOCTI i30Ty S. aureus 710 OKCALIHITIHY.
TpusBamicTs JOCHIHKYBaHOTO JIKyBaHHS BH3HA9YaIH Ha migcTaBi KIiHIYHOTO iarHosy,
BCTAHOBJIEHOTO HoCiqHuKoM. OCTaTouH] AiarHO3: Ta OLIHKY pe3yIIbTaTIB i gac Bi3UTY ISt OLIHKH
BHJTIKOBYBaHHS (uepe3 6 TWKHIB [ic/isi BBEICHHs OCTaHHBOI JO3H nikyBaHHs) Bu3Hadas KomiTer 3
OIiHKK pe3y/bTariB, WICHH SKOr0 HEe 3HAIH IPO NPU3HAICHE NiKyBaHHS, 3 BHKOPHCTaHHIM
BH3HAYCHUX MPOTOKOJNOM KIIHIYHMX KpHTEpIiB Ta KOMOiIHOBAHO! TIEPBHHHOI KiHIIEBOI TOHYKH
ebexTuBHOCTI (KIIHIYHAMN Ta MiKpOOiOIOTiHHUM YCITiX) i/ 9ac Bi3UTY [UIA OIIHKH BHJIiKOBYBaHHS.

3arainom y 48 nerrpax y CIIIA Ta €spormi 6y10 paromizoBaso 246 naniexTis Bikom >18 pokis (124
— jmantomimmH, 122 — IpenaparT NOPIBHSHHS) 3 OakTepieMi€lo, CHPHIHHEHOIO S. aureus. Y
momymsmii ITT 120 mamienTiB oTpuMyBadH JamTomimus, a 115 — mpemapar nopisusHES (62
OTPUMyBAIM HANIBCHHTETHYHMN ICHIIIH 3 aHTACTa(piTOKOKOBOIO aKTHBHICTIO Ta 53 —
BaHKOMIIIUH).

TpuamaTs 0'SITh NAi€HTIB, SKi OTPUMYBaIM HANiBCHHTETHIHHHA OeHinwTiH 3 aHTHCTadiIOKOKOBOIO
AKTHBHICTIO, CIIOYATKY HpOTSToM 1-3 IHIB OTPUMYBATH BaHKOMIIWH 1O OTPHMAHH: OCTATOYHHX
PE3yIBTATIE BU3HAYEHHSI 1y TJIMBOCTI i30JIATIB S. aureus. Memiana Biky 235 namieHriB y TIOMY JISAIT
ITT cranopma 53 poxu (manaszon: 21-91 pix); 30/120 (25 %) NAaIli€HTiB ¥ IpyIi JANTOMIIAHY Ta
37/115 (32 %) y rpyni rnpenapary IOpiBHAHHA OYJIH BIKOM =65 POKiB.

Cepen 235 nauientis momyasmii [TT y ABOX rpymnax JikyBaHHI 0y10 141 (60 %) womosik Ta 156 (66

%) marieHTiB eBponeoiguoi pacu. KpiM TOTO, 176 (75 %) narieHTIiB nonyisnii ITT ra movaTkOBOMY
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piBHI Maiu CHHIpOM cHCTeMmHOI 3ananbHOL Bimmosini (SIRS), a 85 (36 %) narieETaM IPOBOJIHIIH
xipypriumi Brpydanss mpotsroM 30 JHIB /10 BUHUKHEHHS GaxTepieMil, CIPHIAHEHOT S. aureus.

V 89 mamienTtis (38 %) Gaxrepiemis Oyia cupHYNHEHA METHITAT HOPE3UCTEHTHUMH INTaMaMu S.
aureus (MRSA). Jliarsos mpu BKIIFOUEHH] BCTaHOBIIOBAIA BiITOBIIHO 10 MOAU(IKOBAHUX KpHTEpiiB
JTroxa: y 37 (16 %) marieuTis - JOCTOBIPHIIA €HIOKAPIHT, ¥ 144 (61 %) - MOXKITUBHYI CHIOKAPHUT T
y 54 (23 %) - BIACYTHICTH CHJIOKAPIHTY .

3 37 mani€HTiB i3 IOYATKOBHM AiarHO30M JIOCTOBIPHOTO €HNOKapIUTy B ycix (100 %) OCTaTOYHUM
miarHo30M OyB iHdexmitamil engokapaut. 3i 144 [AIEHTIB i3 TOYATKOBAM JiarHO30M MOXMJIHBOTO
engokapmuty y 15 (10 %) ocTarodHuM JAiarHosoM Oy iHbeKIiHAN EHIOKap/WT 32 OLIiHKOIO
KoMiTeTy 3 OliHKH pe3yIbTariB. I3 54 MaIli€HTiB 13 109aTKOBAM TarHO30M BiICYTHOCTI €HIOKAPIUTY
B 1 (2 %) HanieHTa OCTATOYHKM HjarHO30M OyB indexriiauit eHIOKapAUT 32 omirkoro KomiteTty 3
OLIIHKH Pe3yNbTaTiB.

V nomysmii ITT 3a oniakozo KoMiTeTy 3 OIIHKH pe3y/IbTaTiB 6ymo 182 mamieHTH 3 GaKTepieMi€ro Ta
53 nanienTy 3 iHbeKIIHHAM SHAOKApAUTOM, ¥ TOMy qrci 35 i3 TpaBOOiYHIM EHIOKApIUTOM Ta 18
i3 niBoGiurmm ennmoxapmuroM. Cepen 182 mamientis 13 Gakrepiemicto y 121 Oyma yckiaHeHa
GaxTepieMisi, CIpUYHHEHA S. aureus, ay 61 - HeycKIaHeHa GakTepieMis, CIPHYMHEHA S. aureus.
Veknamaeny GakTepieMmilo BH3HAYad SK BHIUICHH: S. aureus i3 TOCIBiB KpOBi, OTPHUMAaHHX
moHaliMenme y 2 pi3Hi KaneHzgapHi mHi, Ta/abo HAYBHICTS METACTATHYHHX BOTHHIN iHGEeKIii
(YpaxeHHs rTHOOKUX TKAHUH), & TAaKOX xacudikariito maniesTa K TaKkoro, o HE Ma€ E€HIOKaApIUTY
BimmoBinHO 10 Moymdikopanux KpuTepiis J{foKa.

Heycknanueny OakTepieMiro BU3HaYaIH K puineHHs S. aureus i3 mociBy(iB) KpOB, OTPHMAHOTO(UX)
IPOTSITOM OIHOTO KaJCHAAPHOT'O THS, Bi/ICYTHICTH METACTaTHIHHUX BOTHHII irdexuii, BIJICYTHICTB
intexii mpoTesoBaHOro Marepiaiy Ta Kiacupikaiiio HaIi€nTa K Takoro, o He Ma€ CHIOKapAUTY
BimmoBinHO 1m0 MoambikoBaHux KpuTepiis Jlfoka.

BusHauenHs mpaBoGiumoro iHQEKIIAHOTO CHIOKAPAUTY (RIE), mO BHKOPHCTOBYBAOCAd B
KHHIYHOMY JOCIiKEHHI, BKJIFOYANO JOCTOBipHHH 260 MOXTUBHH EHIOKADIUT BiIMOBIAHO TO
MomudikoBaHHX KpuTepiis Jlfoka Ta BiICy THICTH exokapaiorpadgigHux O3HAK MATOJIOTI, IO CIPUSIE
PO3BHTKY CHIIOKApIHUTY, 460 AKTMBHOTO yYPAKEHHS MITPATbHOTO 11 20pTAIBHOIO KJIaraHa.

o yexnagueroro RIE BigocHIIH IallieHTiB, SKi HS BXABAIH HAPKOTH4H] 3aC06H BHY TPIIIHEOBEHHO,
MAIM TO3MTHBHHM pe3ylbTaT mociBy kposi Ha MRSA, piBeHb KpeaTHHiHy CHPOBATKU KPOBI >2.5
MI/mT 260 O3HAKE IO3aJIereHEBMX BOTHHMII iHEKIi. TlartienTiB, SKi BIKUBAJHA HapKOTHYHI 3ac00H
BHYTPIIIHBOBEHHO, MAITH [IO3UTUBHMUI PE3yJIBTAT MOCIBY KpPOBi HA METALWIIHOTY TIIHBUH S. aureus
(MSSA), piBeHb KpeaTHHIHY CHPOBATKH KpOBi <2,5 MI/IT Ta He Ml 03HaK MO3aICI eHEBHX BOTHHII]

indekii, BBAXKAIH TAKUMH, IO MAIOTh HEYy CKIIATHCHHH RIE.

CHiTbHUMHK TIEPBHHHMME KiHIIEBUMH TOYKaMH e(eKTUBHOCTI B JMOCIiIDKEHHI OyJIM TMOKa3HHKHI
ycmixy 3a oniakoro KoMiTeTy 3 OIIHKH PE3yJILTATIB IiJi 9AC BISUTY JUIsA OIiHKH BHIIKOBYBaHHA (depe3
6 THYKHIB TTiCII BBEJEHHS OCTAHHBOI 103U JIIKyBaHHA) Y momnysiiax ITT Ta 32 mpOTOKOJIOM (PP).
3ararbHi TOKA3HUKYA YCIIXY 3a OniHkoto KomiTeTy 3 OLiHKH pesymsratis y momysii ITT cranosrma
44,2 % (53/120) y marfienTis, sKi OTPHMYBAJH IaUTOMIIHH, Ta 41,7 % (48/115) y nanientis, sxi
OTpHMYBAJIH IIpenapar mopisHsHEs (pi3aunt = 2,4 % [95 % MOL: —10,2; 15,1]).

TlokasHuKH ycmixy B momyismnii PP cranosmm 54,4 % (43/79) y nauienTiB, SKi OTPHMYBAIHA
JanToMingH, Ta 53,3 % (32/60) y mamieHTiB, SKi OTpUMYBalH Tpenapar nopiBasrHs (pizaanst = 1,1
% [95 % MI: —15,6; 17,8]).

TToKA3HUKHA YCIIiXy 3a OmiHKOK0 KoMiTeTy 3 OLIHKH Pe3yJIBTATIB HABSNEHO B TaOIAI 17.
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Ta6muns 17. Yacrora kiiniumoro yemixy 3a ominakoio KExcnepTHOro KoMiTeTy mim 4ac
ONiHIOBAHHS Pe3yJIbTATIB JIKyBaHHS y KIIHIIHOMY HociKeHHI faKTepiemii/eHI0KAPAUTY,
cnpUYHHEHHX S. aureus,’y H0pociIux namienTis (momyssinis ITT)

YacToTa KJIIHITHOr0 ycmixy, Pi ATOMIHE
HIM™: JAl =
n/N (%) ONEA

Honyasnis = —| mpemapaT NOpiBHSHHS
Janrominua Hpemnapat (noBipamii inTepBa)
6 mr/kr | mopiBHIHHS
Barasiom [53/120 (44 %) | 48/115 (42%) | 24% (102 151) |

TlaTorenanii MiKpoOprasism Ha
HO0YATKY XOCJIKEHHS

IMeTrmpnin-uy TnuBuMu S. aureus 33/74 (45 %) || 3470 (49 %) || —4.0 % (-22.6; 14,6)*
|Me’rn11;;miﬂ-pe3ncreummifr S. aureus 4”720/45 (44 %L] 14/44 (32 %ﬂF 12,6 % (—10,2; 35,5)*

Jiarao3 npu BKJIOYeHHI B |

LI

nocaimaennn’

Himpnepaerult aGo yoRomsind 41/90 (46 %) || 37/91 (41 %) L 4,9 % (~11,6; 21,4)"
ifdexuiiHIi eHIoKapIuT

Inpexnifinmii ennoxapmuT siacyTri || 12/30 (40 %) 112446 %) || —5.8% (36,2, 24.5) B
|0cTaToquHﬁ Aiarnos j‘ J‘ H J
|Heycknasmena Gakrepiemisn | 18/32(56 %) || 16/29 (55 %) || 1,1%(=31,7;33.9) ]
[Vexnansena Gaxrepiemis [ 26/60 (43 %) || 23/61 (38 %) T 5.6%(-173;28,6)"

MipasoGiumi indexuiiinmii enoxapmut| _8/19 (42%) || 7/16 (44 %) || —1,6 % (—44.9; 4L.6)!

!—Ieycrcn.ainuejmﬁ npaBoOigHUHA 3/6 (50 %) L 1/4 (25 %) L 25,0 % (—51,6; 100,0)7
iH¢exniiHnH eHIoKapauT J

'V cKi1agHenwit mpaBoOiqHIN
index1iiHuN eHI0KapIuT
TTipoGammi indoxuiimdi enpokapmur || 19 (11%) || 2/9 (22 %) T 11,1 %(-55.9:33.6)" |

~11,5 % (—62,4; 39,47

5/13 (39 %) . 6/12 (50 %)

‘TpenapaT mopisHsHAL: BagKOMinHH (1 T BHYTPIMIHLOBEHHO kol 12 ToamH) ab0 HaMiBCHHTETHYHMI TEHIATIH 3
auTUCTA(LIOKOKOBOIO aKTHBHICTIO (Tobro HadmmiH, OKCAIWIiH, KIOKCAIWIiH ado Ty KIOKCATIHIIH; 2 T
BHYTPIIIHHOBEHHO KOXHi 4 TOAWHM), Y KOXKHOMY BHIAJKY 3 TIOTATKOBHM 3aCTOCYBAHHSM TEHTAMIIIIHY B HHU3BKii 1031
195 % mosipuwmit iuTepBai.

97,5 % nosipunii inTepBas (CKOPUTOBAHMIL 3 yPaxXyBaHHAM MHOXUHHOCTI).

$BinoBinHO 10 MoaMbikoBaHNX KpuTepiis [oKka’.

199 % nosipawii inTepBa (CKOPUTOBaHHI 3 ypaxXyBaHIIM MHOKHHHOCTI).

[Tix wac mocrmimxenss momepim 18 (18/120) marienTis y rpymi manTomimuay Ta 19/116 maiesTis y
rpyri npenapaty nopisasuis. Cepes Hux Oyno 3/28 AIIEHTIB 3 CHIOKAPIATOM, AKi OTPHMYBAJIHA
JATrTOMIIHH, Ta 8/26 MAIieHTiB 3 SHIOKAPIUTOM, SKi OTPHMYBAIM TIpenapar MOPIBHAHHA, & TAKOXK
15/92 manieHTiB 3 GaKkTepieMicro, AKi OTPUMYBaJIH marTominus, Ta 11/90 manienTis 3 HaxTepieMiero,
SIKi OTpUMyBamH npenapar nopisusubst. Cepen [AITI€HTIB 13 HEPCUCTYIOTMMHE ab0 PEIHHBYIOTIMH
iHdexIiaMu, CIpHIMHEHNMHE S. aureus, IMOMepIIH 8/19 mamieHTiB, 9Ki OTPHMYBaIH AITOMIIMH, Ta
7/11 nmanieHTiB, AKi OTPHMYBAJIH IpeNapaT NOPIBHAHHS.

3arasoM BiIMiHHOCTEH v gaci j10 eniMinarii GaxTepiemil, CIPHIMHEHO] S. aureus, MK JalTOMIIHHOM
| mpenaparoM IIOPiBHSHHSI HE criocTepirasiocs. Meziana 9acy 10 eniMiHaIii OakTepieMll y TAIMEHTIB
i3 MSSA cranoBuia 4 i, a y mamientis i3 MRSA - 8 xHiB.

HeedeKkTHBHICTS JiKyBaHHS BHACIIIOK IEPCACTYIOMHX 260 peruaMBYOUnX iHbEKIIA, CIPHTAHCHIX
S. aureus, 3a orminko KomiTeTy 3 OIIHKH pesyIbTaTiB crocTepiranacsa y 19/120 (16 %) narieHTIs,
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saKi oTpuMysamu ganrtomimud (12 - 3 MRSA ta 7 — 3 MSSA), Ta'y 11/115 (10 %) mariesTiB, gKi
OTpHMYBanH mpenapart nmopisusHus (9 — 3 MRSA, ki oTpuMyBau BaHKoMinuH, Ta 2 - 3 MSSA, sxi
OTPHMYBAM HANIiBCHHTETAYHII IEHIIMTH 3 aHTACTA(iTOKOKOBOKO AKTHBHICTIO). .
Cepen ycix Bumankie HeeEeKTHBHOCTI JIKyBaHHS B i30JIATiB, OTPHMAHHX Bim 6 marieHTiB, SKi
OTPUMYBaIM JAUTOMINKH, Ta | Hali€HTa, SIKAA OTPHMYBaB BaHKOMIIMH, i yac abo micis Teparil
38 pe3yNbTaTaMH JOCIIUKeHb IEHTpalbHOi JsafopaTopii cmocTepiranocs migumenns MIK
(3HWKEHHS Ty TIuBOoCTi). BinbImicTs MarieHTIB, y AKHX JNKyBaHHS 6yII0 HeeeKTHBHAM YHACIIIOK
IIEpCUCTYI040] 260 penUAKBYIOU0i HEKIii, CIPUIHHEHOT S. aureus, MaH TITHOOKO noxaﬂiaoBaH}f
inpexnizo Ta He OTpMMan¥ HEOOXINHOTO XipypridHoro BTPYyJaHHA [jme. posmin «OcoGIHBOCTI
3acTocyBaHHED (5.9)].

