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Padamnin g in'ekniii, @.CIIA

Bukio4no 3a penentom Jgikaps

[I106 3MeHIIMTH PO3BHTOK CTIMKHX 10 TKapChKHUX 3ac06iB OakTepiit i 36epertd eeKTHBHICTh
pudamiiHy s iH'exuii Ta iHImMX aHTHOAKTEpIaIbHAX JIKapChKUX 3aC06iB, pudaMmin cirij
3aCTOCOBYBATH TiJILKH 1A JIIKyBaHHS ab0 mpodinakTuky iHdexuin, aki qoseneHo abo 3
BHCOKOIO MipOIO BipOTiJHOCTI CIpHYHHEH] GaKTepiaMH.

OIIHC

Pudammin s in'exnii, @.CIIA, € modinizoBanuM nopomkom, 1o MicTUTh pudamitiny 600
MT, HaTpilo dhopMabaeria-cynsdokcunary 10 Mr, a TAKOX HATPiIO TiIPOKCHII [UISl KOPUI'YBAHHS
pH.

Pudamnin € HaniBCHHTETHIHHM MOXiHMM aHTHOI0THKA prdaminuay SV. Pudammin € uepsoHo-
KOPHYHEBHM KPHCTAIIYHHM NOPOUIKOM, IO AYXKE MATO PO3YHHAETHCS Y BOJI IPH
HEHTpaIbHOMY 3HaYeHHI pH, JIerko po34nHSETECS Y XJI0pOGOPMi, PO3YHHSETECS B €THIIALIETATI
Ta MeTaHoni. Bin Mae monekynsapHy Macy 822,95 i ximigny popmyny CazHssN4Oi2.

XimivHa Ha3Ba pudammniny a6o

3-[[(4-Metun-1-ninepasunin)iMido [MeTwI | padaminus,

abo
5,6,9,17,19,21-rexcarigpokcu-23-MeToken-2,4,12,16,18,20,22-rentamerri-8-[N-(4-meTu-1-
ninepasunin)dopmiminoin]-2,7-(enokcunenranekal1,11,13rpienimino)nadro[2,1-b]bypan-
1,11(2H)-mion 21-anerar.

Bin Mae cTpykTypHY opmyny:
OH

N—CH,

KJITHIYHA ®APMAKOJIOI'IS
Ilepopanbne 3acTocyBanug
Prdamniu serko abcopbyeThes 31 MUTYHKOBO-KAIKOBOro TpakTy. ITikoBi KOHIIBH’I’paIIil B
capona'rm KPOBI Y 3/10POBHX OPOCITHX H0GPOBOIBIIB i JAiTel 3HAYHO BAPIIOIOTH ¥ Pi3HMX
inauBinyymiB. ITics oxmiel nepopansroi K031 pudamniny 600 Mr y 300POBHX IOPOCITHX e,
J00pOBOIBIIB MMIKOBA KOHIIEHTPALIiS B CHPOBATIII KPOBi B CEPeTHEOMY CTAHOBHTH 7 M “
MO’Ke BapitoBaTH Bizt 4 10 32 Mkr/miL. AGcopbuia pabamminy 3HIKYETbCS NPUGIH3H
IIPH BXUBAHHI IIPENapary 3 HKero. —
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Pudammniz mupoxo po3noingeTses Mo BChOMY OpraHizmy. Bil npucyTHiH B eeKTHBHIX
KOHIIEHTpaLigx B 6aratbOX OpraHax i piHax opraHismy, BKIIOYal049H CIIMHHOMO3KOBY PlIMHY.
Pudamnin npubiauzao na 80 % 38's3yeThes 3 npoTeinaMu. Binbina yactuHa He3s's3aHoi (pakiii
HE 10HI3YETHCS 1, OTXKE, BITBHO TU(DYHIYE B TKAHUHH.
VY 3I0pOBHX HOPOCIHX NOOPOBOIBIIB cepeiHii Giomoriunmii mepio HamiBBUBEICHHA
prdamIiny i3 CHpOBaTKH KPOBi CTAHOBHTE Y cepenHboMy 3,35 + 0,66 roauuu micis
nepopansHoi Jo3u 600 Mr i 30inbmyeTses 10 5,08 + 2,45 roauny micis o34 900 mr. [pr
MOBTOPHOMY BBEIEHHI NIEPio] HAIlIBBUBEIEHHS 3MEHINYETCS 1 IOCATAE CEPEIHIX 3HAYEHb
npubmzno 2-3 roaunw. [lepion HaniBBHBENEHHS HE BiPI3HAETHCS Y NALIEHTIB 3 HUPKOBOIO
HEJIOCTATHICTIO ¥ 103aX, 110 He nepeBuinytoTs 600 Mr Ha 100y, i, 0TKe, HeMae MoTpedH
Kopuryeartu J103y. Ilepion naniBBuBenenHs pudamminy B 1031 720 Mr Ha 100y y MalieHTIB 3
HUPKOBOKO HeJ0CTaTHICTIO He OyB BcTaHoBNeHw. [lics oaniel nepopanbHol 1031 pudaMminy
900 Mr y mamieHTiB 3 pi3HUM CTyNEHEM HHPKOBOI HEJOCTATHOCTI CepeHiil mepioa
HaIliBBHBE/IeHHS 30UIBITYBaBCs 3 3,6 TOAMHM Y 30POBHX JOPOCIHX A06pOBOMIBIIB 10 5, 7,31 11
TOJIMH Y TAIli€HTIB 31 MBHAKICTIO KiIyboukoBol dinsrpanii Bix 30 xo 50 mi/xs, Menmme 30 Mi/XB
1 y naiienTiB 3 aHypi€to BianoigHo. [HpopMAIIis MOAO NAIIEHTIB 3 EYiHKOBOKO HEJOCTATHICTIO
HasezieHa B po3aiti «3ACTEPEXXEHHS».
ITicns abcopbuii pudamiia IIBHIKO BUBOAUTHCS B XOBY 3 HACTYITHOIO EHTEPOreaTHIHOO
uupkyssiero. ITix 9ac nporo mpouecy pugamitia IpoXoAnUTs IPOrPECHBHE J€alCTHIIOBAHHS, i
TOMY IpUOJIU3HO Yepe3 6 TOMMH Maibke BeCh IIpenapaT 3HaXOAUThCS B 3K0BYI B 1ilt Gopwmi. Ilei
MeTabommT Mae anTHOaKTepiaTbHy akTHBHICT. KuinkoBa peabcopbilis 3HHKYETHCA Yepes
JiealleTHIIOBAHHS, a eniMinamig nmonermryetsbes. J{o 30 % 1031 BHALIAETLCS 13 CEYErO, IPHIOMY
IpubIHM3HO MOJIOBHHA L€l KITBKOCTI € He3MiHEHUM JIIKapChbKHUM 3aC060M.

BryTpinmiHL0BeHHe 3aCTOCYBAHHS

Ilicis BHYTPIIIHEOBEHHOrO BBEACHHA 103K padamminy 300 a6o 600 mr y Buriazi indysii
npoTsrom 30 XBHIIMH 3/0POBHM YOJIOBiKaM-406poBoMbLsAM (n=12), cepeiHi MiKOBI
KOHIIEHTpaIi] y m1a3Mi KpoBi gopiBHIOBaM 9 = 3 1 17,5 £ 5 MKT/MJ BiIOBIAHO. 3araisHMi
KJIiPEHC MiC/Is BHYTPIIIHEOBEHHOr0 BBeAeHHs 103 300 i 600 mr cranoBus 0,19 + 0,061 0,14 +
0,03 w/rop/kr Bimmosigno. O6csry po3noziny B piBHOBaXxkHOMY cTaHi craHoBMmH 0,66 + 0,14 i
0.64 + 0,11 n/xr anst BHyTpimEBOBeHHAX 103 300 1 600 Mr Bigmosimmo. [Ticns
BHYTPIITHBOBEHHOTO BBeIeHHA 103 300 a6o 600 Mr, KoHUeHTpanii pudaMIiny B mIa3Mi KpoBi y
IMX JOOPOBOJIBIIB 3ATHINATHCS BUMIPIOBAHHMH IIPOTAToM 8 i 12 roJMH BiANOBiIHO (AUB.
Tabnumo).

Konuentpauii B njia3mi kpoBi (cepeane 3na9enns + cTaHIapTHE BiIXHIEHHS, MKI/MJT)

B/ no3a 30 xpmmmH | 1 roguna 2 TOHMHHA 4 roguHR 8 roaun 12 rogun
Hpamminy
300 mr 89+29 49+173 4+13 25+1 1,1 +0,6 <0.4
600 mr 17451 | 11,7+28 94+23 6.4+1,7 3514 1,2+ 0,6

KonnenTpanii B rmrasmi xposi micis BBeaeH s 1034 600 Mr, mo Gy/TH HENPONIOPLIAHO BHIIUMA
(3 mepeBHIICHHSM O4iKyBaHHX PiBHIB 10 30 %), NOPIBHSHO 3 KOHIEHTPAIIISMHA IICJIsl BBEIEHHS
n03u 300 Mr, CBiTYaTh 1IPO Te, INO eiMiHALiA GLIBIIMX 03 HE € TAKOK LIBHIKOK.

ITicis moBTOPHOTO iH}Y3ikHOrO BBEEHHS O/MH pa3s Ha J06Y (TPHBATICTIO 3 TOAMHH) MALIEHTAM
(n=15) no3u 600 Mr npotsroM 7 1HIB, KOHIEHTpALI] BBEJIEHOTO BHYTPINIHEOBEHHO pupamniny
3MeHIIHIHes 3 5,81 + 3,38 Mxr/mu, mo crocrepiranocs yepes 8 roauH micns ingysii B gens 1,
10 2,6 + 1,88 MKr/mu1, Mo criocTepiranocs 4epes 8 roaun micas indysii B geus 7.

Pucammin mmpoxo posnozinseTses mo BeboMy oprarisMy. Bin npucyTHiii B €deKTUBHUX
KOHIEHTpAIlisX B 6araThoX OpraHax i piMHax opramisMy, BKIKOYAKOYH CITHHHOMO3KOBY PiHHY.
Padamnin npubmmsno va 80 % 38'a3yeThes 3 npoTeinamu. Binsma yactuna He3s's3aHo! '
HE 10HI3y€ThCA 1, OTKe, BUIBHO TUQYH/IYE B TKAHHHH.

Prgamiin msnKo BUBOIMTECS B KOBY i I TA€TECS IPOrpecyrodiil EHTEpOTenaTH
IUPKYJIALi Ta JealleTHIIOBAHHIO 10 IEPBUHHOT0 METaGOIMTY, 2i%uemn-pn¢m i
[Tinnuc ynoBHOBaskeHOT 0cO6H, MO BUCTYMaE Bin iMeHi 3asBHuka /7 ﬁ{%{%m =
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meTabomT € Mikpobionoriyno akTHBHEM. Menine 30% 1031 BHAUIAETECA 13 CeYer0 Y BHIVIAI
padamniny abo metabositis. KoHIeHTpauil B cHpoBaTili KPOBi y MALIEHTIB 3 HUPKOBOIO
HEJIOCTATHICTIO Mic/Ist BBEIEHHS NOCTIKyBanol 1031 300 MI He BiIPi3HAIOTHC, 1, OTKe, HeMae
OTpeOU KOPUTYBATH HO3Y.

it
[lepopanbHe 3acTOCYBaHHS
B oanoMy nocnipkeHHI ZiTAM BiKoM Bij 6 110 58 Micsilis 3acToCOBYBaIM pudaMilid y BALISI
cycneHsii y mpocToMy CHpOIIi abo y BHIJIAAI CYXOro MOPOIIKY, 3MilIaHOro 3 SOIYYHUM IIOpE, B
no3i 10 mr/xr Macu tina. [Tikosi koHneHTpauii B cuposatui kposi 10,7 + 3,71 11,5 + 5,1 Mxr/mn
crocTepiranucs epe3 | roJuHy Imicis NpHAOMY HATINE CyCreHsii IikapchKoro 3acoby Ta cymin
3 A6)Ty9HAM IEOpe BianoBiaHO. ITicis BBeNneHHS JiKapehkoro 3acoby y 6yap-axii i3 mux Gopm,
MOKa3HHUK t12 pudamMiiny B cepelHEOMY CTaHOBHB 2.9 rogman. Cliijl 3a3HaYMTH, 10 B IHIIHX
JOCTDKEHHSAX 32 y9acTIO iTel, SKMM BBOAMIH 103K 10 MI/KI MacH Tijia, MOBIJOMIIIOCS PO
cepelHi MiKOBi KOHIEHTpalii B CHpOBaTIli KPoBi Bix 3,5 MKr/Ma 10 15 MKr/mit.

BHYTpIIIHEOBEHHE 3aCTOCYBAHHS

V nmanienTiB MTSI0rO BiKy, a came Bikom Bia 0,25 no 12,8 poky (n = 12), cepenns nikosa
KOHIEHTpaIlis pudaMIiHy B CHpOBATLi KpoBi HanpuKinmi 30-xBrmmHEEOT iH(Y3ii mpubansro 300
Mr/M” cTaroBrIa 25,9 + 1,3 MKI/MT; immMBiayatsHi mikoBi KoHIEeHTpanii yepes 1-4 ui micis
[OYaTKy Teparii BapiroBam Bix 11,7 1o 41,5 MKr/mMin; iHAMBiAya BHI IIKOBI KOHIEHTpAliT Hepes
5-14 nuiB micng noyaTky Tepamnii craHoBriM 13,6-37,4 Mxr/Mit. [uauBiTyansHAH Yac
HaniBBUBE/IEHHA prudamItiHy i3 cUpoBaTKu KpoBi 3mMiHIOBaBca Bift 1,04-3,81 rojuHu Ha MOYaTKY
tepanii 10 1,17-3,19 rozunu yepes 5-14 nuiB micis moyaTky Tepanii.