Jlite (Bikom Bix 1 0 17 pokiB) 3 GakTepieMiero. CIpHYMHEHO S. aureus

Tocrisxerns Gaxrepiemii, cnpuumHeHol S. aureus, y JAiTe# OyJo CILIAHOBaHO SK IPOCICKTHBHC
GaraToOIEeHTpOBE PaHI0OMi30BAHE HOPIBHANBHE OCITIKSHHA I siKyBaHHs miTed Bikom Bim 1 no 17
pOKiB i3 GaxTepiemicro. IamieHTiB i3 BIIOMUM CHIOKAPIATOM 260 THEBMOHIEO Ha IMOYATKOBOMY
PiBHI BUK/IOYAIIH 3 TOCTIIKEHH.

ITanie€HTIB MOCIIiZOBHO BKJIOYAIM 0 TPHOX BiKOBHX IPYII Ta 3aCTOCOBYBAIH JAITOMILKE OfUH pa3
Ha 106y B 038X, IO 3aJIeXaNd Bifl BiKy, IPOTATOM Iepiomy 10 42 JHiB. OniHiOBaIH TaKi BIKOBL
IpyIH Ta 1o3u: miynTku (12—17 pokis, n=14), sKi OTpUMYBaJIA JATTOMIIAH ¥ 031 7 MI/KT OfUH pa3
Ha 106y; mite (7-11 pokis, n=19), AKi OTpEMyBaJIi AANTOMIIHH Y 031 9 MT/KT OIHH pa3 Ha nofﬁy; T2
nita (2—6 pokiB, n=22), AKi OTPUMYBaIX JANTOMILAH Y 71031 12 Mr/kr ofuH pas Ha 100y. [laieHTIB
BikOM Biz 1 poKy 710 <2 pOKiB IO JOCHIIKEHHS HE BKIIOIAIIH. _
[NanienTiB pargoMi3yBaid Yy criBBigHOMEHH] 2:1 /Mg OTpHMaHHS JanToMinuHEy abo cTaHIapTHOI
Tepamii SK TpeHapaTy TOPIBHSHHS, WO BKITIOYANA BHYTPIITHBOBEHHY Teparnilo BaHKOMILHHOM,
HAMBCHHTETHUHAM TEHIMATIHOM, IedaloCcTIOpHHOM MEpmoro MOKOJNiHHS abo KIIHaMIIAHOM.
INanienTie MoXkHa OyJO TEPEBOAMTH HA MEPOPANBHY TEPAIo IC/S NOCATHEHHS KIIIHIYHOTO
noKpatnenHs (MiHiMATbHA TPUBATICTS BHYTPINTHEOBEHHOT TepaTIil He BCTAHOBIIFOBATIACH).
OCHOBHOIO METOIO ILOTO AOCIiMKeHHs OyJia OomiHKa Oe3neKu nmanrroMinuey. KniHiuHu#i pe3yJsrat
BH3HAYAIN 33 3HUKHEHHSIM 200 TTOKpanIeHHsIM CHMIITOMIB ITiJl Yac Bi3UTY JUIA OLIHKH BUJIIKOBYBaHHA
(TOC) uepe3 7-14 nuiB micii1 BBEACHHS OCTaHHBOI NO3M; OIIHKY IIPOBOJHB 3aCIIUIEHU eKCIIepPT
JIOCITLTHUITBKOTO LEHTPY .

I3 82 marienTiB, paHIOMI30BaHUX Y TTOCIIKEHH], 81 malieHT OTpUMYyBaB manToMinuH abo Ipemnapar
HOPiBHSHHS Ta 6yB BKIFOUEHHH 0 ITOIYJIAIII UL oninku 6Ge3nexu, ay 73 HaIieHTIB Ha MOYaTKOBOMY
piBHI Gyma mimTBepmKeHa OaxTepieMis, CHpUYMHEHA S. AUIEUS. I3 Eux 51 mnamiedta Oyio
PaHZIOMi30BaHO O IPYIH JAITOMIIMHY Ta 22 IaliedTiB — 0 IPYIH npemnapary MOPIiBHAHEAL.
CepeIHs TPUBATICTE BHYTPIIIHBFOBEHHOI TEpAIii CTAHOBHIIA 12 mmis i3 miamasonoM Bix 1 7o 44 THIB.
Copok BiciM mamieHTiB GyaM IEepeBElEHI Ha MepopayibHY Tepariioo, CepelHs TPHBAJICTH KOl
craHoBHIa 21 mems. ITOKA3HUKA KIIHIYHOTO yCmixy, BA3HadeHi uepes 7-14 [IHIB MiCJIsl BBEICHHS
OCTaHHBOI O3 Tepaii (BHy TPIlIHBOBEHHOT Ta EPOPAIBHOI) 1ix wac Bisury TOC, cranommi 88 %
(45/51) ns manrominuay Ta 77 % (17/22) Ans npenapary IOpiBHIHHA.
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16 POPMA BUITYCKY/YMOBU 35EPITAHHS TA IIOBO/KEHHSA
®dopMa BHILYCKY

JlanToMiTmHE [ iH’eKIiH - e CTepIBHAMN, alliporeHHuH, 663 KOHCEPBAHTIB, Bi/{ 611110-KOBTOrO 10
CBiTJIO-KOPHUYHEBOrO KOIBOPY Tiodimizosanuii mopormok abo modinizosaHa Maca, MO I0CTATAETHCA
TaKUM THHOM:

NDC JManrominun piast In’ exnii VYoaxkoBka

71288-017-91|[350 mr, omEOmO30BHi bakoH||1 dhrakoH y magii

YmoBu 30epiranas

36epiraTy B XOIOIAILHAKY IIpH TeMmepatypi Bia 2 °C zo 8 °C (8ix 36 °F 1o 46 °F); yHUKaTH BILIHBY
HAZIMiPHOTO TeILa. YMOBH 36epirafHs BiJHOBIEHOIO Ta PO3BEACHOTO PO3UHHIB OIlMCAaHi B 1HIIOMY
PO3MisIi iHCTPYKIIi AT MEIHIHOTO 3acTocyBaHHs [1uB. «CIioCi6 3acTOCYBaHHS Ta I03H 2.7].

CrepriibHuii. Aniporennuii. Be3 KoHcepBaHTiB.
Cucrema 3aKylIopIOBaHHS KOHTeilHepa He MiCTUThL HATYPaJIbHOT0 KayTyKOBOI0 JATEKCY.

17 TH®OPMAIIISA JJISI KOHCYJIbTYBAHHS ITAIIIEHTIB

Alleprivgni peakuii

CrniZ TOBiZOMATH mami€HTaM, IMO MOXYTh BHHMKATH AIEPridHi peakii, BKIIOYAIOTH cepito3Hi
peaxiiii 3 GoKy MKipH, HIpOK, JIeTeHs afo HIMX Oprasis, i mo Taki cepiosHi peaxiii moTpebyroTh
HeralfHoro JiiKypaHHs. llanieHTH HOBHHHI HOBiZoMHTH TPO OyIb-sKi anmepriuni peaxuii Ha
JAITOMIIMH, [0 BUHUKAIHA panime [muB. «Ocobmmeocti 3acTocysans» (5.1, 5.4,5.5)].

Biib a6o cinabkicTs v M’s13ax (MionaTis Ta pabnomionis, nepud)epudraa Heliporaris)

CIlifT pexoMeH/yBaTH arieHTaM IT0BiIoMIIATH Ipo 61k a6o cnabKicTs y M’I3aX, 0COOIHMBO B AiIIHITL
IepeNIUIY Ta HIKHIX KiHHiBOK, 4 TAKOX MPO MOKOJIOBAHHSA a00 OHIMIHHA [maB. «OcobauBOCTI
3acTocyBaHHD (5.2, 5.6)].

Kamens, 3amumka abo rapsiuka (€o3uHodinbHa MHeBMOHIS)
Cuiyt pekoMeHIyBaTH ITAli€HTaM ITOBIIOMISATH TIPO Oymp-AKi CHMITOMH KAIIO, 3aIAIIKH abo
rapstaku [nuB. «OcobnuBocti 3acTocyBaHHED (5.3)].

Hiapesi, acomiiiosana 3 C. difficile (CDAD)

CIIiJT TTOBiIOMHTH MAIEHTAM, IO Aiapest € HOMUPEHO0 IPOOIEMOI0, CIPHIHHEHOIO 3aCTOCY BAHHAM
aHTHOaKTepialbHUX MPENaparis, 5SKa 3a3BAYal NPUIHHIECTHC miCTIs BifIMIHH aHTHOAKTEPiaTbHOTO
npenapary. IHoxi micia TOYATKY JiKyBaHHS AHTMOAKTEPiaIbHHMH IpernapaTaMd, BRIIOHAIOTH
NAanTOMIIIMH, Y NMAaIieHTiB MOXe BAHHKATH BOJSHHUCTHA Ta KpOB’SIHUCTH CTiNenb (31 CIa3MaMu B
XKUBOTI Ta rapsuKoio abo 6e3 Hux), HaBiTs depes 2 Micsmi abo OiabpTe TiciIa OTpPHMAHHS OCTAHHBOL
03U aHTHOAKTEpiaIbHOTO Hpenapary. Y pasi BUHWKHCHHS TaKHX CHMIITOMIB MAIiCHTH IOBHMHHI
SKOMOTa IBU/IIIE 3BEPHYTHCS 0 Jikaps [1uB. «OcoOIMBOCTI 3aCTOCYBAHHY (5.89)]-

Pe3uCTeHTHICTD 0 aHTHOAKTEPiabHIEX TIPENapaTis

T[lartienTam Cilil HOSCHUTH, 110 aHTHOAKTepiaabHi TIKapChKi 3aC00H, BKIIOYAIOYH JAITOMIIMH It
i’ €KITiit, cij 3aCTOCOBYBATH A JiKyBaHHS OaKTepialbHUX indexuitt. Boun He MpU3HAYEH] LA
NiKyBaHHS BipyCHHX iH}eKIiH (HAIPHKIAL, 3aCTyIH).
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SIKIIO MATOMIIIEH VTS iH’ €Kil IpU3HaTIeHO JUId MKy BaHHA GaxTepianpHOl iHdeKii, maieHTiB CIILI
0iH(OPMYBATH, IO, X0Ua MOKPAIEHHS CAMOTIOHY TS JaCTO HACTAe BXKe Ha IOUATKY Kypcy Teparii,
nikapesKuii 3aci6 HeOGXiTHO 3aCTOCOBYBATH TOTHO BiAIIOBI/IHO 10 IPU3HATCHHS.

IIpomyck o3 abo He3aBepmEHHS IOBHOTO KypCy Tepamii Moxe: (1) 3HH3UTH e(beKrHBHwa
LOTOYHOrO JIKyBaHHSA Ta (2) IiABALIUTH HMOBIpHICTb PO3BHTKY pemcnnmocn Gakrepii,
YHaCJ'IIJ];OK w4Oro B MaliGyTHROMY BOHHM MOXyTh HE II/[aBATHCA NiKyBaHHIO JANTOMIIMHOM ML
im’ exidt 260 iHIAMY aHTHGAKTEPiATBHAMH JIKAPCHKAMHA 33C00aMU.

3a3HayeHi TOProBelIbHI MapKH € TOProBeIbHAMHA MapKaMH BiJUTOBITHMX BIACHUKIB.
[roroTun meitheale]

Burotosiaeno mist Meiitean ®apMachIOTiKans3, TsK.
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© 2026 Meiitean ®apmachroTikans, [HK.
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Hankin, I3aucy, 210061, Kutait
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3ATBEP/JKEHO
Haxa3 MinicrepcTBa OXOpOHH
3M0pOB’s YKpaiHu

V8 1O XORE N /505

PeecTpamniiine mocBixIeHns

z/,é; (A7 477 o2 fer
3anBHUK, Hauxiz Kinr-®Openn Baitoxkemixan ®apmacsiorikan  Ko., JI1z,
KpaiHa: Kuraiiceka Haponua PecryOiixa

Nanjing King-Friend Biochemical Pharmaceutical Co., Ltd, People's
Republic of China
Bupo6unk, kpaina: Hanxin Kiar-®peny Baiiokemixan dapMacbroTiKal Ko., JItn., Kutait

Nanjing King-Friend Biochemical Pharmaceutical Co., Ltd., China

3pa3ok iHcTpyKuil Ipo 3acTOCyBaHHsI BHKJIAJeHOT MOBOIO OpHTiHATY
(MoBO10, BiIMiHHOIO BiX Aep;KaBHON)

TATITOMIIAH JJIs1 IH’ €KITIA
(DAPTOMYCIN FOR INJECTION)
nopomok JiodirizoBanuii s po3aHHY I il €Ki a6o indys3ii,
no 350 mr/paakon
ITo 1 pnaxony y naumi.




HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use DAPTOMYCIN
FOR INJECTION safely and effectively. See full prescribing information for
DAPTOMYCIN FOR INJECTION.
DAPTOMYCIN for injection, for intravenous use
Initial U.S. Approval: 2003
----- INDICATIONS AND USAGE
Daptomycin for Injection is a lipopeptide antibacterial indicated for the treatment of:
» Complicated skin and skin structure infections (¢SSSI) in adult and pediatric patients
(1 to 17 years of age) (1.1) and,
» Staphylococcus aureus bloodstream infections (bacteremia), in adult patients including
those with right-sided infective endocarditis, (1.2)
» Staphylococcus aureus bloodstream infections (bacteremia) in pediatric patients (1 to
17 years of age). (1.3)

Limitations of Use:

» Daptomycin for Injection is not indicated for the treatment of pneumonia. (1.4)

» Daptomycin for Injection is not indicated for the treatment of left-sided infective
endocarditis due to S. aureus. (1.4)

» Daptomycin for Injection is not recommended in pediatric patients younger than one
year of age due to the risk of potential effects on muscular, neuromuscular, and/or
nervous systems (either peripheral and/or central) observed in neonatal dogs. (1.4)

To reduce Fhe deve‘lopment of drug-resistant bacteria and maintain the effectiveness of
Daptomycin for Injection and other antibacterial drugs, Daptomycin for Injection should
.be used to treat or prevent infections that are proven or strongly suspected to be caused by

bacteria. (1.5)

DOSAGE AND ADMINISTRATION

Adult Patients
. {\('imi.nister to adult Patients intravenously in 0.9% sodium chloride, either by
injection over a 2-minute period or by infusion over a 30-minute period. (2.1, 2.7)
e Recommended dosage regimen for adult patients (2.2, 2.4, 2.6):

Creatinine Clearance Dosage Regimen
(CLcR) ¢SSSI S. aurcus Bacteremia
For 7 to 14 days For 2 to 6 weeks

>30 mL/min 4 mg/kg once every 6 mg/kg once every
24 hours 24 hours

<30 mL/mm, including 4 mg/kg once every 6 mg/kg once every

hemodialysis and CAPD 48 hours* 48 hours*

* Administered following hemodinlysis on hemodialysis days.

Pedintric Patients
. Unlfke in adults, do NOT administer by injection over a two (2) minute period to
pediatric patients. (2.1, 2.7)
¢ Administer to pediatric patients intravenously in 0.9% sodium chloride, by infusion
over a 30- or 60-minute period, based on age. (2.1, 2.7)
* Recommended dosage regimen for pediatric patients (1 to 17 years of age) with cSSSI,
based on age (2.3):

Age group Dosage® Duration of
therapy
12 to 17 years 5 1.'ng/kg once every 24 hours infused over 30
minutes
7 to 11 years 7 mg/kg once every 24 hours infused over 30
minutes U 14
bt
2 to 6 years *|9 mg/kg once every 24 hours infused over 60 P to 14 days
minutes
1 to less than 2 10 mg/kg once every 24 hours infused over
years 60 minutes

19

« There are other formulations of daptomycin that have differences concerning storage
and reconstitution. Carefully follow the reconstitution and storage procedures in
labeling. (2.7)

« Do not use in conjunction with ReadyMED® elastomeric infusion pumps in adult and
pediatric patients. (2.9)

------------------------- DOSAGE FORMS AND STRENGTHS ---c--emm-nommumcmannnaon
For Injection: 350 mg lyophilized powder for reconstitution in a single-dose vial (3)

CONTRAINDICATIONS

» Known hypersensitivity to daptomycin (4)

WARNINGS AND PRECAUTIONS -« sennesmmstnmnmmmssesn=as

o Anaphylaxis/hypersensitivity reactions (including life-threatening); Discontinue
daptomyein and treat signs/symptoms. (5.1)

« Myopathy and rhabdomyolysis: Monitor CPK levels and follow muscle pain or
weakness; if clevated CPK or myopathy occurs, consider discontinuation of
daptomyein, (5.2)

« Eosinophilic pneumonia: Discontinue daptomycin and consider treatment with
systamic steroids, (5.3)

o Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS): Discontinue
daptomycin and institute appropriate treatment. (5.4)

« Tubulointerstitial Nephritis (TIN): Discontinue daptomyein and institute appropriate
treatment. (5.5)

= Peripheral neuropathy: Monitor for neuropathy and consider discontinuation. (5.6)

» Potential nervous system and/or museular system effects in pediatric patients younger
than 12 months: Avoid use of daptomycin in this age group. (5.7)

= Clostridioides difficile jated diarrhea: Evaluate patients if diarthea occurs. (5.5)

o Persisting or relapsing §. qureus bacteremia/endocarditis: Perform susceptibility
testing and rule out sequestered foci of infection. (5.9)

« Decreased efficacy was abserved in adult patients with moderate baseline renal
impairment. (5.10)

ADVERSE REACTIONS

*Recomme.nded dosage is for pediatric patients (1 to 17 years of age) with normal
renal function. Dosage adjustment for pediatric patients with renal impairment has not

been established.