MixpobioJioris

MexaHi3M aii

Pudamunin iuribye JTHK-3anexny PHK-noiMepasHy akTHBHICTh y YyTIMBHX MIiKpOOPraHi3MiB
Mycobacterium tuberculosis. 3okpema, BiH B3aemoie 3 6akrepiansroo PHK-noniMepasoio, ane
He 1HTi0ye 1eit dbepMeHT y ccaBIliB.

Pe3ncTenTHICTD

MIKpoopranismMu, pe3CTeHTHi 10 prbaMIiHy, BipOriIHO MOKYTh 6yTH Pe3UCTEHTHHMHE [0
iHmHX pudaminnnis. KpiM Toro, 6ys10 BU3HAUCHO, IO PE3UCTCHTHICTS 10 padaMIliny BUHHKAE
sk opHocTaniui myranii JIHK-3anexunoi PHK-noniMepass. OcKiTbKH Pe3HCTEHTHICT MOXKE
PO3BHBATHCS IIBH/IKO, HEOOXiTHO BHKOHYBATH Bi/INOBIIHHI TECT HA YYTIHBICTS Y BHMIANKY
CTIMKHX NO3HTUBHHUX KYJIBTYP.

AXTHUBHICTb i Vilro Ta in vivo
Prdamnin Mae GakTepHIHIHY aKTHBHICTE in Vifro poTH Mikpooprasismis M. tuberculosis 3
TNOBLILHUM 1 NEPEMIXXKHEM 3pOCTAHHSM.

Byno nponeMosncTpoBano, Mo pudamiliy € akTHBHEM II0/I0 GiTLIOCT] MTaMiB HACTYIIHEX
MIKPOOPraHi3MiB, SIK in Vitro, Tak i Ipu KIHIYHHX iHGbEKIIAX. IK OMHCAHO B PO3ALI
«ITOKA3AHHS TA 3ACTOCYBAHHS».

AepobHi rpaMHEraTHBHI MiKpOOPraHi3Mu:

Neisseria meningitides

«IHmi» MIKpoopraHizmu:

Mpycobacterium tuberculosis

HacrynHzi nani orpumasi in vitro, ane ix xniHiYHe 3Ha4eHHS HEBiIOMO.
Pugamnin npossnse in vitro akTHBHICTh IPOTH GLTBIMOCTI IITAMIB HACTYIHEX MIKPO
npoTe He3MeUHICTh i edeKTHBHICTs prdamIIiny IpH JiKyBaHH] KIiHIYHEX iHbEeKIiH
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CNPHYMHEHHX IIMMU MiKpoopraHizMam#, He 6yi BcTaHOBIEHI y BiAMOBIAHUX 1 106pe
KOHTPOJIbOBAHHX JOCJIKEHHSAX.

AepobHi rpaMIIO3SHTHBHI MiKpPOOPTraHi3MH:

Staphylococcus aureus (BIIOYaI09M METHIMIIH-pe3UCTEHTHUI S. aureus/MRSA)
Staphylococcus epidermidis

Aepo06Hi rpaMHEraTHBHI MiKpOOpPTraHi3MH:

Haemophilus influenza

«[HII» MiKpooprauismu:

Mycobacterium leprae

[Tpoxyxuis B-nakTama3sy He BIUTMBAE HA AKTHBHICTE pudamminy.

TectyBanns Ha YyTIHBICTE

JeranpHima iH(opMallis Mmoo KpUTepiiB TECTYBAHHS HA YyTIHBICTE Ta IOB'S3aHAX METO/IB
TECTYBaHHA, @ TAKOXK CTAHAApPTIB KOHTPOIIIO SKOCTi, BU3HAHUX areHTcTBoM FDA s
pubamiiny, HaBeJeHa Ha BeG-cropinni www.fda.gov/STIC.

INOKA3AHHS TA 3BACTOCYBAHHS

I1pm nixyBaHHI SK NanieHTIB 3 TYGepKyI030M, TaK i HOCIiB MEHIHrOKOKOBOT iHdEKIIT, HeBenrKa
KUIbKICTh PE3HCTEHTHHX KITiTHH, HASBHAX Y BEIMKHAX TOMY/IAIIAX YyTIHBHX KIITHH, MOXKE
MBHUIKO CTaTH NEPEBAKHAM THIIOM. bakTepionoriddi KyIbTypH CJIiJi OTPUMATH JI0 I0YATKY
Tepamii JUIL MATBepDKEHHS Yy TIMBOCTI MIKPOOpPraHi3My 710 padamIiny, i 1ie ¢JTii TOBTOPIOBaTH
NPOTArOM yciei Tepanii JUist MOHITOPHHTY BiANOBizi Ha JliKyBaHHS. OCKiIBKA PE3HCTEHTHICTD
MOX€e PO3BHBATHCS INBH/IKO, HEOOXITHO BHKOHYBATH TECTH HA YyTIHBICTh y BUIIAJKY HAsBHOCTI
CTIHKHX MO3HTHBHHX KYJIBTYpP NPOTATOM KypCy JTiKyBaHHs. SIKIO pe3y/IbTaTH TECTiB CBiYaTh
PO PE3UCTEHTHICTH 0 pr(aMIIiHy i IAli€HT He BiANOBiIa€ HA TEpPAIilo, TO CXEMY
ME/IHKaMEHTO3HOTO JIIKYBaHHS C1iJ MOJU(IKyBaTH.

0epKy/Ib03
Pudamnin nokasanuii mpy JikyBaHHI BCiX GOpM TyOEPKYIBO3Y.
Y no4arkosi# ¢asi KOpOTKOCTPOKOBOT Teparii, sKa 3a3BH9ail TPHBAE MPOTATOM 2 MiCAIB,
PEKOMEH/IYETECA 3aCTOCOBYBATH CXEMY, IO CKIIANAETHCs 3 TPBOX TiKapehKuX 3aco6iB,
pHd)&MHlH i30Hia3u/ i mipasunamin (sanpukiaz, npenapar RIFATER®). Koncynsratuesa pana
3 JiKBiganii TyGepKyIb03y, AMepUKaHCEKe TOpaKaIbHe TOBApHCTBO i CHCTeMa H,CHTplB
KOHTPOJIIO Ta IPO(iTaKTUKHA 3aXBOPIOBaHb PEKOMEH/IYIOT J0/IaBaTH CTPENTOMIIMH abo
eTaMOyTOJI SIK YeTBepTHI IpenapaT A0 CXeMH, IO MICTHTS i30Hia3u/, pudammis i nipasusamiz,
pu HpOBC,[[CHHi 1109aTKOBOTO nilcyBaHHx TYDEpKyJI1b03y, 3a BHK/IFOYEHHAM BHIIQJIKIB, KOJIH
HMOBIPHICTh PE3UCTEHTHOCTI 10 i30Hia3uAy € ayxke HU3bKOM. [ToTpeby B 4eTBEPTOMY npernapari
CJIi/l OLIHMTH 3HOBY, KOJIM CTAHYTh BiIOMHMH Pe3yJIbTaTH TECTyBAHHA Ha Yy T/IMBICTE. Ko
MOKa3HWKH PE3UCTEHTHOCTI JI0 130HIa3H Ty B MiCIEBii momyJisii Ha nanuit gac Menme 4 %,
MO 6yTH PO3I/ISHYTA CXeMa II0YATKOBOTO JIKYBAHH, 10 MICTHTH MEHIIE YOTHPOX
Hpenaparis.
ITicist movatkoBoi asy, TiKYBaHHS CIIiJ IPOIOBXKYBATH i3 38CTOCYBAHHSM pncpammny )%}
130Hia3uy (manpukian, npemnapary RIFAMATE®) nporsrom nprraiivei 4 Micsmis. JlikyBaHHA
CIIiJ| IPOJIOBXYBATH JIOBIIIE, SKIIO NAI€HT e 3aTHIIACTCS O3ATUBHUM 33 TECTAMH
MOKPOTHHHA a00 KyJIbTYD, SKINO HasBHI PE3UCTEHTHI MiKpoopraHi3Mu abo SKimo namniest € BIJI-
TIO3HTHBHHM.
Puammin s in'exiiit, ®.CIIIA, noka3aHuii /U1 MOYATKOBOTO i TOBTOPHOTO JIKYBAHHS
TyOepKyI1b03y, KOJIH JKapChKHii 3aCi6 He MOXKHA 3aCTOCOBYBATH epOpaIbHoO.

Hocil Meuinmlcoxono'l iu@elcgli
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MEHIHIOKOKOBOI iH(eKnii Yepe3 MOKIHBICTL MBHAKOr0 BAHHKHEHHS Pe3HCTeHTHHX
opranismis (muB. «(3ACTEPEXEHHS»).

Pudammin He ciin 3acTocoByBaTH 6€3 ypaxyBaHHs BCiX (hakTOpiB, TOMY /I BH3HAYEHHS CTaHy
HOCIS Ta TPABUIIBHOTO JIIKYBaHHS CJIi I MPOBOIUTH AiarHOCTHYHI J1a60paTOpHi MPOLEIYDH,
BKJIIOYAIOYM TECTYBAHHS 3 METOIO BCTAHOBJIEHHS CEPOTHIIB 1 yyTiiuBocTi. J{is Toro, mob
eexTHBHICTE pHdaMIiHy [IpH JTiKyBaHHI 6€3CHMITOMHHX HOCITB MEHIHTOKOKIB 36epiranacs,
L€ JiiKapchKuif 3aci CITi 3aCTOCOBYBATH TUIBKH TO/II, KOJIH PH3HK MEHIHTOKOKOBOI iH(EKIT €
BHCOKHM.

[I{o6 3MEHIIHTH PO3BHTOK CTIMKHX 10 JIiKapchKuX 3acobiB 6akTepiit i 36epertu eexTHBHICT
prdamminy Ta iHIIEX aHTHOAKTEpiaATFHAX JTIKAPCHKHUX 3ac00iB, prdaMITiH CITij1 3aCTOCOBYBATH
TUIBKH [UIs JTIKyBaHHS a60 npodimakTHKH iHpEKiH, ki 1oBeneHo abo 3 BUCOKOKO MipoIo
BipOTiIHOCTI CIpHYHHEH] 9y TIHBAMH OakTepismu. Konu noctynsa indopmaris npo KyasTypy i
4yTJIMBICTB, ii ¢71iJl BpaxoByBaT nipu BuGOpi a6o Moxudikauii anTubakTepianbHol Tepamnii. 3a
BIJICYTHOCTI TAKMX JAHWUX, MOXKHA BUKOPHCTOBYBATH MiCIIEBI €I1iIEMiOIOriYHI MOZIEN Ta CXEMH
YYTIMBOCTI JUIS EMITIDHYHOTO BUOODY JIKYBaHHS.

[NPOTHIIOKA3AHHSA

Pudammin nporumiokazanuit namieHTaM 3 rinepuymmMBicTIO 10 pudamniny, a6o 6yas-AKoro 3
KOMIIOHEHTIB, 260 Gyab-saKoro 3 pudaminuHie B anamuesi (1us. «3ACTEPEKEHHS»).
Pudammin nporunokasanui nanienTam, SKi TaKOX) OTPAMYIOTH CaKBiHaBip, ITiICHICHMIA
PHTOHABIPOM, 4€pe3 MiJIBUIEHHH PH3UK TSKKOI IENaToLeIOISPHOI TOKCHYHOCTI (IUB.
«3ATIOBIDKHI 3AXO/IN», «B3aeMozis 3 iHIAMH JTiKapchKHMH 3aco6amm»).

Pugamnin nportunokasasunii namienTam, sKi TaKOK OTPUMYIOTh aTa3aHaBip, JapyHasip,
(ocamnpenasip, caxpinasip abo THIpaHaBip, BpAXOBYIOUH 3aTHICTh pUMAMITIHY 3HATHO
3HMIKYBATH KOHIEHTpAMIl MX MPOTHBIPYCHUX NPENapaTiB y IU1a3Mi KPOBI, 10 MOXKE IPU3BECTH
JIO BTPATH aHTUBIPYCHOI e)eKTHBHOCTI Ta/ab0 PO3BATKY BIPYCHOI PE3UCTEHTHOCTI.

3ACTEPEXEHHS
by:o npoxemoncTpoBano, mo pudamiin cnprumHse MChYHKIIO nedinky. JleTansHi BANAIKH,
TOB'513aHi 3 )KOBTSHHIIEIO, CIIOCTEPIraucs y MAi€HTIB i3 3aXBOPIOBAHHSIMHA MTEYiHKH Ta y

NALI€HTIB, AKi MpuivMany pudamiia 3 iHIMMH renaToTOKCHIHAMHE TKapChKUMH 3aC00aMH.
IManienTam 3 nopymerHsM GyHKIIT MedinKy ¢/1i1 IPU3HAYaTH pUGAMIIIH TLTEKH y pasi

HEOOXI/IHOCTI, IOTPHMYIOUHCE 06EPEXHOCTI 1 3AIHCHIOYH peTebHe MeIATHE CIIOCTEPEIKEHHS.

V 1nHX nanienTis ¢ IpOBOAMTH peTEIbHUM MOHITOPHHT QYHKIT Neyinku, 0co6IHBO

Bu3HaYeHHs nokasHukis CI'TIT/AJIT i CT'OT/ACT, no nowarky Tepamii, a moTim koxHi 2-4

THIKHI ITiJ{ 9ac Tepamii. ¥ pasi po3sBHTKY 03HaK renaTonemosPHOrO ypaKeH s, pudaMIiy cia
BIIMiHHTH.

[Hozi y mepini 1ui MiKyBaHHS MOXe CrOCTepiraTucs rinepGinipyGiHeMis, M0 BEHUKAE BHACTIIOK
KOHKYPEHLIT MK pridamminoM i Ginipy6iHOM 3a €eKCKPETOPHI MUIAXH y NediHIi Ha PiBHI KITITHH.
Oxkpeme 10BifOMJIEHHS NPO NOMIPHE MiABHINEHRS piBHa Ginipy6iny Ta/aGo TpaHcaMiHasH He €
TIOKa3aHHsiM JUIA IEPEPHBAHHS JIIKYBAHHS; CKOPINIE, PillleHHs CIIiJ IPUHHATH MIC/is TOBTOPEHHS
TECTiB, Bi/I3HAYCHHS TCHACHLIH y piBHAX i pO3MIAY LLOrO Y NOEAHAHH] 3 KJIIHIYHHM CTAaHOM
TamicHTa.

Pudamiin Mae hepmenT-iHayKyr0di BIaCTHBOCTI, BKIIOUAIOUH 1HAYKLIXO CHHTA3H 1E/IbTa-
aMiHOJIEBYIIHOBO] KHCIOTH. B OKpeMHX MOBiJOMIEHHSX BiI3HAUABCS 3B'S30K 3arOCTpeHHS

nopipii i3 3acTocyBaHHsIM pudamIiny.

MoxHBiCTh IIBHAKOT HOABH PE3HCTEHTHHX MEHIHTOKOKIB o0Mexye 3aCTOCYBaHHS pUdamIiny
KOPOTKOCTPOKOBHM JIKYBAaHHAM GE3CHMIITOMHMX HOCITB iH(dekuil. PudaMmin He MokHa
3aCTOCOBYBATH /ISl JIIKYBAHHS MEHIHIOKOKOBOT iHexii. P
CrcTemHi peakiii rinepuyTIHBOCTI, BKIIOYAIOYH CHEAPOM MEAMKAMEHTO3HOTO BHCHT HAE
co3uHOPiniero i cucTeMunmu nposisamu (DRESS), MOKYTh BHUHAKATH y MaIli€HTIB, gKi I
OTPEMYIOTH pudammin (qus. «[TOBIYHI PEAKIIII»). O3Haky Ta cuMIToMu pe

. - P . //#L—") RPN o _El:.t’- \
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TinepuyTIHBOCTI MOXKYTh BKIIOYATH JTHXOMAHKY, BACHIIAHHS, KPOITUB'SHKY, AHT10HEBPOTHIHHH
HaOpsIK, riIOTeH3110, TOCTPU GPOHXOCNA3M, KOH'TOHKTHBIT, TPOMOOIUTONIEHIK0, HEHTPOIIEHIO,
1iIBUINEHHS TIeYiHKOBHX TpaHcaminas abo rpunonoaioHuit cHEApoM (c1abKicTs,
CTOMIIIOBaHICTh, M'S130BHi 6iib, HY0TA, GIIOBAHHS, FOJIOBHHMI 6116, 03HO06, TynHii 6ib,
cBepOX, NOCHIEHE NOTOBHUALICHHS, 3aIaMOPOYEHHS, 3a/IMIIKa, OLIb Y Py Hi# KIiTIi, KaImems,
HETIPHTOMHICTS, ocuneHe cepreburrs). Lli peaxuii MoxyTs 6yTy Tsxkkumy, a cuaapom DRESS
MOJ€ MIPHU3BECTH /10 JETAIbHOI0 BUNAAKY. [IpOsIBY rinepayTIHBOCTI, TaKi SK JIHXOMAHKA,
nimMpanenonaris abo naboparopHi BiXKIeHHs (BKIIOYAIOYH €03MHOMIIIIIO, BiIXHIeHHS
NEYiHKOBHX Mpo6), MOXKYTh CIIOCTepiraTHcs HaBiTh 3a BiacyTHOCTI BucHnaugs. CIIijl IPOBOINTH
MOHITOPHHT IAIi€HTIB, SIKi OTPEMYIOTH pH(aMIIiH, IIOA0 03HAK Ta/abo CHMITOMIB peaxuii
TinepYyIMBOCTI. Y pas3i BAHHKHEHHS X 03HaK ab0 CHMITOMIB HeOOXiIHO IPUIMHATA
3aCTOCYBaHHS pudamIizy i IpH3HAYHTH MATPAMYIOYE JTIKYBaHHS.

3AITIOBIKHI 3AX0/ 1A

3araapui

Pudammin cnix 3acrocoByBaTH 3 06€pexkHICTIO Y IALIEHTIB 3 IyKPOBHM HiabeToM B aHAMHE3I,
OCKLIBKH JTIKyBaHHS JiabeTy Mosxe 6yTH GilbIT CKIaIHEM.

[Tpu3nadenss pudamminy 3a BiICyTHOCTI BeTaHoBNeHOT a60 y BHCOKi# Mipi Biporimgmof
bakTepianbroi iHpekuii a60 mpodinakTHIHOro N0Ka3aHHs HABPA UM Gy/Ie MATH KOPHCTH JUIS
MALI€HTA i IBAINye PH3KHK PO3BHTKY CTIMKHX /0 JKapChKHX 3ac06iB GakTepii.

Hns nixysauns TyGepkyns03y pudamIlia 3a3BHYal TpH3HAYAIOTH moHs. Jl031 pudamminy
suine 600 Mr oxuH pas abo 1Ba pasu Ha THKIEHb TIPH3BOIHIM JI0 BHINOT YACTOTH MOGIIHIX
PeaKIiii, BKIFOYAI0YH MPHIIO3HAN CHHAPOM (JIMXOMAHKY, 03HOG i He3/ly)KaHHS), FeMOIIOETHYH]
peaxulii (efikonenito, TpoMGOLHATONEH 0 a60 TOCTPY TeMOTITHIHY aHEMIr0), IIKIpHi,
ILTYHKOBO-KAIIKOBI Ta NIEYiHKOBI peaKilii, 38Ky, IOK, aHa(iTakcito, HApKOBY
HeJIOCTATHICTh. HelaBHi JOCITIUKEHHS 1EMOHCTPYIOTS, IO CXEMH 3 BUKOPHCTAHHSM J03H
pudamminy 600 Mr runoc i3oniasua 15 MI/KT 1Bivi Ha THKIEHD EPEHOCATECS Kpaine.
Prdamin ne peKOMEHIYETCs ISl IEPEPUBYACTOT Tepaii; TAIEHT MOBUHEH OyTH
ToTepeKEHHH PO 3a60pOHy HABMHUCHOTO a60 BHIAIKOBOIO IEPEPHBAHHS CXEMH IOJIEHHOTO
JA03yBAHHS, OCKLIBKH y TAKHX BUIAJKaX MCIIA BIIHOBIICHHS TepaIii OBIOMIIIOCS TIPO PiAKi
peakuii rinepyyTiuBocTi 3 60Ky HHPOK.

Pudamnin 3xarauii inxyKyBaTh depMenTH, 0 MOXKeE [TiABAIIYBATH METABOTI3M CHIOTCHHHAX
CyOCTpaTiB, BKIIOYAIOYH TOPMOHH HaJHAPKOBHX 341103, THPEOiIHi rOpPMOHH 1 BiTamin D.
Pudammin i isoniasuz sminooTs Metabomizm Bitaminy D. ¥V neaxux Bunaikax 3HMKeHi piBHi
IHPKYIOK0YOr0 25-rixpokcu-Bitaminy D i 1,25-murinpokcu-sitaminy D cynposomkysamcs
3HMOKEHHSM PIBHIB KambIiio i hocdaTy B cHpoBaTIi KPOBi, a TAKOXK ITiABHINCHHSM
[1apaTHPEOITHOTO TOPMOHY.

Pudammnin s in'exiii

Tinbxu fna BHyTpimHboBeHHoi ingys3ii. He Moykua BBOIHTH BHYTpimIHbOM'5130B0 a60
niqmkipao. HeobxinHo yHuKaTH excTpaBasamii mij gac in'exmii: CIIOCTEPITranocs Micrene
TNIOApa3sHEeHHA Ta 3alaleHHs BHACIIIOK €KCTPaBacKy IApHOI iHdbTpanii mix gac indysii. Skmo
Ll BUHUKAE, iH(y3ii0 CITi/l NPHIHHATH i 10YaTH NPOLETYPY 3HOBY B IHIIOMY MiCIIi.

Indopmanis aua nanienTis

[Nauienram cinin mopizoMuty, mo anTHGaKTEpiaNBHI npenapaTd, BKIFOYatouy prudamItiy, e
BHKOPHCTOBYBATH Ti/IBKH /IS TiKyBaHHS GaxTepianbuux inekiiit. Bonn ne npusHaveni mus
JMiKYBaHHS BipycHHX iHdexuil (Hanpukman, 3puyaiinoi 3acTymm). Komm pudamnin
NPHU3HAYAETHCA 714 JIIKyBaHHs GakTepianbHOl indexuil, namieaTaM ciix THIOBiZIOMATH, HIO; .
Ha MOYaTKy KypCy Tepallii 9acTo CIIoCTepiracThes MOKPaICHHs, HeoOXiaHo cyaopq% TN
JOTPUMYBATHCh IPH3HAYEHOI CXeMH JiKyBaHHs. [Ipomyck 103 abo HEJOTPHUMaH {T fMiHy'_ ElA \\ R
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i IBUITHTH KMOBIPHICT TOTO, IO y HaKTepiii BAHUKHE PE3UCTEHTHICTD 13 HECTPHHHATIMBICTIO
10 NikyBauHs pudamiinom abo iHIMME aHTHOAKTepiaTbHUMH IpenapaTtamMi B MaiiGyTHEOMY.
HawienTy cia noBizoMuTH, M0 pHdamMIiH MoKe BHKIHKATH 3a6apBieHHS (3KOBTHIA,
OpaHKEBH, YePBOHMIH, KOPHYHEBHH KoJ1ip) 3y0iB, cedi, 0Ty, MOKPOTHHHS Ta CJ1i3, i Ipo
Ue ¢J1ix nonepeanuTH 3aB4acHo. Moxe BiaGyTHCS nocTikHe 3a6apBleHHs M'AKHX KOHTAKTHHX
TiH3.

[auienry ¢ NOBiIOMHTH, IO HAXIHHICTL NEPOPATEHAX a60 IHIIMX CHCTEMHMX I'OPMOHATBHHAX
KOHTpAIENTHBIB MOe OyTH mopyIineHa; ciiiji po3risiHyTH MOXKJIMBICTE 3aCTOCYBAHHS
aNbTEPHATHBHUX 3aC00iB KOHTpALEITIIil.

Ilanientam cimif HazaTy iHCTpyKuii npuitMaTy prudammi 3a 1 roxuHy 10 a6o gepes 2 roHHH
micns i 3 TOBHOKO CKILTHKOO BOJIH.

[lauienTam ciin HajaTi IHCTPYKIT HEraHO MOBIIOMIIATH CBOEMY JIKapIO PO PO3BHTOK Y HAX
OyIb-IKOro 3 HACTYIHMX SBHIL: BHCHIIAHHS, THXOMAHKa, Habpsik JTiM(paTHYHKUX By3JiB, BTpara
aneTHTy, He3AyXaHHA. Hy/10Ta i G/IFOBaHHS, IIOTEMHIIA ceya, JKOBTYBaTe 3a6apBIeHHs MKipH #
OYEH, Kallelb, 3a/IUIIKa, CBUCTIYE IAXAHHS, a TAKOX OL1b 260 Habpsk cyriobis.

HeobximHo miakpecanTs BAMOTY JOTPEMYBATHCh TEPMiHy MOBHOIO KYpCY Teparii, 8 TAKOK
B&KIIMBO MiIKPECTUTH BUMOTY HE IIPOITYCKATH BYACHOTO IPHHOMY JI03.

JlaGopartopni TecTn

Y nopoc/imx nauienTis, sKi OTPHMYIOTH JIiKyBaHHS pE(aMIiHOM 3 IPUBOIY TyGEPKYIILO3Y,
HEOOXITHO HA BHXIJHOMY €Talli IPOBECTH BUMIPIOBAHHS PiBHIB MEYiHKOBHX DEPMEHTIR,
Ginipy6iny, KpeaTHHIHY CHPOBATKH, 3pOOUTH PO3rOPHYTHI aHAI3 KPOBI 3 BA3HAYEHHSM (a60
PO3paxyBaHHAM) KiIbKOCTI TpOMOOIHMTIB. BHXiHI TeCTH € HEMOTPiIGHUMH Y NAI€HTIB JUTIYOTrO
BIKY, 33 BUHSTKOM BHIIQ/IKiB BCTAHOBJIEHOTO YCKIAZHEHOTO cTany abo 3 KIiHIYHOKO ITi03poto Ha
TaKuH CTaH.

[TauicHTiB cin ornanaTh IpHHAMH] IOMICSNS M 9ac Teparii, i ¢ HinecpsMoBaHo
3aMUTYBATH iX 11PO HAABHICTH CHMIITOMIB, TTOB'I3aHAX 3 MOOIYHUMH peakuisMy. Yci maienTy 3
NICBHAMH NOPYIICHHSIMH OBHHHI ITIaBATHCH MOJANBIIOMY CIIOCTEPEXEHHIO, 33 He0OXiaHOCTI
BKIIIOYaro4H nabopatopHi TecTH. Perymnsapuuii 1a6opatopHuit MOHITOPHHT OJIO TOKCHYHOCTI y
TALl€HTIB 3 HOPMATLHIMHE IOKA3HAKAMY HA BUXiTHOMY €Tari 3a3BWyait He € HeoOXiTHAM.