» Recommended dosage regimen for pediatric patients (1 to 17 years of age) with S.
aureus bacteremia, based on age (2.5):

Age group Dosage* Duration of therapy
12t0 17 years |7 mg/kg once every 24 hours infused over 30
minutes

9 mg/kg once every 24 hours infused over 30
minutes

12 mg/kg once every 24 hours infused over 60
minutes

7 to 11 years 1]p to 42 days

1 to 6 years

‘Recmnmc:ndcd dosage is for pediatric patients (1 to 17 years of age) with normal
renal function. Dosage adjustment for pediatric patients with renal impairment has nol|

« Adult ¢cSSSI Patients: The most common adverse reactions that occurred in =2% of
adult cSSSI patients receiving daptomycin 4 mg/kg were diarrhea, headache,
dizziness, rash, abnormal liver function tests, elevated creating phosphokinase (CPK),
urinary tract infections, hypotension, and dyspnea. (6.1)

o Pediatric cSSSI Patients: The most common adverse reactions that occurred in =2% of
pediatric patients receiving daptomycin were diarrhea, vomiting, abdominal pain,
pruritus, pyrexia, elevated CPK, and headache. (6.1)

s Adult S gureus b in/end, itis Patients; The most common adverse reactions
that oceurred in >5% of S. aureus bacteremiz/endocarditis patients receiving
daptomyein 6 mg/ke were sepsis, bacteremia, abdominal pain, chest pain, edema,
pharyngolaryngeal pain, pruritus, incrensed sweating, insomnia, elevated CPK, and
hypertension. (6.1)

« Pediatric S aureny bacteremia Patients; The most common adverse reactions that
occurred in >5% of pediatric patients receiving daptomycin were vomiting and
elevated CPK. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Meitheal
Pharmaceuticals, Inc. at 1-844-824-8426 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 1/2026
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Complicated Skin and Skin Structure Infections (cSSSI)

Daptomyecin for Injection is indicated for the treatment of adult and pediatric patients (1 to 17 years of age) with complicated skin and skin structure
infections (¢SSSI) caused by susceptible isolates of the following Gram-positive bacteria: Staphylococcus aureus (including methicillin-resistant
isolates), Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus dysgalactiae subsp. equisimilis, and Enteracoccus faecalis

(vancomycin-susceptible isolates only).

1.2 Staphylococcus aureus Bloodstream Infections (Bacteremia) in Adult Patients, Including Those with Right-Sided Infective Endocarditis,

Caused by Methicillin-Susceptible and Methicillin-Resistant Isolates

Daptom}{cin for.Inj ection is indicated for the treatment of adult patients with Staphylococcus aureus bloodstream infections (bacteremia), including
adult patients with right-sided infective endocarditis, caused by methicillin-susceptible and methicillin-resistant isolates.

1.3 Staphylococcus aureus Bloodstream Infections (Bacteremia) in Pediatric Patients (1 to 17 Years of Age)

Daptomycin for Injection is indicated for the treatment of pediatric patients (1 to 17 years of age) with Staphylococcus aureus bloodstream

infections (bacteremia).
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1.4 Limitations of Use
Daptomycin for Injection is not indicated for the treatment of pneumonia.

Daptomyecin for Injection is not indicated for the treatment of left-sided infective endocarditis d}le to S aureus. Thcbcl'miga] trial of: Dz%p‘tcfmyfm fors
Injection in adult patients with S. aureus bloodstream infections included limited data from patients with left-sided infective cndpcu?:ﬂs, outcome
in these patients were poor [see Clinical Studies (14.2)]. Daptomycin for Injection has not been studied in patients with prosthetic valve
endocarditis.

Daptomycin for Injection is not recommended in pediatric patients younger than 1 year of age due to the rif.k o‘f potential effect§ on njm;culﬁdr.
neuromuscular, and/or nervous systems (either peripheral and/or central) observed in neonatal dogs [see Warnings and Precautions (3. ) an
Nonclinical Toxicology (13.2)].

1.5 Usage

Appropriate specimens for microbiological examination should be obtained in order to isolate and identify the causative pathogens and to determine
their susceptibility to daptomycin.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of Daptomycin for Injection and other antibacterial c_l;;l.llgs,
Daptomycin for Injection should be used only to treat or prevent infections that are proven or strongly suspected to be caused by susceptible
bacteria.

When culture and susceptibility information is available, it should be considered in selecting or modifying antibaf:t_crial therapy. In thfe ?l?sergce ;)1'f1e
such data, local epidemiology and susceptibility patterns may contribute to the empiric selection of therapy. Empiric therapy may be initiated wit
awaiting test results.

? DOSAGE AND ADMINISTRATION

2.1 Important Administration Duration Instructions

Adults

Administer the appropriate volume of the reconstituted daptomycin for injection (concentratioq of 50 mg per mL) to adult patlen_ts‘ m.traycnt??us;]y
either by injection over a two (2) minute period or by intravenous infusion over a thirty (30) minute period [see Dosage and Administration (2.2,
2.4,2.7)].

Pediatric Patients (1 to 17 Years of Age)

Unlike in adults, do NOT administer Daptomycin for Injection by injection over a two (2) minute period to pediatric pafients.
= Pediatric Patients 7 to 17 years of Age: Administer Daptomycin for Injection intravenously by infusion over a 30-minute period [see Dosage
and Administration (2.3, 2.5, 2.7)]. ) ) ) - b -
e Pediatric Patients 1 1o 6 years of Age: Administer Daptomycin for Injection intravenously by infusion over a 60-minute perio [see Dosag
Administration (2.3, 2.5, 2.7)].

2.2 Dosage in Adults for cSSSI

Administer daptomycin for injection 4 mg/kg to adult patients intravenously in 0.9% sodium chloride injection once every 24 hours for 7 to 14
days.

2.3 Dosage in Pediatric Patients (1 to 17 Years of Age) for ¢SSSI

The recommended dosage regimens based on age for pediatric patients with cSSSI are shown in Table 1. Administer Daptomycin for Injection
“ntravenously in 0.9% sodium chloride injection once every 24 hours for up to 14 days.

Table 1: Recommended Dosage of Daptomycin for Injection in Pediatric Patients (1 to 17 Years of Age) with ¢SSSL, Based on Age

Age Range Dosage Regimen* Duration of therapy

12 to 17 years 5 mg/kg once every 24 hours infused over 30 minutes

7 to 11 years 7 mg/kg once every 24 hours infused over 30 minutes Up to 14 days

2 to 6 years 9 mg/kg once every 24 hours infused over 60 minutes

1 to less than 2 years 10 mg/kg once every 24 hours infused over 60 minutes _ _ '
*Recommended dosage regimen is for pediatric patients (1 to 17 years of age) with normal renal function. Dosage adjustment for pediatric patients
with renal impairment has not been established.

2.4 Dosage in Adult Patients with Staphylococcus aureus Bloodstream Infections (Bacteremia), Including Those with Right-Sided Infective
Endocarditis, Caused by Methicillin-Susceptible ard Methicillin-Resistant Isolates

z 3 ; wh i . : : ; ide iniecti ; 24 hours for 2 to 6
Administer daptomycin for injection 6 mg/kg to adult patients intravenously in 0.9% sodium chloride injection once every 2+ I

weeks. There are limited safety data for the use of daptomycin for injection for more than 28 days of therapy. In the Phase 3 trial, there were a total
of 14 adult patients who were treated with daptomycin for more than 28 days.

2.5 Dosage in Pediatric Patients (1 to 17 Years of Age) with Staphylococcus aureus Bloodstream Infections (Bacteremia)

The recommended dosage regimens based on age for pediatric patients with S aureus bloodstream infections (bacteremia) are shown in Table
Administer Daptomyein for Injection intravenously in 0.9% sodium chloride injection once every 24 hours for up to 42 days.



Table 2: Recommended Dosage of Daptomyecin for Injection in Pediatric Patients (1 to 17 Years of Age) with S. aureus Bacteremia, Based

on Age
Age group Dosage™® Duration of therapy
12 to 17 years 7 mg/kg once every 24 hours infused over 30 minutes
7 to 11 years 9 mg/kg once every 24 hours infused over 30 minutes Up to 42 days
1 to 6 years 12 mg/kg once every 24 hours infused over 60 minutes i i
*Recommended dosage is for pediatric patients (1 to 17 years of age) with normal renal function. Dosage adjustment for pediatric patients with
renal impairment has not been established.

2.6 Dosage in Patients with Renal Impairment
Adult Patients

No dosage adjustment is required in adult patients with creatinine clearance (CL¢R) greater than or equal to 30 mL/min. The re'commenfied dosage
regimen for daptomycin for injection in adult patients with CLcp less than 30 mL/min, including adult patients on hemodialysis or continuous
ambulatory peritoneal dialysis (CAPD), is 4 mg/kg (cSSSI) or 6 mg/kg (S. aureus bloodstream infections) once every 48 hours (Fab]c‘ 3). When
possible, daptomyecin for injection should be administered following the completion of hemodialysis on hemodialysis days [see Warnings and
Precautions (3.2, 5.10), Use in Specific Populations (8.6), and Clinical Pharmacology (12.3)].

Table 3: Recommended Dosagiof Daptomyein for Injection in Adult Patients

T Dosage Regimen in Adults
CHSstivineiC Smancy S. aureus Bloodstream
(CLcr) gSot Infections
Greater than or equal to 30 mL/min 4 mg/kg once every 24 hours 6 mg/kg once every 24 hours
Less than 30 mL/min, including hemodialysis * 6m once every 48 hours*
and CAPD 4 mg/kg once every 48 hours g/kg

*When possible, administer daptomycin for injection following the completion of hemodialysis on hemodialysis days.

Pediatric Patients

The dosage regimen for Daptomycin for Injection in pediatric patients with renal impairment has not been established.

2.7 Preparation and Administration of Daptomycin for Injection

There are other formulations of daptomycin that have differences concerning reconstitution and storage. Carefully follow the
reconstitution and storage procedures described in this labeling.

Reconstitution of Daptomyein for Injection Vial
Daptomyecin for injection is supplied in single-dose vials, each containing 350 mg daptomycin as a sterile, lyophilized powder. The contents of 2
daptomycin for injection vial should be reconstituted, using aseptic technique, to 50 mg per mL as follows:
1. To minimize foaming, AVOID vigorous agitation or shaking of the vial during or after reconstitution.
2. Remove the polypropylene flip-off cap from the daptomyein for injection vial to expose the central portion of thz? rubber stopper.
3. Wipe the top of the rubber stopper with an alcohol swab or other antiseptic solution and allow to dry. After cleaning, do not touch the rubber
stopper or allow it to touch any other surface. . o . o
4. Slowly transfer 7 mL of 0.9% sodium chloride injection through the center of the rubber stopper into the daptomycin for injection vial, pointing
the transfer needle toward the wall of the vial. It is recommended that a beveled sterile transfer needle that is 21 gauge or smaller in diameter, or
a needleless device is used, pointing the transfer needle toward the wall of the vial.
5. Ensure that all of the daptomycin for injection powder is wetted by gently rotating the vial.
1. Allow the wetted product to stand undisturbed for 10 minutes. ]
2. Gently rotate or swirl the vial contents for a few minutes, as needed, to obtain a completely reconstituted solution.

Administration Instructions

Parenteral drug products should be inspected visually for particulate matter prior to administration.

Slowly remove reconstituted liquid (50 mg daptomycin per mL) from the vial using a beveled sterile needle that is 21 gauge or smaller in diameter.
Administer as an intravenous injection or infusion as described below:

Adults

Intravenous Injection over a period of 2 minutes .
« For intravenous (IV) injection over a period of 2 minutes in adult patients only: Administer the appropriate volume of
daptomycin for injection (concentration of 50 mg per mL).

the reconstituted

Intravenous Infusion over a period of 30 minutes : ;
e For intravenous (IV) infusion over a period of 30 minutes in adult patients: The appropriate V_()Iumc of the recqnsut}ucd d:lpmmy'clln fog =
injection (concentration of 50 mg per mL) should be further diluted, using aseptic technique, into a 50 mL IV infusion bag containing 0.9%
sodium chloride injection.

Pediatric Patients (1 to 17 Years of Age)



Intravenous Infusion over a period of 30 or 60 minutes . .

e Unlike in ﬁdults, do N(I))T adm{;ﬁster Daptomyecin for Injection by injection over a two (2) minute period to pediatric patients [see
Dosage and Administration (2.1)]. . A

o For Intravenous infusion over a period of 60 minutes in pediatric patients I to 6 years of age: The approprate volume of the rcc~cm;t:;?bag
Daptomycin for Injection (concentration of 50 mg per mL) should be further cliluted,_usu_:g aseptic techni que, into an lnnzg\éenqu:a ::l; o
containing 25 mL of 0.9% sodium chloride injection. The infusion rate should be maintained at 0.42 m]_fmu:.mte over the 60-minu ptitut d

e For Intravenous infusion over a period of 30 minutes in pediatric patients 7 to 17 years of age: The appropriate volume E?]t; t{l\? L:;f;in b :
Daptomycin for Injection (concentration of 50 mg per mL) should be further diluted, using aseptic technique, into a 50 o g
containing 0.9% sodium chloride injection. The infusion rate should be maintained at 1.67 mL/minute over the 30-minute pertod.

No preservative or bacteriostatic agent is present in this product. Aseptic technique must be used in the preparation gf ﬁlnal I\é-sﬁudour;gg ant
exceed the In-Use storage conditions of the reconstituted and diluted solutions of daptomycin for injection described below. Dis
portions of daptomycin for injection.

In-Use Storage Conditions for Daptomycin for Injection Once Reconstituted in Acceptable Infravenous Diluents

Stability studies have shown that the reconstituted solution is stable in the vial for 12 hours at room temperature and up to 48 hours if stored under
refrigeration between 2° and 8°C (36° and 46°F).

The diluted solution is stable in the infusion bag for 12 hours at room temperature and 48 hours if stored under refrigeratiunég'lllle conlllzlg:rd storage
time (reconstituted solution in vial and diluted solution in infusion bag) should not exceed 12 hours at room temperature or ours
refrigeration.

2.8 Compatible Intravenous Solutions

Daptomycin for injection is compatible with 0.9% sodium chloride injection and Lactated Ringer's inj ection.

2.9 Incompatibilities
Daptomycin for injection is not compatible with dextrose-containing diluents.

Daptomycin for injection should not be used in conjunction with ReadyMED® elastomeric infusion pumps. Stability studies of dagtom}!;f'm fg;l
injection solutions stored in ReadyMED® elastomeric infusion pumps identified an impurity (2-mercaptobenzothiazole) leaching from this pump
system into the daptomycin for injection solution. o
Because only limited data are available on the compatibility of daptomycin for injcctiqn with ther % substance_:s, additives anc; otl_le_r rc?dlct:;t;gﬁzh
should not be added to daptomycin for injection single-dose vials or infusion bags, or infused simultaneously with .daptomycmb Cil' mjecaan

the same IV line. If the same IV line is used for sequential infusion of different drugs, the line should be flushed with a compatible intravenous
solution before and after infusion with daptomycin for injection.

3 DOSAGE FORMS AND STRENGTHS ' .
For Injection: 350 mg daptomycin as a sterile, pale yellow to light brown, lyophilized powder or cake for reconstitution in a single-dose vial.

4 CONTRAINDICATIONS

Daptomycin for injection is contraindicated in patients with known hypersensitivity to daptomycin /[see Warnings and Precautions (3.1)].