B3aemonis 3 inmuvu JikapchbKAMHA 3acobaMu

Y 310poBHX 106pOBONBIIB, 5Ki OTPEMyBatH pradammin 600 Mr ofuH pa3 Ha 2100y oHOYACHO 3
caxsinasipom 1000 mr/puronasipom 100 mr agivi Ha 106y (caksiHaBip, niCHIEHUH
PHTOHABIPOM), PO3BHBAJIACH TSKKA [ENATONETIONAPHA TOKCHIHICTD. Tomy omHovacHe
3aCTOCYBAHHS 1[WX Npenaparis npotunokasane (. «[IPOTUIIOKASAHHA»).
[nyxuis pepmentis: BeTaHOBNEHO, 10 pudamnil inTyKye neBri pepmeRTH muroxpomy P-450.
3actocyBarHs pupaMIiHy 3 JTiKapchKUMH 3ac06aMu. 10 MiIar0Thes GioTpanchopmanii HuMu
METabOoJIIYHEMH IIUITXaMH, MOXKe IPUCKOPHTH EMIHALIIO OHOYACHO 3aCTOCOBYBaHHX
NMiKapehKuX 3aco6iB. Jlia miATPUMaHHS ONTHMATHHAX TEPATICBTHIHIKX PiBHIB ¥ KPOBI, 034
NMKapChKAX 3acobiB, M0 METabOMi3yIOTECS IIMMH (hepMEHTAMH, MOXYTb noTpedyBaru
KOPHUI'YBaHHS 11/ 9ac 04aTKy abo MPHIIMHEHHS OIHOYACHOTO 3aCTOCYBAHHS pudamminy.
[osinoMsinocs, mo pudamiisa icTOTHO 3HHKYE KORIEHTPALIO HACTYIHAX IIPOTHUBIPYCHHX
JIKapChKHX 3acobiB y miasmi KpoBi: aTasanasip, napyHasip, (ocamipenasip, caksinasip i
TUIpaHasip. He MOXHa 3aCTOCOBYBATH L POTHBIPYCHI JTiKapchKi 3aCO6H OHOYACHO 3
padamminom (mus. JIPOTUIIOKA3AHHS»).
Sk noBinomsnocs, puhamItis IPHCKOPIOE MeTaboTi3M HACTYITHIX NiKapChKUX 3aco0iB:
AHTHKOHBYNIbCAHTH (HANPUKIIa, PEHITOIH), AUTITOKCHH, aHTHAPATMIYHI 3ac06H (HanpukIan,
AM30MIPaMiJl, MEKCHIIETHH, XiHiWH, TOKAiHi/), IepopaTbHi aHTHKOATY/ISHTH, T )OTUTDHOKOR] .
3acobu (Hanpuknaz, $IyKoHa30., ITPAKOHA30I, KETOKOHA30.), 6apGityparu, G€Ta-Onoxaroph, -\,
GroKaTopy KanblieBHX KaHANIB (HAUpUKIAZ, AMITIaseM, Hijeanmin, Bepamagin),., ... .\
XNOpaM(EHIKOI, KIAPHTPOMILHH, KOPTHKOCTEPOI/IH, UMKIIOCIIOPHH, IPerap
)
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TTiKO3HAIB, knodibpar, nepopanbHi abo iHLII CHCTEMHI TOPMOHAIbHI KOHTPALETITHBH, JallCOH.
Jia3enam, JOKCHIMKIIH, TOpXiHONOHY (HanpUKIa, HEIpodIOKCaIMH ), TAIONEePH; IO,
NepopalibHi rinoriikeMigHi 3acobu (npenapati cyTb(OHIICEUOBHHE), IEBOTHPOKCHH, META/IOH,
HapKOTWYHI aHATBI€THKH, TIPOTECTHHH, XiHiH, TAKPOIIMYC, Teo(iiH, TPUIHKIIYHI
AaHTH/AEIPECAHTH (HANPUKIIAA, aMITPHTITHIIIH, HOPTPHIITHIIH) i 3u10BYIHH. Moxe 3Han0OHTHC S
KOPHUI'YBATH JI03YBAaHHS IIHX MpenapariB, SKII0 BOHA 3aCTOCOBYIOTECS OJHOYACHO 3
pHadaMIiHOM.

[TanienTam, sKi 3aCTOCOBYIOTE IEpopaibHi abo 1HIN CHCTEMHI TOPMOHAIBHI KOHTPALEIITHEH,
CITLJI PEKOMEH/TYBaTH NepeiTi Ha HErOPMOHAJIbHI METOJM KOHTPOJIIO HAPOHKYBAHOCTI I Yac
JKYBaHHS pA(AMITIHOM.

IIpu 3acTocyBanHi prdaMniHy cocTepiranocs MiBAINEHHS TOTPe6H B aHTHKOATYJISTHTHAX
npenaparax THIy KyMapHHy. Y HaIli€eHTIB, SKi OTPHMYIOTH O/IHOYACHO aHTHKOATYJISHTH 1
pudamIiz, peKOMEHIYETECS BH3HAYATH IIPOTPOMOIHOBHI Yac mo/Hs abo Tak 9acTo, K 1ie
HeoOX11HO, MO0 BCTAHOBHUTH i MiATPHMYBaTH HeOOXI/IHY 103y aHTHKOAryJIAHTY.

THmmi BHIM B3a€MOJIIT: IPH OJHOYACHOMY IIPHAOMI JABOX JIKAPCBKHX 3ac06iB criocTepiranocs
3HMDKEHHS KOHIIEHTpallil aTOBAKBOHY Ta IIi/IBUIIEHHS KOHIEHTpAIil pudaminy.

OnnouacHe 3aCTOCYBaHHS KETOKOHA30IIy Ta pudaMIliHy MPH3BOIMIO 10 3HAKEHHS
KOHLIeHTpanii 06ox jikapcbkux 3acobis y caposarii kposi. OxaoYyacHe 3acTOCYBaHHA
pudamniny Ta eHANAMpPUITY IPH3BOIKUIO 10 3HMKEHHS KOHIEHTpALlil eHaanpyUaTy, akTHBHOTO
meTabosniTy enananpuiy. Heo6xifHO MpOBOAMTH KOPHIYBAHHS JI03YBaHHS, SKINO OO BAMArae
KIiHIYHKY CTaH malieHTa.

OnroyacHe 3aCTOCYBaHHS aHTALMAY MOXKE 3MEHIIHTH BCMOKTYBaHHS pudamminy. Pudammnin
CIIij1 npuHMaTH NpUHAUMHI 32 | TOAMHY 10 NPHHOMY aHTAIMIIB.

[oginomitsinocs, mo npobeHer st i KOTPUMOKCA30] i ABHIIYIOTh PiBeHb pH(AaMITiHY B KPOBI.
[Ipu opHowacHOMy 3acTocyBauHi pudamminy 3 ranoranoM abo 130HIa3HIOM NiBHILYETECS
NOTEHIiaThHA MOXKIHBICTE PO3BHTKY IenaToToOKCHIHOCTI. CITijl YHUKATH 0J{HOYaCHOTO
3aCTOCYBaHHs pudamItiny Ta ranorany. [lamieHTiB, sKi OTPUMYIOTE K pHdaMIiH, TaK i
130Hia3H/1, CJIi/I CITIOCTEpiraTH MO0 PO3BUTKY TEATOTOKCUIHOCTI.

Konuenrpauii cymshanipuaaay B 11azmi KpoBi MOXKYTb 3HHKYBATHCS MIC/s 0HOYACHOTO
3acTocyBaHHA cynbhacanasuny Ta pudamminy. Lle criocrepexenns Moke 6YTH pe3yIbTaToM
3MiH y 6aKTepisX TOBCTOI KMIIKH, BiANIOBIIATBHUX 32 PEAYKIIIO CyIbhacanasuuy 10
cynbdanipuauny i Mecaaminy.

Bsaemopii srikapcekoro 3aco0y Ta pe3yabTaTiB JabopaTOpHUX J0CTIKEHD

Crnocrepiranack nepexpecHa peakTHBHICTE i XHOHOIO3UTHBHI PE3y/TbTAaTH CKPHHIHTOBHX TECTIB
cedl Ha ONIATH y NAMieHTIB, SKi OTPHMYBaIX prudamItiH, y pasi Bukopuctansi Metoay KIMS
(KiHeTHYHA B3aEMOJIisi MIKPOYAaCTMHOK Y PO3YMHI) (HaNPHKIA/, TecT Ha omiaTth Abuscreen
OnLine; Roche Diagnostic Systems). ITiaTep/uKyiodi TecTH, Taki sk ra3osa
XpoMaTorpagis/mMac-CeKTpOMETpis, JOIOMOXKYTh PO3Pi3HATH edeKTH prHbaMITiHy Bij omiaTis.
byno nposemoncTpoBano, mo TepaneBTHUHI PiBHI prdamiiny iHri6yoTs cTaH apTH
MiKpo6ioIoTiuHi aHaIi3}M CHPOBATKH KPOBi Ha c]aonaTH i Bitamin B12. TakuM ynHOM, CI1ift
POSTILAHYTH IPOBE/ICHHS! AT TEPHATHBHAX MeTozIiB aHamizy. Takox crocrepiramucs nepexinni
BIIXUIEHHS DYHKIIIOHATBHAX TECTIB NEiHKY (HANPHKIAJ, iIBHIIECHHS PiBHS 6imipybiny,
myxHoi pocarasn i TpaHCaMiHa3 CHPOBATKHM KPOBI) T4 3MEHIEHHS BHIIICHHS Y KOBY
KOHTPacTHHX PEHOBHH, 10 BUKOPHCTOBYIOTECH U Bisyasizauii sxoBuroro Mixypa. ToMmy 1i
TECTH CJILJI IPOBOMTH JI0 BBEJCHHS pU(aMIliHy BpaHIIi.

Kangegoreae?., MyTareHe3, NopymeHHs ermbHOCTi

Byrno 3apeectpoBano xibka BHNaAKiB IPACKOPEHOTO POCTY KAPIHHOMH JIETEHIB y,moneu.rane
MPHIHHHO-HACTIZIKOBHH 3B'A30K 3 MKAPCHKMM 3ac060M HE BCTAHOBIIEHO. Cnocneﬁlremocx N
3611bmenns renatoM y camuns Mumei (C3HE/DP), sxum BBoamm pmbamm 'rxrom 60 ;r»
THKHIB, TCJIS YOTO IPOBOAMIIM CIIOCTEPEKEHHS MPOTATOM 46 THKHIB, A03H .ﬂ{ﬂ manasom
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20-120 mr/kr (exsiBanenTrO 0,1-0,5-KpaTHOI MAKCHMATLHOI JI03H, 32CTOCOBYBAHOI KJIIHIYHO,
[IPH BUKOPHCTaHHI PO3paxyHKY Ha OCHOBI MO MOBEPXHI Tija a/s nopisusuus). He 6yno
)KOJHHX 03HaK TyMoporeHHocTi y camuiB muieit C3Hf/DP, a6o B aHanorivHux I0CITiKEHHIX
Ha mumax BALB/c, abo B qopivamMX foCTi/pKeHHSX Ha mIypax Wistar.

He 6y110 sx0IHMX 03HAaK MyTareHHOCTI K Y IpokapioTis (Salmonella typhi, Escherichia coli),
TaK 1y eykapioTiB (Saccharomyces cerevisiae), Drosophila melanogaster a6o mumei ICR/Ha
Swiss. ITicis oaBaHHs puamMIiHy 10 KyIbTYPH KIITHH [IIBHOT KPOBI Biji3HAYATOCS
30iIBIeH s KiIBKOCTI XpoMaTHAHUX po3puBiB. ITixBuinena yactoTa XxpoMocoMHMX abepariii
cnocTepiranacs B YMOBaxX in vitro B miMGpOLUETAX, OTPMMAHUX BiJl MANI€HTIB, AKUX JIKYBaIH
kombinauiero pudamminy, i3oHia3nry, mipasHHAMiLy Ta KOMOIHALIEK CTPENTOMILMHY,
pudamminy, i30Hia3u1y, MipasHEaMiTy.

BariTnicTb - TepaTorenni edbexTn

Kareropia C. Byna npoaeMoHcTpoBana TepaToreHHicTs pudamiiny Ha rpazynax. Yacrora
BPOJDKEHUX BaJl PO3BUTKY, B MIEPIIY Yepry PO3IIEeNIeHHs XpeOeTHHX AT, MiABAIIYBANACk Y
IIOTOMCTBA CaMUIlb IIYPiB, IKMM BBOIMIA PHGAMITIH 111 Yac OPraHOreHesy y NepopantbHHX
no3ax Bix 150 10 250 Mr/kr/noby (mpubim3Ho 1-2-KpaTHOT MAKCHMATBHOT PEKOMEHIOBAHOT 103K
A1 OAMHY NIPH BUKOPHCTAHHI pO3paxyHKY Ha OCHOBI IJIOIII [IOBEPXHI Tijia JUIs IOPIBHAHHSA).
YactoTa posmenuHn miHeGiHHS T ABAITYBANACk 3aIEKHO Bill 1034 Y IUIO/IIB MULIEH IIPH
BBE/ICHHI CAMHILIM NepopabHux 103 Bia 50 10 200 mr/kr (mpubmsao 0,2-0,8-kpaTHol
MaKCHMalTbHOI PeKOMEHI0BAHOT I03H /I JIOIHHH [IPX BHKOPUCTAHHI PO3PaxyHKY Ha OCHOBI
ILUIOIi IIOBEPXHi Tina juist nopisHsHH). [Ipo HeloCKOHATHI OcTeoreHes i eMOPIOTOKCHYHICTD
TAKOX TOBIIOMIIANOCS Y JOCITI/UKEHHSX Ha BAriTHAX CAMMIISIX KPOJIB, SKHM BBOJHIM pHpaMIIiH
y nepopaibHEX j103ax 10 200 Mr/kr/no6y (mprbIH3HO 3-KpaTHOI MAKCHMATLHOT
PEKOMEH/I0BAHO! 103H JUIA JOJMHH IIPH BUKOPUCTAHH] PO3PaxyHKy Ha OCHOBI ILTOLI [IOBEPXHi
Tilla U1 NOPIBHAHHS). AZEKBaTHHX i 106pe KOHTPOIBOBAHHUX JOC/iKEHE pudamniny 3a
Y4acTIO BariTHAX XKiHOK He mpoBommnocs. [loBinomsocs, mo pudaMITii NpoHrKae gepes
IUIalieHTapHy# 6ap'ep i motpanusie sio l'lyTIOBHHHOI kpoBi. Puamnin ciiz 3acTocoByBaTH mia yac
BATITHOCTI JIAIIE Y pasi, AKIIO MOTEHIiiHA KOPHCTH BHIIPABOBYE MOTEHIIHHMAN PU3HK VIS
mIoza.

BaritnicTh - HeTepaTorenni ebexTH

[Ipu 3acTocyBaHHI NPOTATOM OCTaHHIX KiTBKOX TH/KHIB BariTHOCTI pudaMIiH MOKe BHKJIHKATH
TiCJIANOIOTOBI KPOBOTEY y MaTePi T8 HEMOBIISTH, 110 MOKE NOTPeGYBATH JTiKyBaHHS BiTAMiHOM

K.

I'pyane BurooByBanus

Bpaxosyioun, mo B focipkeHHIX pudamiiny Ha TBapWHAX BU3HA4aIach MOTEHIIHHA
MOXJIMBICTE TYMOPOT€HHOCTI, HEOOXiTHO PUIHATH pilleHHs, Yy NPUITHHHTH IPYIHE

BHTOZIOBYBAHHS, 1 IPAIIHHATH 3aCTOCYBaHHS JKapChKoro 3acoby, Gepyun 10 yBara

BaXJIUBICTH IBOTO JKapCHKOro 3acoby juts Marepi.

3acrocyBanus AiTam
Hus. «KJITHIYHA ®APMAKOJIOI'IS» - «/liTH»; TaKOX /THB. «IO3YBAHHSA TA

CIIOCIBb 3ACTOCYBAHHS1».

3acTocyBaHHs nanmieHTaM JiTHHOIO BIKY

Kuinigni ocyimkenns pudamMniny He 0XOIIIOBAIHE I0CTATHROT KiTbKOCTI NAlieHTiB BIKOM. 65
POKIB i cTapmie, mo6 BU3HAYATH, 9H iX PeaKiis BiIPI3HACTHCS Bix peakmii namen:mh Mcﬁbﬁm@ To

BiKy. |HmIAM HasiBHEM KiiHiYHME JOCBiA He CBITUMTH 1po BiAMIHHOCTI peaKmHg a}ul/ HTJ.B “
JUTHBOTO BiKY i MOJIOIIMX MAI€HTIB. Tomy CJIJ IOTPAMYBATHCS 0BEPEKHO 11 PH. ot :

3aCTOCYBaHHI pudammiHy nanieHTam TiTHBOTO BiKY (IHB. «3ACTEPE)KE Yheivoen

:‘tl{ YRR 7T Pn P

Hianue ynosHosaeHoi 0cobu, mo BreTymae Bia iMeni 3assHuga __/ 22 'f" o i e el
Nara /¢ 722 2 7749 Marypa O.1. /__,.J -~ 7 ‘ i‘_' Moo




29

Fel e By

MOBIYHI PEAKIIIT

Iopynienns 3 oKy TpaBHOI CHCTEMH

Y [esKHX MamieHTiB CrIocTepiraimcs nedis, eniracTpajibH|M TUCTPeC. aHOpEKCis, Hy/0Ta,
OmOBaHHA. XXOBTAHMILA, METEOPH3M, M's30Bi cria3mi i iapes. Xoda GyJ10 mpoieMOHCTPOBAHO,
o B yMoBax in vitro 36ymuuk Clostridium difficile € 9ytmusuM o pudaMIiiny, nig gac
3aCTOCYBaHHs pH(amIiHy (Ta iHIIAX aHTUOIOTHKIB ITMPOKOTO CHEKTPY Aii) MOBIAOMIIAIOCS TIPO
PO3BHUTOK NICEBAOMEMOPAHO3HOr0 KOIiTY. TOMY BaXK/IMBO BPaXOBYBATH MOJKIHBICTh TAKOTO
Miarso3y y MAIi€HTIB, Y AKHX PO3BUBAECTHLCS MOB'S3aHA i3 3aCTOCYBAHHSIM aHTHOIOTHKIR Jriapes.
Mo>xe BuruKEYTH 3a6apBieHREs 3y6iB (110 MOXe 6yTH IOCTIHHAM).

INopymenns 3 60Ky neYiHKH

Crniocrepiranucs nepexiani BiAXuneHHs QYHKIIOHATLHEX TECTIB MEYiHKH (HanpukiIas,
nifBUIeHHs piBHs 6inipy6iny, 1yxHOT GocaTasy i TpancamiHa3z CHpOBATKH KpoBi). Pimko
TOBIZIOMIISITIOCS TIPO renaTuT abo MOKOMOMIOH A CHEAPOM 3 YPaKeHHAM ITeYiHKH Ta
BiIXHJICHHAMH (GYHKIIOHATBHMX TECTIB MEYiHKH.

Hopymenns 3 60Ky KpoBi

TpomGoumTonenis cnoctepiranacs Hacamrepes Iij 9ac IepepHBYACTOro JIKYBaHHS Y BHCOKHX
033X, ajie TaKoXK CrocTepiranacs Iic/iA BiJHOBICHHS NepepBaHoro aikyBaHus. [le pinko
CIIOCTEPIraeThes MMijt yac 106pe KOHTPOJIboBaHoT moneHHOT Teparii. Le# edexT € 060poTHIM,
SIKIIO 3aCTOCYBaHHS JTiKapchKOro 3aco0y NPUITHHAETHCS BijIpasy Tiic/s NOSBH OyPIYpH.
[ToBizommsiIOCS PO KPOBOBHIIMB Y MO30K 1 JIETAIBbH] BUIA/IKH, KOJIM 3aCTOCYRaHHS pHbamMIiny
OyJi0 mponoBxeno abo BiTHOBIEHO MiC/IA NIOABH MypPIYpH.

Pizxo nosinomissiocst mpo AHCEMIHOBAHY BHYTPIMHLOCYIHHEY KOAT'YIISIIIIO.

Croctepiranucs neHKONeHis. FeMOTITHYHA aHEMiS | 3HIKEHHS PiBHS reMornoGiny.

HyXe piKo HOBIIOMIIAIOCS PO arpaHyJIonuTo3,

HOE!IHCHHH 3 605! HEeHT EaJII:H[ﬁ' HCEBOBOi CHCTEMH

Cnoctepiramics ronoBH#it 6i/b, TMXOMaHKa, COHIIHBICTb, CTOMITIOBAHICTS, aTakcis.,
3a1aMOPOYEHHs, HE3AaTHICTh 10 KOHIEHTPALLi1, CIUTYTaHICTh CBiOMOCTI, 3MiHH B IIOBEIHII.
M's130Ba c1abkicTk, 6011l B KIHIIBKax Ta reHepaizoBaHe OHIMIHHS.

Piaxo mosizommsuiocs npo nemxosw.

Taxox piaxo cnocrepiranucs BUHaLKu MioHaTil.

Iopymenus 3 60Ky oueii

Cnocrepiramcs nopymenss 30py.

Hopyimenns 3 oKy €HIOKPHHHOI CHCTEMH

Criocrepiramics nopymeH s MEHCTPYATbHOTO HKIY.
Pizko crocrepiranucs BUIagK| HEAOCTATHOCTI Ha/IHEPHHKIB Y TIAIli€HTIB 31 CKOMIPOMETOBAHOIO
dyukuiero HaHUPHHUKIB.

Iopymenns 3 Goky HHDOK

IToBizomitsinocs npo miABAINEHHS PIBHIB a30Ty CEYOBHHM KPOBi i CEYOBOT KHCIIOTH B CHpOBATIIi
KpoBi. Pizko crioctepiramics remoiis, remor1o6inypis, reMarypis, iHTepCTHII AT, HHH HedpHrT,
FOCTpHH TyOyIIspHNi HEKPO3, HUPKOBA HE/JOCTATHICTh, FOCTpa HHPKOBA HEJOCTATHICTS.
3a3BuYail le BBAXKAETHCS PEAKIIAMH rinepayTHBocTi. Bonu 3a3pmyaif BHHHKAIOTB I HAC™
NEpEepUBYACTO]I Tepanii a60 KO/ JiKyBaHHS BiIHOBIEHO MiC/1 HABMHCHOTO abo/AHman )
IepePUBAHHS MOACHHOIO 3aCTOCYBAaHHA i € 0GOPOTHHMH, KOJIM 3aCTOCYBaHHsU
NPUITHHSETELCS Ta IPU3HAYAETHCSA BIAOBIIHE JIIKYBAHHSL. )

ITinnue ynoBHoBaxeHoi 0cobw, WO BUCTYMNAE BiX iMeni 3asBHAKA ~
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Iopymenng 3 6oky mKipu

[lIkipHi peakuii € nerkuMH Ta 0OMEKEHUMH i, CKOPIIT 33 BCe, HE € PEaKIlisaMH TilepayTAMBOCTI.
Sl mpaBrII0, BOHHM IIPOSBIIAIOTECS Y BHITIsAII rinepeMii Ta cBepbesky 3 BUCHITAaHHAMH abo Ge3
HUX. Binbmn cepio3Hi mxipHi peakmii, ki MOKyTh BYTH CIPHYMHEH] TiIEPUYTIMBICTIO, TAKOX
BHHHKAIOTH, &JIe € HEYaCTHMH.

Peaxuil rinepayrianBocri

[Hoxi cnocrepiramucs cBepGixk, KPOIIHB'SHKA, BACHIAHHS, TeMiroinHa peakiis, Mynbmtb_opMHa
epHTeMa, BKIF0Yaroul cuHApoM CriBeHca-/[)KOHCOHA, TOKCHYHHH eITiIEpMATLHENA HEKPOITi3,
CHHIPOM MEIMKaMEHTO3HOI0 BUCHIIAHHS 3 €03HHOMDITIEIO 1| CHCTEMHMMH NPOSBaMHu (IUB.
«3ACTEPEXEHHS1»), BackyiT, eosunodinis, 6imb y poTi, 6inb y S341 Ta KOH'IOHKTHBIT.
Pinko mosigomisnocs npo anadinakciio.

Pizui nopymenns

[Tosizomnsnocs mpo HaGpsk 061Hy4s Ta KiHUiBOK. [HuTi peakuii, mo po3BuBamucs mix gac
NEPEPHBYACTOrO 3aCTOCYBAHHA, BKIIOYAIOTh IPHIIO3HHH CHHAPOM (TOGTO €mi30,11 JIAXOMAHKH,
03H06Y, rooBHOro 60m0, 3anaMopoYeHHs Ta 600 y KiCTKaX), 3a/IHINKY, CBHCTIYE [AXAHHS,
3HHKEHHA apTepialbHOTO THCKY Ta IIOK. [ PHIO3HEH CHHAPOM TaKOK MOKE POIBHBATHC, AKIIO
TNauienT npuimae pudamnin Heperyispao abo SKIIO MOJEHHE 3aCTOCYBAHHS BiIHOBIIOETECS
1ic/is iHTepBaty, KOIH JIiKapchKuii 3aci6 He 3aCTOCOBYBABCS.

INEPEJJO3YBAHHSA

O3HakH Ta CHMOTOMH

Hynota, Gmosanns, 6inb y sxuBoTi, cBep6ix, romoBrm# 6tk 1 3poCcTaloua MISBICTE MOKYTH
PO3BHUTHCH NPOTATOM KOPOTKOTO Yacy Hic/is NPUHOMY: MAieHT MOKe BTPATHTH CBiJOMICT,
AKIIO MA€ TSKKE 3aXBOPIOBAHHS NeYiHKK. Moxe crocTepiraTucs epexiaHe IiABUIIEHHS piBHIB
nediHKoBHX (epMeHTiB Ta/aGo GinipyGiny. Byae cnocrepiraTucs KOpHIHIOBATO-9epBOHE 60
Oparkese 3abapBiIeHHs WKipH, cedl, 0Ty, CIMHY, CI1i3 | Kara; iHTeHCHBHICTH 3a6apBICHHS
IPONOPIiiHA KUIBKOCTI BBE/IEHOTO IiKapchKOro 3acoby.

361IbIeH s PO3MIPY NIEYIHKH 3 MOXKIIHBOIO BOMOYICTIO MOKE PO3BHTHCS IPOTATOM JIEKITEKOX
FOJWHH IIC/I TAKKOTO Iepe03yBaHH; MOKYTh MiABUITATHCS piBHi 6inipy6iny, KOBTAHHI
MO’Ke PO3BUTHCS ITBUIKO. YpaKeHHs NEIiHKH MOXKe OYTH Gi/IbII BUPAXKEHHM Y MALIEHTIB 3
TONePeHIM NOpyImeHHsM GyHKUIT newinky. [Hmi GisHKaIbHi fani 3 TMINAOTECS 3araiom
HopMaTbHUMH. [IpAMAii BrumB Ha reMaToNOCTHYHY CHCTEMY, PIBHI €IEKTPOIITIB 460 KHCIOTHO-
JTyXHHUH 6anaHc € MaTOHMOBIPHHM.

Y niteif Takox noBifoMisiocs mpo HabpsaK o6imyds abo nepiopOiTansHuit HAOpsK. V AesKHx
JIETATBHAX BUNAJKaX MOBIZOMIISIOCS PO MMOTEH3II0, CHHYCOBY TaXiKap/io, IYHOUKOBI
apUTMii, Cy/IOMH i 3yIHHKY CepIs.