5 WARNINGS AND PRECAUTIONS

3.1 Anaphylaxis/Hypersensitivity Reactions

i itivi i i ibacteri i i in for injection, and may be life-
Anaphylaxis/hypersensitivity reactions have been reported with the use of antibacterial agents, 1_11c1gdmg daptomycin : ; :
threatening. If an allergic reaction to daptomycin for injection occurs, discontinue the drug and institute appropriate therapy [see Adverse Reactions

(6.2)].
5.2 Myopathy and Rhabdomyolysis

Myopathy, defined as muscle aching or muscle weakness in conjunetion with increases in creatine phqsphqkinase _(CPK] values to i“:;f’f“‘]tﬂ ﬂ"l_?;;lo
times the upper limit of normal (ULN), has been reported with the use of daptomyein. Rhabdomyolysis, with or without acute renal failure,
been reported [see Adverse Reactions (6.2)].

Patients receiving daptomyein for injection should be monitored for the development of r_rmscle pain or weakness, parncuiarl_y of f.?_le ihstaéo
extremities. In patients who receive daptomycin for injection, CPK levels should be mo_mtorcd weekly: and_morc frequently in pahex;nsl wt o
received recent prior or concomitant therapy with an HMG-CoA reductase inhibitor or in whom elevations in CPK occur during treatmen
daptomycin for injection.

In adult patients with renal impairment, both renal function and CPK should be monitored more frequcmly than once wer?kly [see USZ ltn ipﬂcf:;
Populations (8.6) and Clinical Pharmacology (12.3)]. In Phase 1 studies and Phase 2 clinical trials in adults, CPK elevations appeared 0 be m
frequent when daptomycin was dosed more than once daily. Therefore, daptomycin should not be dosed more frequently than once a day.

Daptomyein should be discontinued in patients with unexplained signs and symptoms of myc'»palhly in conjunction WIthh-‘(,PK clfgﬂt::;gi tI[_)J ie;;:lsl 1
>1,000 U/L (~5* ULN), and in patients without reported symptoms who have marked elevations in CPK, w1th1 levels >2,000 U 'b’(— * UL i
addition, consideration should be given to suspending agents associated with rhabdomyolysis. such as HMG-CoA reductase inhibitors, temp y
in patients receiving daptomycin [see Drug Interactions (7.1)].
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5.3 Eosinophilic Pneumonia

Eosinophilic pneumonia has been reported in patients receiving daptomycin {see_ Adverse Re_acrz’or:s (6.2)].In _reported cases assoimc}ited Ix:;f; onia
daptomyein, patients developed fever, dyspnea with hypoxic respiratory insufficiency, and di ffuuse pulmonary infiltrates or m:ganas d%s?:ontinued .
In general, patients developed gosinophilic pneumonia 2 to 4 weeks after starting daptomycin and improved when daptomy{c:;n “; these signs and
and steroid therapy was initiated. Recurrence of cosinophilic pneumonia upon re-exposure has been reported. Pgtlentsvwh(:j s :g» tely. Treatment
symptoms while receiving daptomycin should undergo prompt medical evaluation, and daptomycin should be discontinued Immeciaicty:

with systemic steroids is recommended.

5.4 Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS)

DRESS has been reported in post-marketing experience with daptomycin [see Adverse Reactions (6.2)]. Patients who develop ic,lkm1 ;a:ll-]-la:vzr,
peripheral eosinophilia, and systemic organ (for example, hepatic, renal, pulmanary) uppmrment w]_n]e receiving daptomycin shou g
medical evaluation. IF DRESS is suspected, discontinue daptomycin promptly and institute appropriate treatment.

5.5 Tubulointerstitial Nephritis (TIN)

. - - 1
TIN has been reported in post-marketing experience with daptomycin /see Adverse Reactions (6.2)]. Patients who develop new ?11- ‘zil;;?::;i%u r;na
impairment while receiving daptomycin should undergo medical evaluation. If TIN is suspected, discontinue daptomycin promptly
appropriate treatment.

5.6 Peripheral Neuropathy

Cases of peripheral neuropathy have been reported during the daptomycin posﬁnz}xketing e'xp_)ericnce [see {id-.-erse _Reatr_:.f.ions (6.2: J‘L T:neaegi?s,ider
physicians should be alert to signs and symptoms of peripheral neuropathy in patients receiving daptomyein. Monitor for neuropathy
discontinuation.

5.7 Potential Nervous System and/or Muscular System Effects in Pediatric Patients Younger than 12 Months

5 .. vt i : ‘ lar, neuromuscular, and/or
Avoid use of daptomycin in pediatric patients younger than 12 months due to the risk of potential effects on muscular, 1t : s
nervous systems (either peripheral and/or central) observed in neonatal dogs with intravenous daptomycin [see Nonclinical Toxicology (13.2)].

5.8 Clostridioides difficile—Associated Diarrhea

sopin g o R ; : i ibacterial agents, including
Clostridioides difficile—associated diarrhea (CDAD) has been reported with the use of near]y_all systemic anti ' | L

daptomycin, and may range in severity from mild diarrhea to fatal colitis [see Adverse Reactions (6.2)]. Treatment with antibacterial agents alters
the normal flora of the colon, leading to overgrowth of C. difficile.

C. difficile produces toxins A and B, which contribute to the development of CDAD. Hypertoxin-producing strains Ofgb‘:'gicﬁe ‘:1‘::’: ;2:{2:?:3 in
morbidity and mortality, since these infections can be refractory to antimicrobial therapy and may require colcctom}A’.D has b mu:e orted 1o oceur
all patients who present with diarrhea following antibacterial use. Careful medical history is necessary because CDAD has been rep

more than 2 months after the administration of antibacterial agents.

If CDAD is suspected or confirmed, ongoing antibacterial use not directed against C. difficile may need to be discontinued. }.\pprt(;}‘)jnati ﬂu:;i afl'nd
electrolyte management, protein supplementation, antibacterial treatment of C. difficile, and surgical evaluation should be instituted as clinically
indicated.

5.9 Persisting or Relapsing S. aureus Bacteremia/Endocarditis

Patients with persisting or relapsing S. aureus bacteremia/endocarditis or poor clinical response should haye repeat blood c;:ull}zrt_as. Itfa::l 3:3:12 gglture
is positive for S. aureus, minimum inhibitory concentration (MIC) susceptibility testing of the isolate st_loulci }Jc performed \ssmg aizal S
srocedure, and diagnostic evaluation of the patient should be performed to rule out seques;_tered .fOCI of infection. App}'l;)pr:a e lsu;gimcn el
\e.g., debridement, removal of prosthetic devices, valve replacement surgery) and/or consideration of a change in antibacterial reg :

required.

> . . = - idenced
Failure of treatment due to persisting or relapsing S. aureus bacteremia/endocarditis may be due to reduced daptomycin susceptibility (as evi

by increasing MIC of the S, aureus isolate) [see Clinical Studies (14.2)].

5.10 Decreased Efficacy in Patients with Moderate Baseline Renal Impairment

Limited data are available from the two Phase 3 complicated skin and skin structure infection (cSSSI) Eﬁals regarding Chm-c:jlll ;Eﬁ:: . 3151 in the
daptomycin treatment in adult patients with creatinine clearance (CLcg) <50 mL/min; only 31/534 (6%) patients nea;lcd ﬁl ; a};ﬁ dﬁmnent goup
intent-to-treat (ITT) population had a baseline CLggr <50 mL/min. Table 4 shows the number of adult patients by ren ction

who were clinical successes in the Phase 3 ¢SSSI trials.

Table 4: Clinical Success Rates by Renal Function and Treatment Group in Phase 3 ¢SSSI Trials in Adult Patients (Population: [TT)

Success Rate
CLcRr /N (%)
Daptomycin Comparator
4 mg/kg every 24h -
50 to 70 mL/min 25/38 (66%) zogz (iioﬂ
30 to <50 ml./min 7/15 (47%) 20/35 (57%)

) .. ; itis tri inical success rates, as determined by a
In a subgroup analysis of the ITT population in the Phase 3 S. aureus bacteremla/endocaxc_htls trial, clinical . ) € : i
treatment-blinded Adjudication Committee /[see Clinical Studies (14.2)], in the daptomycin-treated adult patients were lower in patients w1



baseline CLcg <50 mL/min (see Table 5). A decrease of the magnitude shown in Table 5 was not observed in comparator-treated patients.

Table 5: Adjudication Committee Clinical Success Rates at Test of Cure by Baseline Creatinine Clearance and Treatment Subgroup in the
S. aureus Bacteremia/Endocarditis Trial in Adult Patients (Population: ITT)

Success Rate
n/N (%)
Baseline CLcg 6 mI;?II:;;]Z:ymZ 4h Comparator
Bacteremia Right-Sided Infective Bacteremia Right-Sided Il{ff,ctive
Endocarditis Endocarditis
>80 mL/min 30/50 (60%) 7/14 (50%) 19/42 (45%) 5/11 (46%)
50 to 80 mL/min 12/26 (46%) 1/4 (25%) 13/31 (42%) 1/2 (50%)
30 to <50 mL/min 2/14 (14%) 0/1 (0%) 7/17 (41%) 1/1 (100%)

Consider these data when selecting antibacterial therapy for use in adult patients with baseline moderate to severe renal impairment.

5.11 Increased International Normalized Ratio (INR)/Prolonged Prothrombin Time

Clinically t:ele_vunt plasma concentrations of daptomycin have been observed to cause a significant concentration-dependent false prolongation of
prothrombin time (PT) and elevation of International Normalized Ratio (INR) when certain recombinant thromboplastin reagents are utilized for the

assay [see Drug Interactions (7.2)].

;.12 Development of Drug-Resistant Bacteria

Presc':ribing daptomycin for injection in the absence of a proven or strongly suspected bacterial infection or a prophylactic indication is unt
provide benefit to the patient and increases the risk of the development of drug-resistant bacteria.

ikely to

6 ADVERSE REACTIONS

The following adverse reactions are described, or described in greater detail, in other sections:
 Anaphylaxis/Hypersensitivity Reactions [see Warnings and Precautions (5.1)]
e Myopathy and Rhabdomyolysis [see Warnings and Precautions (5.2)]
o+ Eosinophilic Pneumonia [see Warnings and Precautions (5.3)]
 Drug Reaction with Eosinophilia and Systemic Symptoms [see Warnings and Precautions (5.4)]
o Tubulointerstitial Nephritis [see Warnings and Precautions (3.5)]

* Peripheral Neuropathy [see Warnings and Precautions (5.6)]
o Increased International Normalized Ratio (INR)/Prolonged Prothrombin Time [see Warnings and Precautions (5.11) and Drug Interactions

(7.2)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared with rates in the clinical trials of another drug and may not reflect the rates observed in practice.

Clinical Trial Experience in Adult Patients

Tlinical trials enrolled 1,864 adult patients treated with daptomycin and 1,416 treated with comparator.

Complicated Skin and Skin Structure Infection Trials in Adults

In Phase 3 complicated skin and skin structure infection (cSSS) trials in adult patients, daptomycin was discontinued in 15/534 (2.
to an adverse reaction, while comparator was discontinued in 17/558 (3.0%) patients.

The r'ates of the most common adverse reactions, organized by body system, observed in adult patients with cSSSI (receiving 4 mg/kg daptomycin)
are displayed in Table 6.

8%, patients due

Table 6: Incidence of Adverse Reactions that Occurred in >2% of Adult Patients in the Daptomycin Treatment Group and = the
Comparator Treatment Group in Phase 3 ¢SSSI Trials

Adult Patients (%)
Adverse Reaction Daptomycin 4 mg/kg Comparator*
(N=534) (N=558)

Gastrointestinal disorders

Diarrhea 5.2 4.3
Nervous system disorders

Headache 5.4 2d

Dizziness 2.2 2.0
Skin/subcutaneous disorders

*Comparator: vancomyecin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafeillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV

in divided doses).



Rash 43 3.8
Diagnostic investigations

Abnormal liver function tests 3.0 1.6

Elevated CPK 2.8 1.8
Infections

Urinary tract infections 2.4 0.5
Vascular disorders
| Hypotension 2.4 1.4
Respiratory disorders

Dyspnea 2.1 1.6

*Comparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV
in divided doses).

Drug-related adverse reactions (possibly or probably drug-related) that occurred in <1% of adult patients receiving daptomycin in the cSSSI trials
are as follows:

Body as a Whole: fatigue, weakness, rigors, flushing, hypersensitivity
Blood/Lymphatic System: leukocytosis, thrombocytopenia, thrombocytosis, eosinophilia, increased International Normalized Ratio (INR)
Cardiovascular System: supraventricular arrhythmia
Dermatologic System: eczema

Digestive System: abdominal distension, stomatitis, jaundice, increased serum lactate dehydrogenase
Metabolic/Nutritional System: hypomagnesemia, increased serum bicarbonate, electrolyte disturbance

Musculoskeletal System: myalgia, muscle cramps, muscle weakness, arthralgia
Nervous System: vertigo, mental status change, paresthesia

Special Senses: taste disturbance, eye irritation

au teremia/Endocarditis Trial in Adul)

In the S. aureus bacteremia/endocarditis trial involving adult patients, daptomycin was discontinued in 20/120 (16.7%) patients due to an adverse
reaction, while comparator was discontinued in 21/116 (18.1%) patients.

Serious Gram-negative infections (including bloodstream infections) were reported in 10/120 (8.3%) dapta;:qycin-treated patients and 0/115 e
comparator-treated patients. Comparator-ireated patients received dual therapy that included mms_;l_ gentamicin for 4 days. Infections were reporte
during treatment and during early and late follow-up. Gram-negative infections included cholangitis, alcoholic pancreatitis, sternal ;
osteomyelitis/mediastinitis, bowel infarction, recurrent Crohn's disease, recurrent line sepsis, and recurrent urosepsis caused by a number o
different Gram-negative bacteria.

The rates of the most common adverse reactions, organized by System Organ Class (SOC), observed in adult patients with S. aureus
bacteremia/endocarditis (receiving 6 mg/kg daptomycin) are displayed in Table 7.

Table 7: Incidence of Adverse Reactions that Occurred in >5% of Adult Patients in the Daptonp:cin ’!reatment Group and > the
Comparator Treatment Group in the S. aureus Bacteremia/Endocarditis Trial

Adult Patients
n (%)
|Adverse Reaction* Daptomycin 6 mg/kg Comparator’
(N=120) (N=116)

Infections and infestations

Sepsis NOS 6 (5%) 3 (3%)

Bacteremia 6 (5%) 0 (0%)
Gastrointestinal disorders

Abdominal pain NOS 7 (6%) 4.(3%)
General disorders and administration site conditions

Chest pain 8 (71%) 7 (6%)

Edema NOS 8 (7%) 3 (&%)
Respiratory, thoracic and mediastinal disorders

Pharyngolaryngeal pain 10 (8%) 2 2%)
Skin and subcutaneous tissue disorders

Pruritus 7 (6%) 6 (5%)

Sweating increased 6 (5%) 0 (0%)
Fs}éfxiatric disorders

*NOS, not otherwise specified. - - illin: 2 ¢ TV g4h h
TComparator: vancomyein (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nateillin, oxacillin, cloxacillin, or flucloxacillin; 2 g IV q4h), eac]
with initial low-dose gentamicin.




Insomnia 11 (9%) 8 (7%)
Investigations

Blood creatine phosphokinase increased 8 (1%) 1 (1%)
Vascular disorders

Hypertension NOS 7 (6%) 3 (3%)

*NOS, not otherwise specified. ] e
YComparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin, oxacillin, cloxacillin, or flucloxacillin; 2 g IV g4h), each
with initial low-dose gentamicin.

The following reactions, not included above, were reported as possibly or probably drug-related in the daptomycin-treated group:
Blood and Lymphatic System Disorders: eosinophilia, lymphadenopathy, thrombocythemia, thrombocytopenia

Cardiac Disorders: atrial fibrillation, atrial flutter, cardiac arrest

Ear and Labyrinth Disorders: tinnitus

Eye Disorders: vision blurred

Gastrointestinal Disorders: dry mouth, epigastric discomfort, gingival pain, hypoesthesia oral

Infections and Infestations: candidal infection NOS, vaginal candidiasis, fungemia, oral candidiasis, urinary tract infection fungal

Investigations: blood phosphorous increased, blood alkaline phosphatase increased, INR increased, liver function test abnormal, alanine
aminotransferase increased, aspartate aminotransferase increased, prothrombin time prolonged

Metabolism and Nutrition Disorders: appetite decreased NOS

Musculoskeletal and Connective Tissue Disorders: myalgia

Nervous System Disorders: dyskinesia, paresthesia

Psychiatric Disorders: hallucination NOS

Renal and Urinary Disorders: proteinuria, renal impairment NOS

Skin and Subcutaneous Tissue Disorders: pruritus generalized, rash vesicular
ther Trials i I

In Phase 3 trials of community-acquired pneumonia (CAP) in adult patients, the death rate and rates of serious cardiorespiratory adverse events
were higher in daptomycin-treated patients than in comparator-treated patients. These differences were due to lack of therapeutic effectiveness of
daptomycin in the treatment of CAP in patients experiencing these adverse events [see Indications and Usage (1.4)].

Laboratorv Changes in Adults

Complicated Skin and Skin Structure Infection Trials in Adults

In Phase 3 ¢SSSI trials of adult patients receiving daptomycin at a dose of 4 mg/kg, elevations in CPK were reported as clinical adve‘rse events in
15/534 (2.8%) daptomycin-treated patients, compared with 10/558 (1.8%) comparator-treated patients. Of the 534 patients treated with daptomycin,
1 (0.2%) had symptoms of muscle pain or wealkness associated with CPK elevations fo greater than 4 times the upper limit of normal (ULN). The

symptoms resolved within 3 days and CPK returned to normal within 7 to 10 days after treatment was _disconh‘nuecl [see Warnings and Precautions
(5.2)]. Table 8 summarizes the CPK shifts from Baseline through End of Therapy in the cSSSI adult trials.

Table 8: Incidence of CPK Elevations from Baseline during Therapy in Either the Daptomycin Treatment Group or the Comparator
Treatment Group in Phase 3 ¢cSSSI Adult Trials

Adult Patients with
All Adult Patients Normal CPXK at Baseline
Change in CPK szrtr(l)g/llz’gcm Comparator* szﬁ;}i’;“ Comparator*
(N=430) (N=459) IN=374) (N=392)

% n % n % n % n
No Increase 90.7 390 91.1 418 91.2 341 91.1 357
Maximum Value >1x ULNT 9.3 40 8.9 41 8.8 33 8.9 35
>2x ULN 49 21 4.8 22 3.7 14 3.1 12

>4x ULN 1.4 6 IS 7 1.1 4 1.0 4

>5% ULN 14 6 0.4 2 1.1 4 0.0 0

>10x ULN 0.5 2 0.2 1 0.2 1 0.0 0

Note: Elevations in CPK observed in adult patients treated with daptomycin or comparator were not clinically or statistically significantly differ'ent.
*Comparator: vancomycin (1 g [V q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV

in divided doses).

TULN (Upper Limit of Normal) is defined as 200 U/L.

S. aureus Bacteremia/Endocarditis Trial in Adults




In the S. aurens bacteremia/endocarditis trial in adult patients, at a dose of 6 mg/kg, 11/120 (9.2%) daptomycin-treated patients, including _two o
patients with baseline CPK levels >500 U/L, had CPK elevations to levels >500 U/L, compared with lf_l 16_ (_0.9%} comparator-treated patients.

the 11 daptomycin-treated patients, 4 had prior or concomitant treatment with an HMG-CoA reductase inhibitor. Three of these 11 daPt?mY_‘-‘m‘ 4
treated patients discontinued therapy due to CPK elevation, while the one comparator-treated patient did not discontinue therapy [see Warnings an
Precautions (5.2)].

linical Trial eri in Pediatric Pati
Complicated Skin and Skin Structure Infection Trial in Pediatric Patie,

The safety of daptomycin was evaluated in one clinical trial (in ¢SSSI), which included 256 pediatric patients (1 to 17 years of age) trcate;l with )
intravenous daptomycin and 133 patients treated with comparator agents. Patients were given age-dependent doses once dally fora trcnlmenlf pegl(;o
of up to 14 days (median treatment period was 3 days). The doses given by age group were as follows: 10 mg/kg for 1to <2 ycars,'9 mg!kgs ;);, -).

6 years, 7 mg/kg for 7 to 11 years and 5 mg/kg for 12 to 17 years of age [see Clinical Studies (14)]. Patients treated with daptomycin were (51%
male, (49%) female and (46%) Caucasian and (32%) Asian.

Adverse Reactions [eading to Discontinuation

In the cSSSI study, daptomycin was discontinued in 7/256 (2.7%) patients due to an adverse reaction, while comparator was discontinued in 7/133
(5.3%) patients.

t Common A R

The rates of the most common adverse reactions, organized by body system, observed in these pediatric patients with ¢SSSI are displayed in Table
9.

Table 9: Adverse Reactions that Occurred in >2% of Pediatric Patients in the Daptomycin 'IYeatr.nent-Arm and Greater Than or Equal to
the Comparator Treatment-Arm in the cSSSI Pediatric Trial

Daptomycin Comparator*

Adverse Reaction (N = 256) N =0133)

n (%) n (%)
Gastrointestinal disorders
Diarrhea 18 (7.0) 7(5.3)
Vomiting 7(2.7) 1(0.8)
Abdominal Pain 5(2.0) 0
Skin and subcutaneous tissue disorders
Pruritus 8 (3.1) 2(1.5)
General disorders and administration site conditions -
Pyrexia 10 (3.9) 4(3.0)
Investigations -
Blood CPK increased 14 (5.5) 7(5.3)
Nervous system disorders -
Headache 72.7) 3(2.3)

*Comparators included intravenous therapy with either vancomycin, clindamycin, or an anti-staphylococcal semi-synthetic penicillin (nafcillin, oxacillin or
cloxacillin)

The safety profile in the clinical trial of cSSSI pediatric patients was similar to that observed in the ¢SSSI adult patients.
S. aureus Bacteremia Trial in Pediatric Patients

The safety of daptomycin was evaluated in one clinical trial (in S anreus bacteremia), which treated 5;3 pediatric pancmls wl_th mt;aveno:; i
daptomycin and 26 patients with comparator agents. Patients were given age-dependent doses once daily for a treafnsat Berioe. b uplio aysd 7
(mean duration of IV treatment was 12 days). The doses by age group were as follows: 12 mg/kg for 1 100, Jeats, 9 nigfkg for 7 to 11 years m; &
mg/kg for 12 to 17 years of age [see Clinical Studies (14)]. Patients treated with daptomycin were (69%) male and (31%) female. No patients

<2 years of age were enrolled.

Adverse Reactions Leading to Discontinuation ) ]
In the bacteremia study, daptomycin was discontinued in 3/55 (5.5%) patients due to an adverse reaction, while comparator was discontinued in
2/26 (7.7%) patients.

Most Common Adverse Reactions

The rates of the most common adverse reactions, organized by body system, observed in these pediatric patients with bacteremia are displayed in
Table 10.

Table 10: Incidence of Adverse Reactions that Occurred in >5% of Pediatric Patients in the Daptomy(_:in Treatment-Arm and Greater
Than or Equal to the Comparator Treatment-Arm in the Pediatric Bacteremia Trial

Adverse Reaction Daptomycin Comparator

(N =55) (N = 26)

*Comparators included intravenous therapy with either vancomycin, cefazolin, or an anti-staphylococcal semi-synthetic penicillin (nafcillin, oxacillin or
cloxacillin)



n (%) n (%)
Gastrointestinal disorders
2 (7.7
Vomiting 6(10.9) (7.7
Investigations =
Blood CPX increased 4(7.3)

: . : : T o i or
*Comparators included intravenous therapy with either vancomycin, cefazolin, or an anti-staphylococcal semi-synthetic penicillin (nafcillin, oxacilli
cloxacillin)

6.2 Post-Marketing Experience

i i tarily from
The following adverse reactions have been identified during post-approval use of daptomycin. Because these reactions al.rlc re;ggrtsd ::;u;:mm y
a population of uncertain size, it is not always pessible to reliably estimate their frequency or establish a causal relationship g ]

Blood and Lymphatic System Disorders: anemia, thrombocytopenia

General and Administration Site Conditions: pyrexia

Immune System Disorders: anaphylaxis; hypersensitivity reactions, including angioedema, pruritus, hives, shortness of breath, difficulty
swallowing, truncal erythema, and pulmonary eosinophilia /see Contraindications (4) and Warnings and Precautions (5.1)]

Infections and Infestations: Clostridioides difficile-associated diarrhea [see Warnings and Precautions 5.8)]

Laboratory Investigations: platelet count decreased

. : i in and HMG-
Musculoskeletal Disorders: myoglobin increased; rhabdomyolysis (some reports involved patients treated confu}'rentl% ;y.;t)t} daptomycin an
CoA reductase inhibitors) [see Warnings and Precautions (3.2), Drug Interactions (7.1), and Clinical Pharmacology (12.3

- - . - . ons (5.3
Respiratory, Thoracic, and Mediastinal Disorders: cough, eosinophilic pneumonia, organizing pneumonia [see Warnings and Precautions (. )]
Nervous System Disorders: peripheral neuropathy [see Warnings and Precautions (5.6)]

i i i i ili i ESS),
Skin and Subcutaneous Tissue Disorders: serious skin reactions, including drug reaction with eosinophilia and ;Jysstcm{lictzﬁpéogl: r(n]?;]{necr)olysis
vesiculobullous rash (with or without mucous membrane involvement, including Ste.vcns—l ohnson syndrome [SJS] an P
[TEN]),-and acute generalized exanthematous pustulosis [see Warnings and Precautions 5.49]

Gastrointestinal Disorders: nausea, vomiting

Metabolic and Nutritional Disorders: hyperkalemia

Renal and Urinary Disorders: acute kidney injury, renal insufficiency, renal failure, and tubulointerstitial nephritis (TIN) [see Warnings and
Precautions (5.5)]

Special Senses: visual disturbances

7 DRUG INTERACTIONS

7.1 HMG-CoA Reductase Inhibitors

: i i tatin,
In healthy adult subjects, concomitant administration of daptomycin and simvastatin had no effect on plasma trough concentrations of simvas
and there were no reports of skeletal myopathy [see Clinical Pharmacology (1 2.3)].

However, inhibitors of HMG-CoA reductase may cause myopathy, which is manifested as muscle pain or Weal;ness ugsqt:.;at;t(lj r\vsizi?;ﬁf aftvds
of creatine phosphokinase (CPK). In the adult Phase 3 8. aureus bacteremia/endocarditis trial, some patients who rccm\f(t:h 31 st of
reatment with an HMG-CoA reductase inhibitor developed elevated CPK [see Adverse Reactions (6.1)]. Experience wi p: e c;)e T A

HMG-CoA reductase inhibitors and daptomyecin in patients is limited; therefore, consideration should be given to suspending u

reductase inhibitors temporarily in patients receiving daptomycin.

7.2 Drug-Laboratory Test Interactions

Clinically relevant plasma concentrations of daptomycin have been observed fo cause a significant qoncenﬂaho;—dfp?j::; f:lli: g;zfgﬁ';:c{l)%cir ”
prothrombin time (PT) and elevation of International Normalized Ratio (INR) when certain recombinant thromboplastin reagem'8 898 /% 20 Vo
assay. The possibility of an erroneously elevated PT/INR result due to interaction w'th a rc.combmam_ throm. oplas Tfﬁ ci§nt ps s,

drawing specimens for PT or INR testing near the time of trough plasma concentrations of daptomycin, However, s

concentrations may be present at trough to cause interaction.

If confronted with an abnormally high PT/INR result in a patient being treated with daptomycin, it is recommended that ";‘t“t;‘;;g; e
1. Repeat the assessment of PT/INR, requesting that the specimen be drawn just prior to the next daptomycimn ‘1105" (1"?& aluating PT/INR
the PT/INR value obtainied at trough remains substantially elevated above what would otherwise be expected, COnsIder ev
utilizing an alternative method.
2. Evaluate for other causes of abnormally elevated PT/INR results.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary



Limited published data on use of daptomycin in pregnant women are insufficient to inform a d{ug-assoc@ate:d risk for major birth defects and
miscarriage. In animal reproduction studies performed in rats and rabbits daptomycin was administered n?travsnou'sly during organogenesis at doses
2 and 4-times, respectively, the recommended 6 mg/kg human dose (on a body surface area basis). No evidence of adverse developmental outcomes
was observed.

The background risk of major birth defects and miscarriage for the indicated population is unknown. All pregnancies have a T?ackgmund_ riskof
birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of major birth defects and miscarriage In
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Data
Animal Data

In pregnant rats, daptomycin was administered intravenously at doses of 5, 20, or 75 mg/kg/day during the gestation days 6 to 18. Maternal body
weight gain was decreased at 75 mg/kg/day.

No embryo/fetal effects were noted at the highest dose of 75 mg/kg/day, a dose approximately 2-fold higher than in humans at the recommended
maximum dose of 6 mg/kg (based on body surface area).

In pregnant rabbits, daptomycin was administered intravenously at doses of 5, 20, or 75 mg/kg/day during the gestation days 6 to 15. Maternal body
weight gain and food consumption were decreased at 75 mg/kg/day. No embryo/fetal effects were noted at the highest dose of 75 mg/kg/day, a dose
approximately 4-fold higher than in humans at the maximum recommended dose of 6 mg/kg (based on body surface area).

In a combined fertility and pre/postnatal development study, daptomyein was administered intravenously to female rats at doses of 2, 25, ?5 )
mg/kg/day from 14-days pre-mating through lactation/postpartum day 20). No effeets on pre/postnatal development were observed up to the ]ngheist
dose of 75 mg/kg/day, a dose approximately 2-fold higher than the maximum recommended human dose of 6 mg/kg (based on body surface area)”.

3.2 Lactation
Limited published data report that daptomycin is present in human milk at infant doses of 0.1% of the maternal dose (see Data)**3. There is no
information on the effects of daptomycin on the breastfed infant or the effects of daptomyein on milk production. The developmental and health

benefits of breastfeeding should be considered along with the mother's clinical need for daptomycin and any potential adverse effects on the
breastfed infant from daptomycin or from the underlying maternal condition.

8.4 Pediatric Use

The safety and effectiveness of daptomyein in the treatment of cSSST and S. aureus bloodstream infections (bacteremia) have been cstabhsht_ad in
the age groups 1 to 17 years of age. Use of daptomycin in these age groups is supported by evidence from adequate and yvell-cpntfolleq studies in
adults, with additional data from pharmacokinetic studies in pediatric patients, and from safety, efficacy and PK ;tnlzd.les in p_edmtnc patw;'xts with
¢SSSI and S. aureus bloodstream infections [see Adverse Reactions (6.1), Clinical Pharmacology ( 12.3), and Clinical Studies (14.1, 14.2)].

Safety and effectiveness in pediatric patients below the age of one year have not been established. Avoid use of daptom)_rcin in pgdiatric patients
younger than one year of age due to the risk of potential effects on muscular, ncuromuscular,.andfor nervous systems (either peripheral and/or
central) observed in neonatal dogs [see Warnings and Precautions (5.7) and Nonclinical Toxicology (13.2)].

Daptomycin is not indicated in pediatric patients with renal impairment because dosage has not been established in these patients.

Daptomycin has not been studied in pediatric patients with other bacterial infections.

8.5 Geriatric Use

Of the 534 adult patients treated with daptomyein in Phase 3 controlled clinical trials of complicated :,km and skin Sll'!.lCIElIIC infections (¢SSSI), é’i?%
were 65 years of age or older and 12% were 75 years of age or older. Of the 120 adult patients treated with daptomycin in the Phase 3 controlle
clinical trial of §. aurews bacteremia/endocarditis, 25% were 65 years of age or older and 16% were 75 years of age or older. In Phase 3 adult
clinical trials of cSSSI and S, aureus bacteremia/endocarditis, clinical success rates were lower in patients 265 years of age than in patients <65
years of age. In addition, treatment-emergent adverse events were more commaon in patients =65 years of age than in patients <63 years of age.

The exposure of daptomycin was higher in healthy elderly subjects than in healthy young adult subjects. However, no adjustment of fiz.Lptomycin
dosage is warranted for elderly patients with creatinine clearance (CLcR) =30 mL/min /[see Dosage and Administration (2.6) and Clinical
Pharmacology (12.3)].

8.6 Patients with Renal Impairment

Daptomycin is eliminated primarily by the kidneys; therefore, a modification of daptomycin dosage i_nten_'al is recommended for‘adult pfmants with
CLeg <30 mL/min, including patients receiving hemodialysis or continuous ambulatory peritoneal dialysis (CAPD). In adult patients with renal
impairment, both renal function and creatine phosphokinase (CPK) should be monitored more frequently than once weekly [see Dosage and
Administration (2.6), Warnings and Precautions (5.2, 5.10), and Clinical Pharmacology (12.3)].

The dosage regimen for daptomycin in pediatric patients with renal impairment has not been established.