IoctTpa voxcnumnicrs

MinimanbHa roctpa cMeprensHa ab0 TokcHYHa 1033 Hapasi He BCTAHOBJIeHa. THM He MeHI,
TOBIZIOMJIAIOCS TIPO HEJETATbHI FOCTpi TIEpE/I03yBaHHA y IOPOCIMX 0ci6 miciist BBEIEHHS 03 Bij
9 no 12 r pudamuiny. IToBigomiIsI0CS PO ETATBHI TOCTPi NEpeN03yBaHHs Y IOPOCIMX 0Ci6
micis BBEACHHS 7103 Bix 14 10 60 r. Y AesKHX MOBiIOMIEHHSX IIPO NETalbHI Ta HeleTalbHi
BUIA/IKH BIIMIYa/I0Cs OJTHOYACHE BXKMBAHHS AJIKOTOMIO 60 3T0BKHBAHHS ATKOTOJEM B
anammesi. [ToBizomnsocs po HeeTabHi mepe03yBaHus y AiTelt BikoM Bix 1 10 4 POKIB micis
BBenenns 100 mr/kr sx onniel abo 1BOX 103.
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Cuij 3abe3nednT NpoBeIeHHs 3aX0MiB IHTEHCHBHOIO TIKYBaHH, CIIPSIMOBAH
CHUMITOMH 110 Mipi iX BuHMKHeHHS. C1ij 3a6e3nednTH MPoXiHIiCTh AUXATEE i
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O1r0BaHHS, CKOPINI 3a BCe Kpallle 3aCTOCYBATH IPOMHBAHHS ILTYHKA MPOTArOM MepIIMx 2-3
TO/IUH ITiCJIst BXKHBAHHS JIKapChKOro 3acoly, Hixk iHayKysaT 6mopanns. [Ticna eakyanii
BMICTY NILTyHKa, BBEICHHA B LI[YHOK CYCIIEH3il aKTHBOBAHOTO BYT1LIUIL MOJKE JOTIOMOTTH
abcopOyBaTH 3aJIMINKH JiKapchKOro 3acofy B LILTYHKOBO-KHIIKOBOMY TpakTi. IIpoTH6mOBOTHI
npenapaTi MOXYTh 3HATOOUTHCA JUIS KOHTPOJIIO TAXKOI HYJOTH 1 GIIOBaHHS.

AKTHBHW JUype3 (3 KOHTPOJILOBAHOKO KiNBKICTIO BBECHOI Ta BUBECHOI PiIMHM) CIPHATHME
BUBEJIEHHIO JIIKapChKOI'0 3ac00y.

YV THKKHX BHIIAJKAX MOXKE 3HAZOGHTHCS eKCTPaKOPIIOpaTBHHMIA reMoianis. SIKio Hemae
MOXJIMBOCTI HOTO MPOBECTH, MOXHA 3aCTOCYBATH IIEPHTOHEATBHHH 1iani3 pa3oM 3 GOPCOBAHAM
Jlype3oM.

HO3YBAHHS TA CITOCIB 3ACTOCYBAHHS

Pudamnin MoHa BBOAHTH BHYTPIIIHEOBEHHO iHdYy3iitHo (muB. «TIOKA3AHHS TA
3ACTOCYBAHHS»).

Jus. posnin «KJITHIYHA ®APMAKOJIOT ISI» s otpuManEs iBhopMaIii 3 J03yBaHHS y
TAIi€HTIB 3 HEPKOBOIO HEIOCTATHICTIO.

Tybepky.abnos

Hopocni nanientu: 10 Mr/kr, oquH pa3s Ha 106y, He nepeBumTyBaTH 103y 600 MI/106Y,
BHYTPIITHHOBEHHO

Hitu: Bix 10 no 20 mr/kr, He mepesriyBath 103y 600 MI/106y, BHYTPIIIHEOBEHHO

Pudamnin noxasanuii npu nikyBanHi Beix hpopm TyGepKyms03y. Y mogaTKoBik basi
KOPOTKOCTPOKOBOT Tepanii, sika 3a3Buyaii TPHBA€ IPOTIIOM 2 MiCAIIB, PEKOMEHIYEThCS
3aCTOCOBYBATH CXEMY, IO CKJIANAETHCH 3 TPhOX JIKapChKHX 3acobiB, pudamiin, izoHiazun i
nmipasuHamin (anpukian, npenapar RIFATER®). Koncynsratusaa paja 3 JikBiganii
TyOepKyb03y, AMepHKaHChbKe TopakaibHe ToBapHCTBO i CHeTema LIEHTPIB KOHTPOJIO Ta
IpOGiIaKTHKK 3aXBOPIOBaHb PEKOMEHIYIOTh J0/1aBaTH CTPENTOMILHME a6o eTaMbyTon K
HETBEPTHH Ipenapar 40 CXeMH, IO MICTHTS i30Hia3u, pudamiis i mipasusamiz, OpH
IPOBE/ICHH] II0YaTKOBOTO JTiIKYBaHHS TyOepKy.Ib03y, 32 BHKTIOYEHHSM BHIIAKIB, KOJTH
MMOBIPHICTB PE3HCTEHTHOCTI J10 30HIa3HIy € AyXKe HAIBKOK. ITorpeby B weTBepTOMY Ipenapari
CIIiJ1 OUIHMTH 3HOBY, KOJIH CTaHYTh BIIOMHMH pe3y/IbTATH TeCTYBaHHA HA YYTIUBICTD. SIKIIO
NOKa3HHKH PE3UCTEHTHOCTI J0 i30Hia3uIy B MiCIEBIM mOMy/isuii Ha Januii 9ac Menme 4 %,
MO3Ke OYTH PO3IIIHYTa CXeMa IOYATKOBOTO JTIKYBAHHS, 110 MiCTHTh MEHIIE YOTHPBOX
npernaparis.

ITicits mouatkoBoi pasm, mixyBanns ciij mpogoBXKyBaTH i3 3aCTOCYBaHHAM pHQaMITIHY i
i30Hia3uAy (Hanpukiaz, npenapatry RIFAMATE®) npotsrom npuHaiMHi 4 MicsniB. JlikyBanHS
CIIiZ POIOBXKYBATH IOBIIE, SKIIO NAIIEHT e 3aIMIAETHCS TTOIHTHBHIEM 32 TeCTAME
MOKPOTHHHS 260 KyJIbTyp, AKINO HAsBHI PE3UCTEHTHI MikpooprarizMu abo skmo namiesT € BUI-
MO3UTHBHUM.

Hpurorysanns PO3YHHY ISl BHYTPIMIHbOBeHHOT indy3ii

BinuoBiTs miodinizopanmit mopomok muisxom nepenocy 10 mu crepuiasHOL BoaM U1 iH'€KITii 10
¢urakona, mo Mictuth 600 Mr pubaMminy A71s i1 e, Ob6epexHo obepraiite dakon 10
[I0OBHOT'O PO3YMHEHHS aHTH610THKA. BinHoBNIEHMH po3usH MicTHT 60 MT pudamminy B 1 Mitie
CTabLIBHMM NpH KIMHATHIN TeMnepaTypi npoTarom 24 romy. Ilepen BBeIeHHSAM HALiEHTY
OTPHMaHTe 3 Bi/THOBIICHOTO PO3YMHY 06'€M, IO € KBIBATEHTHHM PO3paxoBaHii JUIS BBEIEHHS
KilbKOCTI pramminy, i gonaiite 10 500 M indysiinoi pimunan. {o6pe nepemimmaiite i BReIITH
1H(y3iiHO 31 MBHIKiCTIO, MO 7103BONIAE IPOBECTH iHQy3iro npotsrom 3 roaus. Sk
IBTEPHATHBHAHN BapiaHT, po3paxoBaHa /Ul BBEAEHHS KiIBKICTh pudamminy Moxt:gﬁqypg{ggﬁ,\aga
710 100 M indysiitnoi pimunn i BBeiena y Burmsi indy3ii mpoTsrom 30 XBamHEY -
Pozuunm B 5 % nexctposi wis in'exuiii € cTaGimprnmu IPH KIMHATHI# TeMIepaT

[EepioTy TPUBATICTIO 10 4 TOMHH 1 MAIOTH OyTH miAroTOBNEHUMH T@,B.ﬂ}(o UC
. .. Al Y2
ITignue ynoBHOBaXkeHOT 0cO6H, MO BUCTYNAE Bia iMeHi 3agBHuKa f_f,fi—;é;*‘?i-‘-i ;
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[OBLOI'0 Yacy. 3a MeXaMHM IbOr0 YacOBOrO IHTEpBaTy pH(aMIIiH MOXe YTBOPHTH IIPEIHITIITATH B
iHQy3i#HOMY po3urHi. Po3ynHnu npenapary y ¢izionoridvHoMy po3urHi € cTabiIbHEME IPH
KIMHATHi# TeMneparypi NpoTsSroM Nepiofy TPHBATICTIO A0 24 TOIHMH i MalOTh OyTH
I1ITOTOBJIEHHMH T4 BAKOPHCTAHHMH MIPOTATOM BOTO 4Yacy. Inmi indy3iifHi po3unHu He
PEKOMEH/IYIOThCH.

HecyMicHicTb

diznyHa HeCyMiCHICTh (YTBOPEHHS NPENMITITATIB) CIOCTEPIranacs Mi HEPO3BEACHMM (5 Mr/mu)
1 possezieHnM (1 Mr/mit y ¢izionoriaaoMy po3urHi) JuIITIa3eMy IiIPOXJIOPHIOM i pHbamIiHOM
(6 Mr/mn y izionoridvHoMy po3umHi) IiJ 9ac MOEIIOBAHHS BBEICHHS Yepe3 Y-NoIi6Hy
iHdy3iiiHy cucremy.

Hocii meninroxoxonoi ingexuii

Jopocni nanieHTH: 10poc/IMM IalieHTaM peKOMEHAYeThes npusHadaty 600 Mr pudamniny aBiui
Ha 100y pOTATOM JIBOX IHIB.

Hitu: aitu BikoM 1 Micsaup i crapime: 10 mr/kr (ge 6insme 600 Mr Ha ,uosy) KOXHi 12 royuu
IPOTATOM JABOX JIHIB.

Hita BixoM 10 1 Micsns: 5 Mr/kr xoxHi 12 roMH OpOTATOM JBOX [IHIB.

®OPMA BHITYCKY
Pudamnin ays in'exniit, @.CIIIA, BHIycKaeThes B CKISHEX (IaKoHaX, mo MicTaTh 600 Mr
pudamniny (NDC 67457-445-60).

36epiranns: 36epiraTu npu TeMneparypi 25 °C; 103Boreni komBanns Bia 15 °C xo 30 °C.
(Ime. posain @.CIIIA «KoHTpo1b0BaHA KIMHATHA TEMIIEPATypPa»). YHUKATH HAIMiPHOTO
Harpisanns (temnepatypu Buie 40 °C). 36epiraTi B 3aXHINEHOMY BiJ CBiTIa MicIi.

Bupobieno pns:
Maiinan JlaGoparopiz JIJIC
Poxdopx, U1 61103 CIIIA

Bupobuux:
Maiinar Jla6oparopis Jlimiten
Banranop, Inais

1030363
Jlunens 2018
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3pazok opurisaay iHeTpyKuil
Npo 3aCTOCYBAHHS JIKAPCHKOro 3acoly

Rifampin for Injection, USP
Rx only
To reduce the development of drug-resistant bacteria and maintain the effectiveness
of rifampin for injection and other antibacterial drugs, rifampin should be used only
to treat or prevent infections that are proven or strongly suspected to be caused by
bacteria.
DESCRIPTION ) .
Rifampin for Injection, USP Is a lyophilized powder that contains rifampin 600 mg,
sodium formaldehyde suifoxylate 10 mg, and sodium hydroxide to adjust pH.
Rifampin is a semisynthetic antibiotic derivative of rifamycin SV. Rifampin is a red
brown crystalline powder very slightly soluble in water at neutral pH, freely soluble in
chloroform, soluble in ethyl acetate and in methanol, Its molscular weight is 822.95 and
its chemical formula is C,H,N.O ..

The chemical name for rifampin is either:
3-[[(4-Methyl-1-piperazinyl)iminc]methyl]rifamycin
or
5.8.9‘1?,19,21~hexanydrnxy-23-mmnnxy~2,4.12,15.18.20.22—heptamMI-B-[N-
(4-methyl-1-piperazinyl)formimidoyl}-2,7-(epoxypentadecal1,11,13]trignimino)
naphtho[2,1-blfuran-1,11(2H)-dione 21-acetate.

Its structural formula is:

CLINICAL PHARMACOLOGY

Rifampin s readily absorbed from the gastrointestinal tract, Peak serum concentrations
in healthy adults and pediatric populations vary widely from individual to individual.
Following a single 600 mg oral dose of rifampin in healthy adults, the peak serum
concentration averages 7 meg/ml. but may vary from 4 to 32 meg/mL. Absorption of
rifampin is reduced by about 30% when the drug is ingested with food.

Rifampin is widely distributed throughout the body. It is present in effective
cancentrations in many organs and body fluids, including cerebrospinal fluid. Rifampin
is abaut B0% protein bound. Most of the unbound fraction is not ionized and, therefore,
diffuses fraely into tissues.

In healthy adults, the mean biological half-life of rifampin in serum averages 3.35:0.66
hours after a 600 mg oral dose, with increases up to 5.08+2 45 hours reported after a
900 mg dose. With repeated administration, the half-life decreases and reaches average
values of approximately 2 to 3 hours. The hali-life does not differ in patients with renal
failure at doses not exceeding 600 mg daily, and consequently, no dosage adjustment
is required. The half-life of rifampin at a dose of 720 mg daily hae not bean establishod
in patients with renal failure, Following a single 900 mg oral dose of rifampin in patients
with varying degrees of renal insufficiency, the mean halt-lite increased from 3.6 hours
in healthy adults ta 5, 7.3, and 11 hours in patients with glomerular fittration rates of
30 to 50 mL/min, less than 30 mLmin, and in anuric patients, respectively. Refer to
the WARNINGS section for information regarding patients with hepatic insufficiency.
After absorption, rifampin is rapidly eliminated in the bile, and an enterahepatic
circulation ensues. During this process, ritampin undergoes progressive deacetylation
50 that nearly all the drug in the bile is in this form in about & hours. This metabolite
has antibacterial activity. Intestinal reabsorption is reduced by deacetylation, and
elimination is facilitated. Up to 30% of a dose is excreted in the urine, with about half
of this being unchanged drug.