10 OVERDOSAGE

In the event of averdosage, supportive care is advised with maintenance of glomerular ﬁltmﬁon,_Daptomycin is cleared ‘slowly fm? the body by
hemodialysis (approximately 15% of the administered dose is removed over 4 hours) and by peritoneal d}aiy51s (approxi mately 11% of the
administered dose is removed over 48 hours). The use of high-flux dialysis membranes during 4 hours of hemodialysis may increase the percentage
of dose removed compared with that removed by low-flux membranes.
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11 DESCRIPTION

Daptomycin for Injection contains daptomycin, a cyclic lipopeptide antibacterial agent derived from the fermentation of Sireptonyces roseosporus.
The chemical name is N—decanoyl—L-tryptophyl-D-asparaginyl-L-asp:Lrty1—L-th_reonyEgiycyl-L-oruiﬂ1y]—L-aspartyI—D—alanyl-L-aspartyiglycyl-D-
seryl-threo-3-methyl-L-glutamyl-3-anthraniloyl-L-alanine &;-lactone. The chemical structure is:
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The el:npi:rical formula is C7H 91 N17026; the molecular weight is 1620.67. Daptomycin for Injection is supplied in a single-dose vial as a sterile,
preservative-free, pale yellow to light brown, lyophilized powder or cake containing approximately 350 mg of daptomycin for intravenous (IV) use
following reconstitution with 0.9% sodium chloride injection [see Dosage and Administration (2.7)]. The only inactive ingredient is sodium
hydroxide, which is used for pH adjustment; between 4.0 to 5.0. Freshly reconstituted solutions of Daptomycin for Injection range in color from
pale yellow to light brown.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Daptomycin is an antibacterial drug fsee Clinical Pharmacology (12.4)].

12.2 Pharmacodynamics

Based on animal models of infection, the antimicrobial activity of daptomycin appears to correlate with the AUC/MIC (area under the

concentration-time curve/minimum inhibitory concentration) ratio for certain pathogens, including S. awreus. The principal )

g:armacokmatic/pha:macodynamjc parameter best associated with clinical and microbiological cure has not been elucidated in clinical trials with
ptomycin.

12.3 Pharmacokinetics
Daptomycin Administered over a 30-Minute Period in Adults

The mean and standard deviation (SD) pharmacokinetic parameters of daptomyein at steady-state following intravenous (IV) administration of
daptomycin over a 30-minute period at 4 to 12 mg/kg every 24h to healthy young adults are summarized in Table 11.

Table 11: Mean (SD) Daptomycin Pharmacokinetic Parameters in Healthy Adult Volunteers at Steady-State

Dosext Pharmacokinetic Parameters?
(mg/kg) AUCp24 t12 Vss CLt Cmax
(meg=h/mL) (h) (L/kg) (mL/h/kg) (mcg/mL)
4 (N=6) 494 (75) 8.1(1.0) 0.096 (0.009) 8.3 (1.3) 57.8 (3.0)
6 (N=6) 632 (78) 7.9 (1.0) 0.101 (0.007) 9.1 (L.5) 93.9 (6.0)
8 (N=6) 858 (213) 8.3(22 0.101 (0.013) 9.0 (3.0) 123.3 (16.0)
10 (N=9) 1039 (178) 7.9 (0.6) 0.098 (0.017) 8.8 (2.2) 141.1 (24.0)
12 (N=9) 1277 (253) 7.7 (1.1) 0.097 (0.018) 9.0 (2.8) 183.7 (25.0)

*Daptomycin was administered by IV infusion over a 30-minute period.
TDoses of daptomycin in excess of 6 mg/kg have not been approved.

YAUC 4, area under the concentration-time curve from 0 to 24 hours; t1/7, elimination half-life; Vg,

clearance; Cp,y, maximum plasma concentration.

Daptomycin pharmacokinetics were generally linear and time-independent at daptomycin doses of 4 t
infusion over a 30-minute period for up to 14 days. Steady-state trough concentrations were achieved
steady-state trough concentrations attained following the administration of 4, 6, 8, 10, and 12 mg/kg eve

12.9 (2.9), and 13.7 (5.2) mcg/mL, respectively.
Daptomycin Administered over a 2-Minute Period in Adults

Following IV administration of daptomycin over a 2-minute period to healthy
meun (SD) steady-state systemic exposure (AUC) values were 475 (71) and 701 (82)
2-minute period could not be determined adequa
le dose of daptomycin 6 mg/kg IV administe
4 and 6 mg/kg IV administered over a 2-

concentration (Cp,,y) at the end of the
parameters from 14 healthy adult volunteers who received a sing
separate study, steady-state C . values were simulated for daptomycin

(SD) steady-state C gy values were 77,7 (8.1) and 116.6 (12.2) meg/mL, respectively.

volume of distribution at steady-state; CLr, total plasma

o0 12 mg/kg every 24h administered by I'V
by the third daily dose. The mean (SD)
rv 24h were 5.9 (1.6), 6.7 (1.6), 103 (5.5),

aduilt volunteers at doses of 4 mg/kg (N=8) and 6 mg/kg (N=12), the
megeh/mL, respectively. Values for maximum plasma
tely in this study. However, using pharmacokinetic

red over a 30-minute period in a
minute period. The simulated mean




Distributi

Daptomycin is reversibly bound to human plasma proteins, primarily to serum albumin, in a concentration-independent mannet. The overall mean
binding ranges from 90 to 93%.

In clinical studies, mean serum protein binding in adult subjects with creatinine clearance (CL¢R) 230 mL/min was comparable to that observed in
healthy adult subjects with normal renal function.

However, there was a trend toward decreasing serum protein binding among subjects with CLcg <30 mL/min (88%), inpluding those receiving
hemodialysis (86%) and continuous ambulatory peritoneal dialysis (CAPD) (84%). The protein binding of daptomycin in adult subjects with
moderate hepatic impairment (Child-Pugh Class B) was similar to that in healthy adult subjects.

The volume of distribution at steady-state (V) of daptomycin in healthy adult subjects was approximately 0.1 L/kg and was independent of dose.
Metabolis

In in vitro studies, daptomycin was not metabolized by human liver microsomes.

In 5 healthy adults after infusion of radiolabeled '4C-daptomycin, the plasma total radioactivity was similar to the conccnltration clr:t::nn_ined by
microbiological assay. Inactive metabolites were detected in urine, as determined by the difference between total radioactive concentrations and
microbiologically active concentrations. In a separate study, no metabolites were observed in plasma on Day 1 following the administration of
daptomycin at 6 mg/kg to adult subjects. Minor amounts of three oxidative metabolites and one unidentified compound were detected in urine. The
site of metabolism has not been identified.

Excretion

Daptomyein is excreted primarily by the kidneys. In a mass balance study of 5 healthy adult subjects using radiolabeled daptomycin, gppra_ximately
78% of the administered dose was recovered from urine bascd on total radioactivity (approximately 52% of the dose based on m;c}'obiqltj_glcal ly
\ctive concenirations), and 5.7% of the administered dose was recovered from feces (collected forup to 9 days) based on total radioactivity.

Specific Populations
Patients with Renal Impairment

Population-derived pharmacokinetic parameters were determined for infected adult patients (complicated skin and skin structure infections [cSSST]
and S. aureus bacteremia) and noninfected adult subjects with various degrees of renal function (Table 12). Total plasm_a cle;mnce (_CLT},
elimination half-life (t;;), and volume of distribution at steady-state (V) in patients with cSSSI were simila_r to those in patients wlthoS. au:em
bacteremia. Following administration of daptomycin 4 mg/kg every 24h by IV infusion over a 30-minute period, the mean CLt was 9%, 22%, and
46% lower among subjects and patients with mild (CL¢g 50 to 80 mL/min), moderate (CLcg 30 to <50 mL/min), and severe (CLcg <30 mL/min)
renal impairment, respectively, than in those with normal renal function (CL¢g >80 mL/min). The mean steady-s?ate systemic exposure (AUC), ty/2,
and Vy increased with decreasing renal function, although the mean AUC for patients with CLc¢g 30 to 80 mL/min was not mﬂrk’edly Idlﬁ'erent from
the mean AUC for patients with normal renal function. The mean AUC for patients with CLcg <30 mL/min and for patients on dialysis (CAPD and
hemodialysis dosed post-dialysis) was approximately 2 and 3 times higher, respectively, than for patients with normal renal ﬁ.mcl‘-mn. The mean
Cmax ranged from 60 to 70 meg/mL in patients with CLcg >30 mL/min, while the mean Cyypy for patients with CLcr <30 mL/min rangcd from 41
to 58 meg/mL. After administration of daptomycin 6 mg/kg every 24h by IV infusion over a 30-minute period, the mean Crax ranged from 80 to
114 meg/mL in patients with mild to moderate renal impairment and was similar to that of patients with normal renal function.

Table 12: Mean (SD) Daptomycin Population Pharmacokinetic Parameters Following Infusion of Daptomycin 4 mg/kg or 6 mg/kg to
Infected Adult Patients and Noninfected Adult Subjects with Various Degrees of Renal Function

Pharmacokinetic Parameters* : .
; T t CLrt AUCqooT AUC Cin
Rz on ction t(11/12) (I‘f/slig) (mL/hT/kg) (mcg-h(;ﬁL) (mcgeh/mL) (mcg/r’:lsL)
4 mg/kg 4 mg/kg 4 mg/kg 4 mg/kg 6 mg/kg 6 mg/kg
Normal 9.39 (4.74) 0.13 (0.05) 10.9 (4.0) 417 (155) 545 (296) 6.9 (3.5)
(CLcR >80 mL/min) N=165 N=165 N=165 N=165 N=62 N=61
Mild Renal Impairment (CLcg | 10.75 (8.36) 0.12 (0.05) 9.9 (4.0) 466 (177) 637 (215) 12.4 (5.6)
50 to 80 mL/min) N=64 N=64 N=64 N=64 N=29 N=29
Moderate Renal Impairment 14.70 (10.50) 0.15 (0.06) 8.5(3.4) 560 (258) 868 (349) 19.0 (9.0)
(CLcg 30 to <50 mL/min) N=24 N=24 N=24 N=24 N=15 N=14
Severe Renal Impairment 27.83 (14.85) 0.20 (0.15) 5.9 (3.9) 925 (467) 1050 (892) 24.4 (21.4)
(CLcRr <30 mI./min) N=8 N=8 N=8 N=8 N=2 N=2
Hemodialysis 30.51 (6.51) 0.16 (0.04) 3.92.1) 1193 (399) NA NA
N=16 N=16 N=16 N=16
CAPD 27.56 (4.53) 0.11 (0.02) 2.9(0.4) 1409 (238) NA NA
=5 N=5 N=5 N=5

Note: Daptomycin was administered over a 30-minute period. ) ) ) .

*CLcp, creatinine clearance estimated using the Cockeroft-Gault equation with actual body weight; CAPD, continuous ambulatory peritoneal dmly‘sm;lAUCnJm
area under the concentration-time curve extrapolated to infinity; AUC.s, area under the concentration-time curve calculated over the 24-hour dosing interval at
steady-state; Cininss» rough concentration at steady-state; NA, not applicable. )

TParameters obtained following a single dose from patients with complicated skin and skin structure infections and healthy subjects.

tParameters obtained at steady-state from patients with S. aureus bacteremia.

Because renal excretion is the primary route of elimination, adjustment of daptomycin dosage interval is necessary in adult patients with severe
renal impairment (CLcr <30 mL/min) /[see Dosage and Administration (2.6)].
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Patients with Hepatic Impairment

The pharmacokinetics of daptomyein were evaluated in 10 adult subjects with moderate hepatic impairment (Child-Pugh Class B) fltﬂd fiiﬂfnpif ;‘1 s
with those in healthy adult volunteers (N=9) matched for gender, age, and weight. The pharmacokinetics of daptomyein were not a t‘:jf e t“" ;e -; o
with moderate hepatic impairment. No dosage adjustment is warranted when daptomycin is admu_nstercd to patients with mllg to mo ::rzt:d P
impairment. The pharmacokinetics of daptomyecin in patients with severe hepatic impairment (Child-Pugh Class C) have not been evaluated.

Gender

No clinically significant gender-related differences in daptomycin pharmacokinetics have been observed. No dosage adjustment is warranted based
on gender when daptomycin is administered.

Geriatric Patients

The pharmacokinetics of daptomycin were evaluated in 12 healthy elderly subjects (27§ years of age) and 11 health){ young adult c;o;tfcglse ;E:asn?ei%
years of age). Following administration of a single 4 mg/kg dose of daptomycin by IV infusion over a 30-minute period, the 1?5?31 o i
daptomycin was approximately 35% lower and the mean AUCq.., was approximately 58% higher in elderly subjects than in healthy young

subjects. There were no differences in Cpax [See Use in Specific Populations (8.5)].

Obese Patients

o 2
The pharmacokinetics of daptomycin were evaluated in 6 moderately obese (Body qus Index [B_M]] 25 1_:0_39.9‘kg;‘m-) and 6 ex.tre;nell% ?:;;s:ion
(BMI 240 kg/m?) adult subjects and controls matched for age, gender, and renal function. Following administration of daptomycué tyt e
over a 30-minute period as a single 4 mg/kg dose based on total body weight, the to;al plasma clearance uf‘daptomyc'm nonn;xhze 0 n‘({))ls Thcy
weight was approximately 15% lower in moderately obese subjects and 23% lov?er in extremely obese subjects than in non({) _csiaS ctzgn o8 LN
AUCqy., of daptomycin was approximately 30% higher in moderately obese subjects and 31% h}g,her in e:xtremely obese subjec e
controls. The differences were most likely due to differences in the renal clearance of daptomycin. No adjustment of daptomycin dosage
varranted in obese patients.

Pediatric Patients

£ = 2 S . : : = ineti dies. In general, body weight-

The pharmacokinetics of daptomyein in pediatric subjects was evaluated in 3 single-dose pharm: acokinetic stu ody W L
normalized total body clearance in pediatric patients was higher than in adults and increased with a decrease of age, whereas elimir ‘ﬁ_‘ig;‘ Eﬂzlft(l)lge
tends to decrease with a decrease of age. Body weight-normalized total body clearance and elimination half-life of daptomycin 1n childre

years of age were similar at different doses.

A study was conducted to assess safety, efficacy, and pharmacokinetics of daptomycin in pediah-'ic patients (1 to‘ 17 years old, IIIGIUSW?) x?ﬁfﬁ?l
caused by Gram-positive pathogens. Patients were enrolled into 4 age groups [see Clinical Studies (14. 1)], and m‘lﬂ"e“"d':li:dﬂpt"‘;li‘;;ﬂs‘ >

to 10 mg/kg once daily were administered. Following administration of multiple doses, daptomycin exposure (AUCgs and Craxss imilar
across different age groups after dose adjustment based on body weight and age (Table 13).

Table 13: Mean (SD) Daptomycin Population Pharmacokinetic Parameters in cSSSI Pediatric Patients

Pharmacokinetic Parameters
o [T | A, [ | o6 | e | et
12 to 17 years 5 30 434 (67.9) 7.1 (0.9) 8200 (3250) 11.8 (2.15) 76.4 (6.75)
7 toafi:gia:s 7 30 543* 6.8* 4470* 13.2* 92.4*
2 tE)N6=32/lars 9 60 452 (93.1) 4.6 (0.8) 2750 (832) 20.8 (4.29) 90.3 (14.0)
1to Ies(:':::rz 2 years 10 60 462 (138) 4.8 (0.6) 1670 (446) 23.1(5.43) 81.6 (20.7)—
(N=27)

- - — ol

AUC,,, area under the concentration-time curve at steady state; CL, clearance normalized to body weight; Vg, volume of distribution at steady state; t¥2, termina
half-life

*Mean is calculated from N=2

A study was conducted to assess safety, efficacy, and pharmacokinetics of daptomycin in pediatric patients with S. aureus bnzte;ezﬁnzil;aheﬂls were
enrolled into 3 age groups [see Clinical Studies (14.2)], and intravenous doses of 7 to 12 mg/kg once daily were admlmste;re 5 g_ Ouzn eﬁt sapdion
administration of multiple doses, daptomycin exposure (AUCs; and Cryax,s5) Was similar across different age groups afterdose acjus

body weight and age (Table 14).

Table 14: Mean (SD) of Daptomycin Pharmacokinetics in Bacteremia Pediatric Patients

Pharmacokinetic Parameters =
i i V. CLy max,ss
Age Dose Infusion Duration AUC tin =
(mg/kg) (min) (megeh/mL) (h) (mL) (mL/h/kg) (1 ?:g;nsﬂs;;
12 to 17 years 7 30 656 (334) 7.5(2.3) 6420 (1980) 12.4 (3.9) (3s.
(N=13) — e
AUC,,, area under the concentration-time curve at steady state; CL, clearance normalized to body weight; Vs, volume of distribution at steady state; t/2, terminal

half-life

: ; 7 g i ineti trated that the AUC,, of daptomycin in
No patients 1 to <2 years of age were enrolled in the study. Simulation using a population pharmacokinetic model demonstrate: E clkonce ;sa o

pediatric patients 1 to <2 years of age receiving 12 mg/kg once daily would be comparable to that in adult patients recerving



7 to 11 years 9 30 579 (116) 6.0 (0.8) 4510 (1470) 159 (2.8) 104 (14.5)
(N=19)

2 to 6 years 12 60 620 (109) 5.1 (0.6) 2200 (570) 199 (3.4) 106 (12.8)
(N=19)

AUCsq,, area under the concentration-time curve at steady state; CLr, clearance normalized to body weight; Vi, volume of distribution at steady state; tV4, terminal
half-life o

No patients 1 to <2 years of age were enrolled in the study. Simulation using a population phmaco@etic mod'el demongtr?.ted that the AUCfisa <_)1f daptomycin in
pediatric patients 1 to <2 years of age receiving 12 mg/kg once daily would be comparable to that in adult patients receiving 6 mg/kg once daily.

Drug Interaction Studies
In Vitro Studies
In vitro studies with human hepatocytes indicate that daptomycin does not inhibit or induce the activities of the following human cytochrome P450

isoforms: 1A2, 2A6, 2C9, 2C19, 2D6, 2E1, and 3A4. Tt is unlikely that daptomycin will inhibit or induce the metabolism of drugs metabolized by
the P450 system.

Aztreonam

In a study in which 15 healthy adult subjects received a single dose of daptomycin 6 mg/kg IV and 2 combma_tio;i dose of daptan'gcin 6 mg/kg IV
and aztreonam 1 g [V, administered over a 30-minute period, the Cpax and AUCq., of daptomycin were not significantly altered by aztreonam.

Tobramycin

In a study in which 6 healthy adult males received a single dose of daptomycin 2 mg/kg IV, tobramycin 1 mg/kg IV, and both in combination,
administgred over a 30-mmgtc period, the mean Cipay agd AUCp.0 ofpdaptomycin were 12.7% and 8.7% higher, re_specnvely, when dapt_omycm was
;oadministered with tobramyecin. The mean Cyy,x and AUCq., of tobramycin were 10.7% and 6.6_% lower, respectively, _when tobramyclp w;?:h .
coadministered with daptomycin. These differences were not statistically significant. The interaction between daptomycin and tobramyecin wi
clinical dose of daptomycin is unknown.

Warfarin
In 16 healthy adult subjects, administration of daptomycin 6 mg/kg every 24h by IV infusion over a 30-minute period for 5 days, with

coadministration of a single oral dose of warfarin (25 mg) on the 5th day, had no significant effect on the pharmacokinetics of either drug and did
not significantly alter the INR (International Normalized Ratio).

Simvastatin
In 20 healthy adult subjects on a stable daily dose of simvastatin 40 mg, administration of dal:i_tomycin 4 mg/kg every 24h. ble;/l i?lfus‘wn_ g:;éea;‘(]-
minute period for 14 days (N=10) had no effect on plasma trough concentrations of simvastatin and was not associated with a higher 1nci

adverse events, including skeletal myopathy, than in subjects receiving placebo once daily (N=10) /see Warnings and Precautions (3.2) and Drug
Interactions (7.1)].

Probenecid

Concomitant administration of probenecid (500 mg 4 times daily) and a single dose of daptomycin 4 mg/kg by IV infusion over a 30-minute period
in adults did not significantly alter the Cpax 0r AUC( o 0f daptomycin.

12.4 Microbiology

; . . .. - ] ” ic,
Daptomycin belongs to the cyclic lipopeptide class of antibacterials. Daptomycin has clinical .u‘gl:ty in the treatment of mt_”ecnortli causgd];:ug; tu:nljgb
Gram-positive bacteria. The in vitro spectrum of activity of daptomycin encompasses most clinically relevant Gram-positive pathogenic !

Daptomycin exhibits rapid, concentration-dependent bactericidal activity against Gram'-po_si_tive bacteria in }'f:ro. Tpls has beI;:n d;l;_?rlts_z:tﬂd both
by time-kill curves and by MBC/MIC (minimum bactericidal concentration/minimum inhibitory concfantr_anon) ratios usu:gl {ot i lL 1 " e
methodology. Daptomycin maintained bactericidal activity in vitro against stationary phase 5. aureus in simulated endocardial vegetations.
clinical significance of this is not known.

Daptomycin binds to bacterial cell membranes and causes a rapid depolarization of membrane potential. This loss of membrane potential causes
inhibition of DNA, RNA, and protein synthesis, which results in bacterial cell death.
Resistance .
The mechanism(s) of daptomycin resistance is not fully understood. Currently, there are no known transferable elements that confer resistance to
daptomycin.

ions wi ther Antib ial

- . . : . : : i i not been
In vitro studies have investigated daptomycin interactions with other antibacterials. Antagonism, as ‘detcmunc‘d by }‘aiLcurvE stud;}i:;;&]ﬂ::lai ot
observed. In vifro synergistic interactions of daptomycin with aminoglycosides, B-lactam ant;bgctena_ls, and rifampin avc een f o ft -
some isolates of staphylococci (including some methicillin-resistant isolates) and enterococei (including some vancomycin-resistant 1 :

Complicated Skin and Skin Structure Infection (¢SSST) Trials in Adults

The emergence of dapfomycin non-susceptible isolates occurred in 2 infected patients across the set of Ph.;_.w 2 and pw_oml Ehasc 3 cl_mn:ta{ez‘;aéia%
¢SSSI in adult patients, In one case, a non-susceptible S aurens was isolated from a patient in 2 Phase 2 trial whf) I'ECG.J_.VBCI fi‘ptlrnn}écg.l s
the protocol-specified dose for the initial 5 days of therapy. In the second case, a non-susceptible Enterococcus faccalis was isolated [rom a pe
with an infected chronic decubitus ulcer who was enrolled in a salvage trial.



S, aureus Bacteremia/Endocarditis and Other Post-Approval Trials in Adults
In subsequent clinical trials in adult patients, non-susceptible isolates were recovered. S. gureus was isolated from a patient in a compassionate-use

trial and from 7 patients in the S. aureus bacteremia/endocarditis trial [see Clinical Studies (/4.2)]. An E. faecium was isolated from a patient i a
vancomycin-resistant enterococci trial.

Antimicrobial Activity

Daptomycin has been shown to be active against most isolates of the following microorganisms both in vitro and in clinical infections /see
Indications and Usage (1)].

Gram-Positive Bacteria

Enterococcus faecalis (vancomycin-susceptible isolates only)

Staphylococcus aureus (including methicillin-resistant isolates)

Streptococcus agalactiae

Streptococcus dysgalactiae subsp. equisimilis

Streptococcus pyogenes

The following in vitro data are available, but their clinical significance is unknown. At least 90 percent of the following bacteria exhibit an in vitro
minimum inhibitory concentration (MIC) less than or equal to the susceptible breakpoint for daptomycin against isolates of sxm{lar genus (‘;’f :
organism group. However, the efficacy of daptomyein in treating clinical infections caused by these bacteria has not been established in adequate
and well-controlled clinical trials.

Gram-Positive Bacteria

_Corynebacterium jeikeium

Enterococcus faecalis (vancomycin-resistant isolates)

Enterococcus faecium (including vancomycin-resistant isolates)
Staphylococcus epidermidis (including methicillin-resistant isolates)
Staphylococcus haemolyticus

Susceptibility Testing

For specific information regarding susceptibility test interpretive criteria and associated test methods and quality control standards recognized by
FDA for this drug, please see: https://www.fda.gov/STIC.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term carcinogenicity studies in animals have not been conducted to evaluate the qarcinog&m'c potential of daptm:'nycm. Howcver; :tﬁ;glz;sa .
mutagenic nor clastogenic potential was found in a battery of genotoxicity tests, including the Ames assay, mammalian cell gcn; R sisteyr’
test for chromosomal aberrations in Chinese hamster ovary cells, an in vivo micronucleus assay, an in vitro DNA repair assay, and an in vive
chromatid exchange assay in Chinese hamsters.

Daptomycin did not affect the fertility or reproductive performance of male and female rats when administered intravenously at dostss‘lotj 25,S 7&51:3 or
150 mg/kg/day, which is approximately up to 9 times the estimated human_ exposure level based upon AUCs (or approximately up time:
‘ecommended human dose of 6 mg/kg based on body surface area comparison).

13.2 Animal Toxicology and/or Pharmacology

Adult Animals

In animals, daptomycin administration has been associated with effects on skeletal muscle: However, there were no chzmg,es in cardla{: or smooth
muscle. Skeletal muscle effects were characterized by microscopic degenerative/regenerative chang;s and variable elevlatmns 1r11Fc0reatmegjda -
phosphokinase (CPK). No fibrosis or rhabdomyolysis was evident in repeat-dose studies up to the highest doses tested in rats (15 ﬁmgﬂ;ths y) @
dogs (100 mg/kg/day). The degree of skeletal myopathy showed no increase when treatment was extended from 1 month to up to 6 months.

Severity was dose-dependent. All muscle effects, including microscopic changes, were fully reversible within 30 days following the cessation of
dosing.

In adult animals, effects on peripheral nerve (characterized by axonal dcgenegation and frequently gccompgm:ed by mgmﬁcant;;1 los[s)es%l c:j' tgait;ezllfg
reflex, gag reflex, and pain perception) were observed at daptomycin doses higher than those asf.somatcd with skeletal myopa6 Y. fke o, silth
dogs' patellar reflexes were seen within 2 weeks after the start of treatment at 40 mg/kg/day (9 times the human Cpyy at the g‘g %",1 )'; by
some clinical improvement noted within 2 weeks after the cessation of dosing. Ho“_fcvcr, at 75 {ngjkgfdw for 1 month, 7 of 8 o%sﬂ alf e . wci :
full patellar reflex responses within a 3-month recovery period. In a separate study in dogs receiving doses of 75 and 100 mi@ﬂ(g 3;"1 ::1 e )
minimal residual histological changes were noted at 6 months after the cessation of dosing. However, recovery of peripheral nerve

evident.

. . . s i inimall
Tissue distribution studies in rats showed that daptomycin is retained in the kidney but appears lo penetratc the blood-brain barrier only minimally
following single and multiple doses.

-nile Anima
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Target organs of daptomycin-related effects in 7-week-old juvenile dogs were skeletal muscle and nerve, the same target organs as in adult dogs. In
juvenile dogs, nerve effects were noted at lower daptomycin blood concentrations than in adult dogs following 28 days of dosing. In contrast to
adult dogs, juvenile dogs also showed evidence of effects in nerves of the spinal cord as well as peripheral nerves after 28 days of dosing. No nerve
effects were noted in juvenile dogs following 14 days of dosing at doses up to 75 mg/kg/day.

Administration of daptomycin to 7-week-old juvenile dogs for 28 days at doses of 50 mg/kg/day produced minimal degenerative effects on the
peripheral nerve and spinal cord in several animals, with no corresponding clinical signs. A dose of 150 mg/kg/day for 28 days produc_ed minimal
degeneration in the peripheral nerve and spinal cord as well as minimal to mild degeneration of the skeletal muscle in a majority of animals,
accompanied by slight to severe muscle weakness evident in most dogs. Following a 28-day recovery phase, microscopic examination reyealcd
recovery of the skeletal muscle and the ulnar nerve effects, but nerve degeneration in the sciatic nerve and spinal cord was still observed in all
150 mg/kg/day dogs.

Following once-daily administration of daptomycin to juvenile dogs for 28 days, microscopic effects in nerve tissue were noted at a Cpya value of
417 meg/mL, which is approximately 3-fold less than the Cyyqy value associated with nerve effects in adult dogs treated once daily with daptomyein
for 28 days (1308 mcg/mL).

nata imal

Neonatal dogs (4 to 31 days old) were more sensitive to daptomycin-related adverse nervous system and/or muscular system effects than either
juvenile or adult dogs. In neonatal dogs, adverse nervous system and/or muscular system effects were associated with a Cpax value approxnnate?y
3-fold less than the Cpyay in juvenile dogs, and 9-fold less than the Cppax in adult dogs following 28 days of dosing. At a dose of 25 mg/kg/day \3\"1111
associated Cpay and AUCj,¢ values of 147 mcg/mL and 717 megeh/mL, respectively (1.6 and 1.0-fold the adult human Cppay and AUC, respectively,
at the 6 mg/kg/day dose), mild clinical signs of twitching and one incidence of muscle rigidity were observed with no corresponding effect on body
weight. These effects were found to be reversible within 28 days after treatment had stopped.

At higher dose levels of 50 and 75 mg/kg/day with associated Cpyay and AUCiys values of 2321 meg/mL and 214_70 mcg-hme,. respeciive_ly,
narked clinical signs of twitching, muscle rigidity in the limbs, and impaired use of limbs were observed. Resulting decreases in body weights and
overall body condition at doses >50 mg/kg/day necessitated early discontinuation by postnatal day (PND) 19.

Histopathological assessment did not reveal any daptomycin-related changes in the peripheral and central nervous system tissue, as well as in the
skeletal muscle or other tissues assessed, at any dose level.

No adverse effects were observed in the dogs that received daptomycin at 10 mg/kg/day, the NOAEL, with associated Cryax and AUCjys values of
62 meg/mL and 247 megeh/mL, respectively (or 0.6 and 0.4-fold the adult human Cpgy and AUC, tespectively at the 6 mg/kg dose).

14 CLINICAL STUDIES

14.1 Complicated Skin and Skin Structure Infections

Adults with ¢SSSI

Adult patients with clinically documented complicated skin and skin structure infections (cSSSI) (Table lS)_were enrolled m two randomized,
multinational, multicenter, investigator-blinded trials comparing daptomycin (4 mg/kg IV every 24h) with either vancomycin (1 g IV every 12h) or
an anti-staphylococcal semi-synthetic penicillin (i.e., nafeillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g IV per day). Patients could switch to
oral therapy after a minimum of 4 days of TV treatment if clinical improvement was demonstrated. Patients known to have bacteremia at baseline
were excluded. Patients with creatinine clearance (CLcg) between 30 and 70 mL/min were to receive a lower dose of daptomycin 2s specified in
the protocol; however, the majority of patients in this subpopulation did not have the dose of daptomycin adjusted.

Table 15: Investigator's Primary Diagnosis in the ¢SSSI Trials in Adult Patients (Population: ITT)

'Primary Adult Patients
Diagnosis (Daptomycin / Comparator*)
Study 9801 Study 9901 Pooled

N=264 / N=266 N=270 / N=292 N=534 / N=558
Wound Infection 99 (38%) /116 (44%) 102 (38%) / 108 (37%) 201 (38%) / 224 (40%)
Major Abscess 55 (21%) / 43 (16%) 59 (22%) / 65 (22%) 114 (21%) / 108 (19%)
Ulcer Infection 71 (27%) /75 (28%) 53 (20%) / 68 (23%) 124 (23%) / 143 (26%)
Other Infection? 39 (15%) / 32 (12%) 56 (21%) /51 (18%) 95 (18%) / 83 (15%)

*Comparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafeillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV
in divided doses).
The majority of cases were subsequently categorized as complicated cellulitis, major abscesses, or traumatic wound infections.

One trial was conducted primarily in the United States and South Africa (study 9801), and the second was conducted at non-US sites only (study
9901). The two trials were similar in design but differed in patient characteristics, including history of diabetes and peripheral va;cular disease.
There were a total of 534 adult patients treated with daptomycin and 558 treated with comparator in the two trials. The majority (89.7%) of patients
received IV medication exclusively.

The efficacy endpoints in both trials were the clinical success rates in the intent-to-treat (ITT) population and in the clinically evaluable (CE)
population. In study 9801, clinical success rates in the ITT population were 62.5% (165/264) in patients treated with dapt{)m)_’c‘m and 60.9‘}’9
(162/266) in patients treated with comparator drugs. Clinical success rates in the CE population were 76.0% (158/208) in patients treated w1t{1
daptomycin and 76.7% (158/206) in patients treated with comparator drugs. In study 9901, clinical success rates in the ITT population wcrc‘bO.-‘r‘}'n
(217/270) in patients treated with daptomycin and 80.5% (235/292) in patients treated with comparator drugs. Clinical success rates in the CE
population were 89.9% (214/238) in patients treated with daptomycin and 90.4% (226/250) in patients treated with comparator drugs.



34

The success rates by pathogen for microbiologically evaluable patients are presented in Table 16.

Table 16: Clinical Success Rates by Infecting Pathogen in the ¢SSSI Trials in Adult Patients (Population: Microbiologically Evaluable)

Success Rate

Pathogen n/N (%)

Daptomycin Comparator®
Methicillin-susceptible Staphylococeus aureus (MSSA)T 170/198 (86%) 180/207 {8:%)
Methicillin-resistant Staphylococeus aureus (MRSA)T 21/28 (75%) 25/36 (69%)
Streptococcus pyogenes 79/84 (94%) 80/88 (91%)
Streptococcus agalactiae 23/27 (85%) 22/29 (76%)
Streptococcus dysgalactiae subsp. equisimilis 8/8 (100%) 9/11 (82%)
Enterococcus faecalis (vancomycin-susceptible only) 27/37 (73%) 40/53 (76%)

*Comparator: vancomycin (1 g IV g12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin, oxacillin, cloxacillin, or flucloxacillin; 4 to 12 g/day IV
in divided doses).
TAs determined by the central laboratory.