Atter intravenous administration of a 300 or 600 mg dose of rifampin infused over
30 minutes to healthy male volunteers (n=12), mean peak plasma concentrations were
9:3 and 17.5+5 mco/mL, respectively. Total body clearances after the 300 and
600 mg IV doses were 0.19:0.06 and 0.14:0.03 Uhr/kg, respectively, Volumes
of distribution at steady-state were 0.66+0.14 and 0.64+0.11 L/kg for the 300 and
600 mg IV doses, respectively. After intravenous administration of 300 or 600 mg
doses, rifampin plasma concentrations in these volunteers remained detectable for
8 and 12 hours, respectively (see Table).

Plasma Goncentrations (mean + standard deviation, meg/mL)
Ritampin Nosage IV| 30 min 1hr 2hr 4 hr 8hr 12 hr
300 mg B.9:29 | 49:13 | 4413 | 25s1 [ 11206 | <04
600 mg 17.4:5.1[11.7228| 94:23 | 64217 | 35:1.4 | 1.2:08

Plasma concentrations after the 600 mg dose, which were disproportionately higher
(up to 30% greater than expected) than those found atter the 300 mg dose, indicated
that the elimination of larger doses was not as rapid.
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After repeated once-a-day mlgéj (3 hr duration) of 600 mg in patients (n=5) tor 7
days, concentrations of IV rifampin decreased from 5.81+3.38 mcg/mL 8 hours after
the infusion on day 1 to 2.621.88 mcg/mL B hours after the infusion on day 7.
Rifampin is widely distributed throughou! the body. It is present in effective
concentrations in many organs and body fluids, including cerebrospinal fluid. Rifampin
is about 80% protein bound. Most of the unbound fraction is not jonized and therefore
diffuses freely into tissues,

Ritampin is rapidly eliminated in the bile and undergoes progressive enterohepatic
circulation and deacetylation to the primary metabolite, 25-desacetyl-rifampin. This
metabolite is microbiologically active. Less than 30% of the dose is excreted in the
urine as rifampin or metabolites. Serum concentrations do not difier in patients with
renal failure at a studied dose of 300 ma and consequently, no dosage adjustment is
raquired.

Pediatries

Oral Administeat

In one study, pediatric patients 6 to 58 months old were given rifampin suspended
in simple syrup or as dry powder mixed with applesauce at a dose ot 10 mg/kg body
weight. Peak serum concentrations of 10.7+3.7 and 11.5:5.1 mcg/mL were obtained
1 hour after preprandial ingestion of the drug suspension and the applesauce mixture,
respectively, After the administration of either preparation, the t, , of rifampin averaged
2.9 hours. It should be noted that in other studies in pediatric populations, at doses
of 10 mg/kg body weight, mean peak serum cancentrations of 3.5 mecg/mL to
15 meg/mL have been reported.

In pediatric patients 0.25 to 12.8 years old (n=12), the mean psak serum concentration
of rifampin at the end of a 30 minute infusion of approximately 300 mg/m? was
259:1.3 meg/mL; individual peak concentrations 1 1o 4 days after initiation of therapy
ranged from 11.7 to 41.5 mcg/mL; individual peak concentrations 5 to 14 days after
initiation of therapy were 13,6 to 37.4 mcg/mL. The individual serum half-life of
ritampin changed from 1.04 to 3.81 hours early in therapy to 1.17 t0 3.19 hours 5 to
14 days after therapy was initiated.

Microhiology

M ; ( Acti

Ritampin inhibits DNA-dependent RNA polymerase activity in  susceptible
Mycobacterivm tuberculosis organisms. Specifically, it interacts with bacterial RNA
palymerase but does not inhibit the mammalian enzyme.

Resistance

Organisms resistant to rifampin are likely to bs resistant to other rifamycins. In addition,
resistance to rifampin has been determined to occur as single-step mutations of the
DNA-dependent RNA polymerase. Since resistance can emerge rapidly, appropriate
susceptibility test should be performed in the event of persistent positive cultures.

Activity in vitro and in vivo

Rifampin has bactericidal activity in vitro against slow and intermittently growing
M. tuberculosis organisms.

Rifampin has been shown to be active against most strains of the following
microorganisms, both in vitroand in clinical infections as describad in the INDICATIONS
AND USAGE section

Aerobic Gram-nepative Micraorganisms:
Neisseria meningitidis

"Other” Microorganisms:
Mycobacterium tubsrculosis
The following fn vitro data are availabls, but their clinical significance is unknown.

Rifampin exhibits in vitro activity against most strains of the following microorganisms;
however, the safety and effectiveness of ritampin in treating clinical infections due to
these microorganisms have not been established in adequate and well-controlled trials.

Aerobic Gram-positive Microorganisms:
Staphyiococeus aureus (including Methicillin-Resistant S, aureus’MRSA)
Staphylococcus epidermidis
Aerobic Gram-negative Microorganisms:
Haemophilus influenzae
“Other” Microorganisms:
Mycobacterivm leprae
G-lactamase production should have no effect on rifampin activity.

For specific information regarding susceptibility test criteria and associated test
methods and quality control standards recognized by FDA f 0 TN, pieass S8
wwyy fda.gow/STIC i SN
/—-‘\\ "
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In the treatment of both tuberculosis and the meningbCocgal carnbh‘s&fe,;mq_ small"-:
number of resistant cells present within large pop Aio s@%ﬁgg:mﬁe\ ﬂel{s'_,‘c'a_n!_- aly
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of persistent positive cultures during the course of treatment. If test results ;how
resistance to ritampin and the patient is not responding to therapy, the drug regimen
should be madified.

Tuberculosis

Rifampin is indicated in the treatment of all forms of tuberculosis.

A three-drug regimen consisting of rifampin, isoniazid. and pyrazinamide (e.g.,
RIFATER®) is recommended in the initial phase of short-course therapy which is usually
continued for 2 months. The Advisory Council for the Elimination of Tuberculosis,
the American Thoracic Society, and Centers for Disease Control and Prevention
recommend that either streptomycin or ethambutol be added as a fourth drug in a
regimen containing isoniazid (INH), rifampin, and pyrazinamide for initial treatment
of tuberculosis unless the likelihood of INH resistance is very low. The need for a
fourth drug should be reassessed when the results of susceptibility testing are known.
It community rates of INH resistance are currently less than 4%, an initial treatment
regimen with less than four drugs may be considered.

Following the initial phase, treatment should be continued with rifampin and Isoniazid
(e.9., RIFAMATE®) for af least 4 months. Treatment should be continued for longer if
the patient is sfill sputum or culture positive, if resistant organisms are present, or if
the patient is HIV positive.

Rifampin for Injection, USP is indicated for the initial treatment and retreatment of
tubgrculosis when the drug cannot be taken by mouth,

Rifampin is indicated for the treatment of asymptomatic carriers of Neisseria
meningitidis to eliminate meningococe! from the nasopharynx. Rifampin is not
Indicated for the treatment of meningococcal infection because of the possibility of
the rapid emergence of resistant organisms. (See WARNINGS.)

Rif~=nin should not be used indiscriminately, and therefors, diagnostic laboratory
Pt ires, including serotyping and susceptibility testing, should be performed for
estaolishment of the carrier state and the corract treatment. So that the usefulness of
rifampin in the treatment of asymptomatic meningococcal carriers is preserved, the
drug should be used only when the risk of meningococcal disease is high

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
rifampin and other antibacterial drugs, rifampin should be used only to treat or prevent
infections that are proven or strongly suspected 10 be caused by susceptible bacteria.
When culture and susceptibility information are available, they should be considered
in selecting or modifying antibacterial therapy. In the absence of such data, local
epidemiology and susceptibility patterns may contribute to the empiric selection of
therapy.

CONTRAINDICATIONS

Rifampin is contraindicated in patients with a Nistory of hypersensitivity to rifampin or
any of the components, or to any of the rifamycins (See WARNINGS. )

Rifampin is contraindicated in patients who are alsp receiving ritonavir-boosted
saquinavir due to an increased risk of severs hepatocellular toxicity, (See
PRECAUTIONS, Drug Interactions.)

Rifampin is contraindicated in patients who are also recelving atazanavir, darunavir,
fosamprenavir, saquinavir, or tipranavir due to the potential of rifampin to substantially
decrease plasma concenirations of these antiviral drugs, which may result in loss of
antiviral efficacy and/or development of viral resistance.

WARNINGS

Rifampin has been shuwn lo produce liver dystunction. Fatalities associated with
jaundice have occurred in patients with liver disease and in patients taking rifampin with
othe~" ~aatotoxic agents. Patients with impaired liver function should be given ritampin
only  ses of necessity and then with caution and under strict medical supervision.
In these patients, careful monitoring of liver function, especially SGPT/ALT and SGOT/
AST should be carried out prior to therapy and then every 2 to 4 weaks during therapy.
If signs of hepatocellular damage occur, rifampin should be withdrawn.

In some cases, hyperbilirubinemia resulting frem competition between rifampin and
bilirubin for excretary pathways of the liver at the cell level can oceur in the early days of
treatment. An isolated report showing a moderate rise in bilirubin and/or fransaminase
level is not in itself an indication for interrupting treatment; rather, the decision should
be made after repeating the tests, noting trends in the levels, and considering them in
conjunction with the patient's clinical condition,

Ritampin has enzyme-inducing properties, including induction of delta amino levulinic
acid synthetase. Isolated reports have associated porphyria exacerbation with rifampin
administration.

The possibllity of rapid smergence of resistant meningococci restricts the use of
rifampin to short-term treatment of the asymptomatic carrier state. Rifampin is not to
be used for the trealment of meningococcal disease.

Systemic hypersensitivity reactions, including Drug Reaction with Easinophilia and
Systemic Symptoms (DRESS) syndrome, may occur in patients receiving rifampin (see
BDVERSE REACTIONS). Signs and symptoms of hypersensitivily reactions may include
fever, rash, urticaria, angioedema, hypotension, acute bronchospasm, conjunctivitis,
hrambocytopenla, neutropenia, elevated liver transaminases or flu-like syndrome
\weakness, fatigue, muscle pain, nausea, vomiting, headache, chills, aches, itching,
sweals, dizziness, shortness of breath, chest pain, cough, syncope, palpitations). These
‘eactions may be severe and DRESS may be fatal. Manifestations of hypersensitivity,
such as fever, lymphadenopathy or laboratory abnormaiities (including gosinophilia,
Iver abnormalities) may be present even though rash is not evident. Moniter patients

receiving rifampin for signs and/or symptoms of hypersgﬂsmvﬂy rea;tiuns 11 these
signs or symptoms occur, discontinue rifampin and administer supportive measures.

PRECAUTIONS

General

Rifampin should be used with caution in patients with a history of diabetes mellitus, as
diabetes management may be more difficult.

Prescribing rifampin In the absence of a proven or strongly suspected pacterial
infection or a prophylactic indication is unlikely to provide benefit to the patient and
increasss the risk of the development of drug-resistant bacteria.

For the treatment of tuberculosis, rifampin is usually administered on a daily basis.
Doses of rifampin greater than 600 mg given once or twice weekly have rBSulged ina
higher incidence of adverse reactions, Including the “flu syndrome” (fever, chills and
malaise), hematopoietic reactions (leukopenia, thrombocytopenia, or acute hemolytic
anemia), cutaneous, gastrointestinal, and hepatic reactions, shortness pt t:ragth. shock,
anaphylaxis, and renal failure. Recent studies indicate that regimens using twice-weekly
doses of rifampin 600 mg plus isoniazid 15 mg/kg are much better tolerated.

Ritampin is not recommended for intermittent therapy; the patient shm:tld be cautionsd
against intentional or accidental interruption of the daily dosage regimen since rare
renal hypersensitivity reactions have been reported when therapy was resumed in such
cases.

Rifampin has enzyme induction properties that can enhance the metabolism of
endogenous substrates including adrenal hormones, thyroid hormones, and vitamin
D. Rifampin and isoniazid have been reported to alter vitamin D metabolism. In some
cases, reduced levels of circulating 25-hydroxy vitamin D and 1,25-dihydraxy vitamin
D have been accompanied by reduced serum calcium and phosphate, and elevated
parathyroid hormaone,

For intravenous infusion only. Must not be administered by intramuscular or
subcutaneous route. Avoid exiravasation during injection: local irritation and
inflammation due to extravascular infiltration of the infusion have been observed. If
these occur, the infusion should be discontinued and restarted at another site.

Patients should be counseled that antibacterial drugs including ritampin should only be
used to treat bacterial infections. They do not treat viral infections (e.g., the common
cold). When rifampin is prescribed to treat a bacterial infection, patients should be told
that although it is common to feel better early in the course of therapy, the medication
should be faken exactly as directed. Skipping doses or not completing the full course of
therapy may (1) decrease the effectiveness of the immediate treatment and (2) increase
the likelihood that bacteria will develop resistance and will not be treatable by rifampin
or other antibacterial drugs in the future.

The patient should be told that rilampin may produce a discoloralion (yellow,
orange, red, brown) of the teeth, urine, sweat, sputum, and tears, and the patient
should be forewarned of this. Soft contact lenses may be permanently stained,

The patient should be advised that the reliability of oral or other systemic hormonal
contraceptives may be affected: consideration should be given to using alternative
contraceptive measures.