Pediatric Patients (1 to 17 Years of Age) with ¢SSST

The cSSSI pediatric trial was a single prospective multi-center, randomized, comparative trial. A total of 396 p‘edlatnc patients agef I todjlt’:' y:;rds
with c¢SSSI caused by Gram positive pathogens were enrolled into the study. Patients known to have bacteremia, osteomyelitis, endocar ;,
pneumonia at baseline were excluded. Patients were enrolled in a stepwise approach into four age groups anc_i given age-dependent doses o i
aptomycin once daily for up to 14 days. The different age groups and doses evaluated were as follows: Adolescents (12to 17 yeards) t;‘g;’ttge \;;k 7
mg/kg of daptomycin (n=113), Children (7 to 11 years) treated with 7 mg/kg of daptomyein (n=113), Children (2 to 6 years) treated w1 mgkg
daptomycin (n=125) and Infants (1 to <2 years) treated with 10 mg/kg (n= 45).

Patients were randomized 2:1 to receive daptomyein or a standard of care (SOC) comparator, which included intravenous therapy “:'xtl;l?tht:;l
vancomyecin, clindamycin, or an anti-staphylococcal semi-synthetic penicillin (naf'cil]jn,.oxamllm, or cloxacillin). Patients could switch to o
therapy after clinical improvement was demonstrated (no minimum IV dosing was required).

The primary objective of this study was to evaluate the safety of daptomycin. The clinical outcome was determined by resolution or rm}_)rorement
of symptoms at the End-of-Treatment (EOT), 3 days after the last dose, and Test-of-Cure (TOC), 7 to 14 da)rs after the last dose: Investigal or
observed outcomes were verified in a blinded fashion. Of the 396 subjects randomized in the study, 389 subjects were er:ft&d with daptomycin or
comparator and included in the ITT population. Of these, 257 subjects were randomized to the daptomycin group a:_ld 132 subjects wc:irc i
randomized to the comparator group. Approximately 95% of subjects switched to oral therapy. The mean day of sw1t'ch was daygf-:} 31;2 ;!a;;% -
day 1 to day 14. The clinical success rates determined at 7 to 14 days after last dose of therapy (IV and oral) (TOC visit) were 88% ( ;
daptomycin and 86% (114/132) for comparator.

14.2 8. aureus Bacteremia/Endocarditis
Adults wi T teremia/Endocarditi

The efficacy of daptomycin in the treatment of adult patients with S. aureus bacteremia was demonstrated in a rzmdormzefi, con'troged_,m_ 5
multinational, multicenter, open-label trial. In this trial, adult patients with at least one positive blood Cj.llﬂll'ﬂ fo‘r S. aureus obtgmeﬁ WI{kaV e
calendar days prior to the first dose of study drug and irrespective of source were enrolled and randomized to either daptomycin {i mg_llg Ty
24h) or standard of care [an anti-staphylococcal semi-synthetic penicillin 2 g IV every 4h (nafeillin, oxacillin, ckg-xacﬂ_hn, or fluc oxatcl in) ::;r 5
vancomyein 1 g IV every 12h, each with initial gentamicin 1 mg/kg I'V every 8 hours for first 4 days]. Of the patients in the compgl;ahm;ftro aR"es y
received initial gentamicin for a median of 4 days, compared with 1 patient (<1%) in the daptomyecin group. P atienis with prosthetic he: l:nown,
intravascular foreign material that was not planned for removal within 4 days after the first dose of study medication, severe neutropenia,
osteomyelitis, polymicrobial bloodstream infections, creatinine clearance <30 mL/min, and pneumonia were excluded.

Upon entry, patients were classified for likelihood of endocarditis using the modified Duke criteria (Possible, Definite, or TIJ;; E‘:df[’,;ard}‘;sil'e -
Echocardiography, including a transesophageal echocardiogram (TEE), was performed w1th11_1 5 days following study enrollmen ‘:1 ec i
comparator agent was based on the oxacillin susceptibility of the S. aureus isolate. The duration of study treatment was based ct))n 1f;‘ m\;a;eﬁ_ S
clinical diagnosis. Final diagnoses and outcome assessments at Test of Cure (6 weeks after t?:te last treatment dose) were maﬁe_ y]a dea

blinded Adjudication Committee, using protocol-specified clinical definitions and a compostiie primary efficacy endpoint (clinical an
microbiological success) at the Test of Cure visit.

A total of 246 patients =18 years of age (124 daptomyein, 122 comparator) with S. aureus bacteremia were l:andom:zeq from 4]S centc;rls in t?_e us
and Europe. In the ITT population, 120 patients received daptomycin and 115 received comparator (62 received an antl_-stapk{y_ﬁfzocc s‘ind
synthetic penicillin and 53 received vancomyecin). Thirty-five patients treated with an anrfasmphy]ococcal sgml-synthctlc pﬂim% Sln r?ci:ts. T
vancomycin initially for 1 to 3 days, pending final susceptibility results for the S. aureus isolates. The Tr;edlfm age among the 2 pa“icre ~ G5 vears
population was 53 years (range: 21 to 91 years); 30/120 (25%) in the daptomycin group and 37/115 (32%) in the comparator g:lqu 776_( 75%) it
of age. Of the 235 ITT patients, there were 141 (60%) males and 156 (66%) Cauc;sizms across the two Lream_lent g;rOUF;. Ina _ ;3:12113,0 Pl
the ITT population had systemic inflammatory response syndrome (SIRS) at baseline and 85 (36%) hac} surgical proce _UIGSSWII = dii rl:osis
onset of the S. aureus bacteremia. Eighty-nine patients (38%) had bacteremia caused by methicillin-resistant 5. aureus (MR A) rm'})lf 37g o
was based on the modified Duke criteria and comprised 37 (16%) Definite, 144 (61%) Possible, and 54_ (_'23%) Not El]d.oc&l‘di!.is. Of ; le. E)a ic
with an entry diagnosis of Definite Endocarditis, all (100%) had a final diagnosis of infec!_:ive endocarditis, and of‘ the |4j4 patients wit 1 dgt?trll]?i 4
diagnosis of Possible Endocarditis, 15 (10%) had a final diagnosis of infective endocarditis as assessed _by the Adjudication Corcrl}_rmdztect.i >
patients with an entry diagnosis of Not Endocarditis, 1 (2%) had a final diagnosis of infective endocarditis as assessed by the Adndicato
Comnmittee.
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In the ITT population, there were 182 patients with bacteremia and 53 patients with infective endocardi'tis as a_sscssed by i}:_le Adjudi_cation 0
Committee, including 35 with right-sided endocarditis and 18 with left-sided endocarditis. The 182 patients with bacteremia comprised 121 wi
complicated S. aureus bacteremia and 61 with uncomplicated S. aureus bacteremia.

Complicated bacteremia was defined as S. aureus isolated from blood cultures obtained on at least 2 different calendar fiays, and/or rlnet‘fistatlc foci
of infection (deep tissue involvement), and classification of the patient as not having endocarditis according to the modified Duke_ criteria. _
Uncomplicated bacteremia was defined as 8. aureus isolated from blood culture(s) obtained on a single calendar day, no metastatic foci of infection,
no infection of prosthetic material, and classification of the paticnt as not having endocarditis according to the n:_u?dxﬁed D!Jk& criteria. T]_1e o
definition of right-sided infective endocarditis (RIE) used in the clinical trial was Definite or Possible Endor_:ardltls accprdmg to the quj_ﬁed DE e
criteria and no echocardiographic evidence of predisposing pathology or active involvement of either the nutrfal_or aortic valve. Comphcated I:‘l
comprised patients who were not intravenous drug users, had a positive blood culture for MRSA, serum creatmme_z'z.? mg/dL, or ev1denc.e o
extrapulmonary sites of infection. Patients who were intravenous drug users, had a positive blood qulmrg for mct]*ucx]li'n-suscepnble S. aur eu.{' 4
(MSSA), had serum creatinine <2.5 mg/dL, and were without evidence of extrapulmonary sites of infection were considered to have uncomplicate
RIE.

The coprimary efficacy endpoints in the trial were the Adjudication Committee success rates at the Test of Cure \tisi_t (6 weeks aﬁcr_ the last 499
treatment dose) in the ITT and Per Protocol (PP) populations. The overall Adjudication Commitiee success rates in th(: I’I‘I‘Eopulatmn were 44.:&0
(53/120) in patients treated with daptomycin and 41.7% (48/115) in patients treated with comparator (dsz'crem?e = 2:4 % [95% CI —)0.2, 15.17). The
success rates in the PP population were 54.4% (43/79) in patients treated with daptomycin and 53.3% (32/60) in patients treated with comparator
(difference = 1.1% [95% CI —15.6, 17.8]).

Adjudication Committee success rates are shown in Table 17.

Table 17: Adjudication Committee Success Rates at Test of Cure in the S. aureus Bacteremia/Endocarditis Trial in Adult Patients
(Population: ITT)

Su;/c;sséla & Difference:
Population - (%) Daptomycin — Comparator
szg);lz’gcm Comparator* (Confidence Interval)
Overall 53/120 (44%) 48/115 (42%) 24% (=102, 15.1)1
Baseline Pathogen
Methicillin-susceptible S. aureus 33/74 (45%) 34/70 (49%) —4.0% (=22.6, 14-6)f
Methicillin-resistant S. aureus 20/45 (44%) 14/44 (32%) 12.6% (—10.2, 35.5)*
Entry Diagnosis?
Definite or Possible Infective Endocarditis 41/90 (46%) 37/91 (41%) 4.9% (—11.6, 21 At
Not Infective Endocarditis 12/30 (40%) 11/24 (46%) —5.8% (—36.2, 24.5)%
Final Diagnosis
Uncomplicated Bacteremia 18/32 (56%) 16/29 (55%) 1.1% (-31.7, 33.9)1
Compli‘cated Bacteremia 26/60 (43%) 23/61 (38%) 5.6% (—17.3, 28.6)1
Right-Sided Infective Endocarditis 8/19 (42%) 7/16 (44%) ~1.6% (—44.9, 41.6)"
Un_cf)mplicated Right-Sided Infective 3/6 (50%) 1/4 (25%) 25.0% (-51.6, 100.0)1
Endocarditis
Complicated RighizSided.fuioctive 5/13 (39%) 6/12 (50%) ~11.5% (624, 39.4)1
Endocarditis
Left-Sided Infective Endocarditis 1/9 (11%) 2/9 (22%) -11.1% (—55.9, 33.6)1

*Comparator: vancomycin (1 g IV q12h) or an anti-staphylococcal semi-synthetic penicillin (i.e., nafcillin, oxacillin, cloxacillin, or flucloxacillin; 2 g IV q4h), each
with initial low-dose gentamicin.

195% Confidence Interval

197.5% Confidence Interval (adjusted for multiplicity)

§According to the modified Duke criteria’

199% Confidence Interval (adjusted for multiplicity)

Eighteen (18/120) patients in the daptomycin arm and 19/116 patients in the comparator arm died during the trial. These comprise 3/28 dap?mffclln-
treated patients and 8/26 comparator-treated patients with endocarditis, as well as 15/92 daptomyein-treated paticnts and 11/90 comparator- e:tz :
patients with bacteremia. Among patients with persisting or relapsing S. aureus infections, 8/19 daptomycin-treated patients and 7/11 comparator-
treated patients died.

Overal, there was no difference in time to clearance of S. aureus bacteremia between daptomycin and comparator. The median time to clearance 1
patients with MSSA was 4 days and in patients with MRSA was 8 days.

Failure of treatment due to persisting or relapsing S. aureus infections was assessed by the Af_ljudicatior} Committee in 19/120 (16%) dap}omy;iél-
treated patients (12 with MRSA and 7 with MSSA) and 11/115 (10%) comparator-treated patients (9 with MRSA treatccll with vancon}?'cm and I-
with MSSA treated with an anti-staphylococcal semi-synthetic peniciilin}. Among all failures, isolates Ercs_m 6 daptomygn—tregted patients Naln l
vancomycin-treated patient developed increasing MICs (reduced susceptibility) by central I_aboralory_ testing during or following Eéaﬁpfé P]st .
patients who failed due to persisting or relapsing S. awreus infection had deep-seated infection and did not receive necessary surgical intervet
[see Warnings and Precautions (5.9)].

Pediatric Patients (1 to 17 Years of Age) with S. aurens Bacteremia




The pediatric S. aureus bacteremia study was designed as a prospective multi-center, randomized, comparative trial to treat pediatric patients aged 1
to 17 years with bacteremia. Patients known to have endocarditis or pneumonia at baseline were excluded. Patlerqs were enrolled in a stepwise
approach into three age groups and given age-dependent doses of daptomycin once daily for up to 42 days. The different age groups and doses
evaluated were as follows: Adolescents (12 to 17 years, n=14 patients) treated with daptomycin dosed at 7 mgflfg once daily, Chlldrcn (7to }1
years, n=19 patients) treated with daptomycin dosed at 9 mg/kg once daily and Children (2 to 6 years, n=22 patients) treated with daptomyein dosed
at 12 mg/kg once daily. No patients 1 to <2 years of age were enrolled.

Patients were randomized 2:1 to receive daptomycin or a standard of care comparator, which included intravenous therapy with vancomycin, semi-
synthetic penicillin, first generation cephalosporin or clindamycin. Patients could switch to oral therapy after clinical improvement was
demonstrated (no minimum IV dosing was required).

The primary objective of this study was to assess the safety of daptomycin. The clinical outcome was determi.ned by resolution or improvement of
symptoms at test-of-cure (TOC) visit, 7 to 14 days after the last dose, which was assessed by the site level Blinded Evaluator.

Of the 82 subjects randomized in the study, 81 subjects were treated with daptomycin or comparator and included in the safety population, and 73
had a proven S. aureus bacteremia at Baseline. Of these, 51 subjects were randomized to the daptomycin group anc_i 22 subjects were randomized to
the comparator group. The mean duration of IV therapy was 12 days, with a range of 1 to 44 days. Forty-cight subjects switched to oral therapy, and
the mean duration of oral therapy was 21 days. The clinical success rates determined at 7 to 14 days after last dose of therapy (TV and oral) (TOC
visit) were 88% (45/51) for daptomycin and 77% (17/22) for comparator.
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16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

Daptomycin for Injection is a sterile, nonpyrogenic, preservative-free, pale yellow to light brown, lyophilized powder or cake, and is supplied as
follows:

NDC Daptomycin for Injection Package Factor
71288-017-91 350 mg Single-Dose Vial 1 vial per carton

Storage Conditions
Must be refrigerated, store between 2° and 8°C (36° and 46°F); avoid excessive heat. Storage conditions for the reconstituted and diluted solutions
are described in another section of the prescribing information [see Dosage and Administration (2.7)].

Sterile, Nonpyrogenic, Preservative-free.
The container closure is not made with natural rubber latex.

17 PATIENT COUNSELING INFORMATION
Advise patients that allergic reactions, including serious skin, kidney, lung, or other organ reactions, could oceur and that thesg serious reactions
require immediate treatment. Patients should report any previous allergic reactions to daptomycin [see Warnings and Precautions (3.1, 5.4, 5.3)].

Muscle Pain or Weakness (Myopathy and Rhabdomyolysis, Peripheral Neuropathy)

Advise patients to report muscle pain or weakness, especially in the forearms and lower legs, as well as tingling or numbness [see Warnings and
Precautions (5.2, 5.6)].

Cough, Breathlessness or Fever (Eosinophilic Pneumonia)

Advise patients to report any symptoms of cough, breathlessness, or fever [see Warnings and Precautions (3.3)].

C._difficile-Associated Diarrhea (CDAD),

Advise patients that diarrhea is a common problem caused by antibacterials that usually ends when the antibacterial is di.scqntmued. Sometimes
after starting treatment with antibacterials, including daptomyein, patients can develop watery and blaot}y staols (wuh or without stamchhr:f_:xmps
and fever), even as late as 2 or more months after having received the last dose of the antibacterial. If this occurs, patients should contact their
physician as soon as possible [see Warnings and Precautions (5.8)].

1bacterial Resi
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Patients should be counseled that antibacterial drugs, including daptomyein for injection, should be used to treat bacterial infections. 'I“jhay td?dng:at
treat viral infections (e.g., the common cold). When daptomycin for injection is preseribed to treat :‘a.bactcnal infection, patients ghmlll Ee o g
although it is common to feel better early in the course of therapy, the meédication shm.}ld be administered exgcﬂy as drrec_ted.‘Skaptlﬁg bpsets o
completing the full course of therapy may (1) decrease the effectiveness of the immediate 'greatment gnd (2) increase the likelihood that flc eria
develop resistance and will not be treatable by daptomyein for injection or other antibacterial drugs in the future.
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