Patiants should be instructed to take rifampin either 1 hour bafore or 2 hours after a
meal with a full glass of water.

Patients should be instructed to nofify their physician immediately if they experience
any of the following: rash, fever, or swollen lymph nodes, loss of appetite, malaise,
nausea and vomiting, darkened urine, yellowish discoloration of the skin and Byes,
cough, shortness of breath, wheezing and pain or swelling of the joints,

Compliance with the full course of therapy must be emphasized, and the importance of
not missing any doses must be stressed.

Adults treated for tuberculosis with rifampin should have baseline measurements of
hepatic enzymes, bilirubin, serum creatinine, a complete biood count, and a platelet
count (or estimate). Baseline tests are unnecessary in pediatric patients unless a
complicating condition is known or clinically suspected,

Patients should be seen at least monthly during therapy and should be specifically
questioned concerning symptoms associated with adverse reactions. All patients with
abnormalities should have follow-up, including laboratory testing, if necessary. Routine
laboratory monitoring for toxicity in people with normal baseline measurements is
generally not necessary,

Healthy subjects who received rifampin 600 mg once daily concomitanty with
saquinavir 1,000 mo/ritonavir 100 mg twice daily (ritonavir-boosted saguinavir)
developed severe hepatocellular toxicity. Therefore, concomitant use of these
medications Is contraindicated. (See CONTRAINDICATIONS.)

Enzyme Induction: Rifampin is known to induce cartain cytochrome P-450 enzymes.
Administration of rifampin with drugs that undergo biotransformation through these
metaholic pathways may accelerate elimination of co-administered drugs. To mpafnfa
optimum therapeutic blood levels, dosages of drugs metabolized by these enay i
require adjustment when starting or stopping concomitantly administerad g{fa
Ritampin has been reported to substantially decrease the plasma congsntra
the following antiviral drugs: atazanavir, darunavir, fosamprenavir, sgqui
tipranavir. These antiviral drugs must not be co-administered with
CONTRAINDICATIONS.)




Rifampin has been reported to accelerate the metabolism of the following drugs:
anticonvulsants (e.g., phenyloin), digitoxin, antiarrhythmics (e.g., disopyramide,
mexiletine, quinidine, tocainide), oral anticoagulants, antifungals (e.g., fluconazole,
itraconazole, ketoconazole), barbiturates, beta-blockers, calcium channel blockers (e.g.,
diltiazem, nifedipine, verapamil), chloramphenicol, clarithromycin, corticosteroids,
cyclosporing, cardiac glycoside preparations, clofibrate, oral or other systemic
hormenal contraceptives, dapsone, diazepam, doxycycline, fluoroquinolones (&.g.,
ciprofloxacin), haloperidol, oral hypoglycemic agents (sulfonylureas), levothyroxine,
methadone, narcotic analgesics, progestins, quinine, tacrolimus, theophylline, tricyelic
antidepressants (e.g., amitriptyline, nortriptyline) and zidovudine. It may be necessary
to adjust the dosages of these drugs if they are given concurrently with rifampin.
Patients using oral or other systemic hormonal contraceptives should be advised 1o
change to nonhormonal methods of birth control during rifampin therapy.

Rifampin has been observed to increase the requirements for anticoagulant drugs of
the coumarin type. In patients receiving anticoagulants and rifampin concurrently, it
is recommended that the prothrombin time be performed daily or as frequently as
necessary to establish and maintain the required dose of anticoagulant.

Other Interactions: When the two drugs were taken concomitantly, decreased
concentrations of atovaquone and increased concentrations of rifampin were observed.
Concurrent use of ketoconazole and rifampin has resulted in decreased serum
concentrations of both drugs. Concurrent use of ritampin and enalapril has resulted
in decreased concentrations of enalaprilat, the active metabolite ot enalapril. Dosage
adjustments should be made if indicated by the patient's clinical condition,
Concomitant antacid administration may reduce the absorption of rifampin. Daily doses
ot rifampin should be given at least 1 hour before the ingestion of antacids.

robenecid and cotrimoxazole have been reported to increase the blood level of
rifampin.
When rifampin is given concomitantly with either halothane ar isoniazid, the potential
for hepatotoxicity is increased. The concomitant use of rifampin and halothana should
be avoided. Patients receiving both rifampin and isoniazid should be monitored close
for hepatotoxicity.
Plasma concentrations of sulfapyridine may be reduced following the concomitant
administration of sulfasalazine and rifampin. This finding may be the result of alteration
in the colonic bacteria responsible for the reduction of Sulfasalazine to sulfapyridine
and mesalaming.

Cross-reactivity and false-positive urine screening tests for opiates have been reported
in patients receiving rifampin when using the KIMS (Kinetic Interaction of Microparticles
in Solution) method (e.p., Abuscreen OnLine opiates assay; Roche Diagnostic
Systems). Confirmatory tests, such as gas chromatography/mass spectrometry, will
distinguish rifampin from opiates.

Therapeutic levels of rifampin have been shown to inhibit standard microbiological
assays for serum folate and vitamin B,,. Thus, alternate assay methods shculd be
considered. Transient abnormalities in liver function tests (e.g., elevation in serum
bilirubin, alkaline phosphatase, and serum transaminases) and reduced biliary excretion
of contrast media used for visualization of the gallbladder have also been observed.
Therefore, these tests should be performed before the morning dose of rifampin.

A few cases of accelerated growth of lung carcinoma have been reported in man,
but a causal relationship with the drug has not been established. Hepatomas were
increased in female (C3H/DP) mice dosed for 60 weeks with rifampicin followed by
an observation period of 46 weeks, at 20 to 120 mg/kg (equivalent to 0.1 to 0.5 times
the maximum dosage used clinically, based on body surface area comparisons). There
was no evidence of tumorigenicity in male C3HVDP mice or in similar studies in BALB/c
mice, or in two year studies in Wistar rats.

There was no evidence of mutagenicity in both prokaryotic (Salmonella typhi
Escherichia col) and eukaryotic (Saccharomyces cerevisiag) bacteria, Drosophila
melanogaster, or IGR/Ha Swiss mice. An increase in chromatid breaks was noted
when whole blood cell cultures were treated with rifampin. Increased frequency of
chromosomal aberrations was observed in vitro in lymphocytes obtained from patients
treated with combinations of rifampin, isoniazid, and pyrazinamide and combinations
of streptomycin, rifampin, isoniazid, and pyrazinamide.

Category C. Rifampin has been shown to be teratogenic in rodents. Congenital
malformations, primarily spina bifida were increased in the offspring of pregnant rats
given rifampin during organogenesis at oral doses of 150 to 250 mo/ko/day (about
1 to 2 times the maximum recommended human dose based on body surface area
comparisons). Cleft palate was increased in a dose-dependent fashion in fetuses of
pregnant mice trealed at oral doses of 50 to 200 mg/kg (about 0.2 to 0.8 times the
maximum recommended human dose based on body surface area comparisons).
Imperfect osteogenesis and embryatoxicity were also reported in pregnant rabbits given
rifampin at oral doses up to 200 mg/kg/day (about 3 times the maximum recommended
human dose based on body surface area comparisons). There are no adequate angd
well-controlled studies of ritampin in pregnant women. Rifampin has been reported to
cross the placental barrier and appear in cord blood, Rifampin should be used during
pregnancy only if the potential benefit justifies the potential risk to the fetus.
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When administered during the last few weeks of pregnancy, rifampin can cayse post-
natal hemarrhages in the mother and Infant for which treatment with vitamin K may

be indicated.

Because of the potential tor tumorigenicity shown for ritampin in animal studies, a
decision should be made whether to discontinue nursing or discontinue the drug,
taking into account the importance of the drug to the mother.

Pediatri
See GLINICAL PHARMACOLOGY-Pediatrics; see also DOSAGE AND

ADMINISTRATION.

Geriatric Use .
Clinical studies of rifampin did not include sufficient numbers of subjects aged 65

and over to determine whether they respond differently from younger subjects. Other
reported clinical experience has not identified differences in responses between the
elderly and younger patients. Caution should therefore be observed in using rifampin in
elderly patients. (See WARNINGS.)

ADVERSE REACTIONS

Gastrointestinal

Heartburn, epigastric distress, anorexia, nausea, vomiting, jaundice, flatulence, cramps,
and diarrhea have been noted in some patients. Although Clostridium difficile has
been shown in vitro to be sensitive to rifampin, pseudomembranous colitis has been
reported with the use of rifampin (and other broad spectrum antibiotics). Therefore, it
is important to consider this diagnosis in patients who develop diarrhea in association
with antibiotic use. Tooth discoloration (which may be permanent) may oceur.

Transignt abnormalities in liver function tests (e.g.. elevations in serum bilirubin,
alkaline phosphatase, serum transaminases) have been observed. Rarely, hepatitis or
a shock-like syndrome with hepatic involvement and abnormal liver function tests has
been reported.

Thrembocytopenia has occurred primarily with high dose intermittent therapy, but has
also been noted after resumption of interrupted treatment. It rarely occurs during well
supervised daily therapy. This effect is reversible if the drug is discontinued as saon as
purpura occurs, Cerebral hemarrhage and fatalities have been reported when rifampin
administration has been continued or resumed after the appearance of purpura.

Rare reports of disseminated intravascular coagulation have been observed.
Leukopenia, hemolytic anemia, and decreased hemoglobin have been observed.
Agranulocytosis has been reported very rarely.

Headache, fever, drowsiness, fatigue, ataxia, dizziness, inability to concentrate,
mental confusion, behavioral changes, muscular weakness, pains in extremities, and
generalized numbness have been observed.

Psychoses have been rarely reported.

Rare reports of myopathy have also been observed.

Ocular

Visual disturbances have been observed.
Endocrine

Menstrual disturbances have been observed,

Rare reports of adrenal insufficiency in patients with compromised adrenal function
have been observed.

BRenal

Elevations in BUN and serum uric acid have been reported. Rarely, hemolysis,
hemoglobinuria, hematuria, interstitial nephritis, acute tubular necrosis, renal
insufficiency, and acute renal failure have been noted. These are generally considered
to be hypersensitivity reactions. They usually accur during intermittent therapy or when
treatment is resumed following intentional or accidental interruption of a daily dosage
regimen, and are reversible when rifampin is discontinued and appropriate therapy
instituted.

D talogi

Cutaneous reactions are mild and self-limiting and do not appear to be hypersensitivity
reactions. Typically, they consist of flushing and itching with or without a rash. More
serious cutaneous reactions which may be due to hypersensitivity occur but are
uncommon.

Occasionally, pruritus, urticaria, rash, pemphj '_-:_reaniiﬁﬁ."‘“a'ryﬂje\ma multiforme

including Stevens-Johnson syndrome, toxig- p‘i/d";“tf'n'aﬂimly@isf -Drup Reaction
with Eosinophilia and Systemic Symptors”’syfdrome. (see WARNINGS); vasculits,
eosinophilia, sore mouth, sore tongue, anglf co unctiwﬂs-,ﬁév,e{l\geeﬁﬁbse_r\red‘_
Anaphylaxis has been reported rarely, f‘ ) aotet oL

Miscellaneous

Edema of the face and extremities ha:
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occurred with intermittent dosage regimens include “flu syndrome” (such as episodes
of fever, chills, headache, dizziness, and bone pain), shoriness of breath, wheezing,
decrease in blood pressure and shock. The “flu syndrome™ may also appear it rifampin
is taken irregularly by the patient or it daily administration is resumed after a drug
free interval.

OVERDOSAGE

Nausea, vomiting, abdominal pain, pruritus, headache, and increasing lethargy will
probably occur within a short time after ingestion; unconsciousness may occur when
there is severe hepatic disease, Transient increases in liver enzymes and/or bilirubin
may occur. Brownish-red or orange discoloration of the skin, urine, sweat, saliva, tears,
and feces will occur, and its intensity is proportional fo the amount ingested.

Liver enlargement, possibly with tenderness, can develop within a few hours after
severe overdosage; bilirubin levels may increase and jaundice may develop rapidly.
Hepatic involvement may be more marked in patients with prior impairment of hepatic
function. Other physical findings remain essentially normal, A direct effect upon the
hematopoietic system, electrolyte levels, or acid-base balance is unlikely.

Facial or periorbital edema has also been reported in pediatric patients. Hypotension,
sinus tachycardia, ventricular arrhythmias, seizures and cardiac arrest were reported
in some fatal cases.

The minimum acute lethal or toxic dose is not well established. However, nonfatal acute
overdoses in adults have been reported with doses ranging from 9 to 12 gm rifampin.
Fatal acute overdoses in adults have been reported with doses ranging from 14 to
60 gm. Alcohol or a history of alcohol abuse was invalved in some of the fatal and
nonfatal reports. Nonfatal overdoses in pediatric patients ages 1 to 4 years old of
1 J/kg far one to two doses has been reported.

Treaiment

Intensive support measures should be instituted and individual symptoms treated
as they arise. The airway should be secured and adequate respiratory exchange
established. Since nausea and vomiting are likely to be present, gastric lavage within
the first 2 to 3 hours after ingestion is probably preferable to induction of emesis.
Following evacuation of the gastric contents, the instillation of activated charcoal slurry
inta the stomach may help absorb any remaining drug from the gastrointestinal tract.
Antiemetic medication may be required to control severe nausea and vomiting.

Active diuresis (with measured intake and output) will help promote excretion of the
drug.

For severe cases, extracorporeal hemodialysis may be required. If this is not available,
peritoneal dialysis can be used along with forced diuresis.

DOSAGE AND ADMINISTRATION

Rifampin can be administered by 1V infusion (see INDICATIONS AND USAGE).

See CLINICAL PHARMACOLOGY for dosing information in patients with renal failure.
Tuberculosis

Adults: 10 mg/kg, in a single daily administration, not to exceed 600 my/day, IV
Pediatric Patients: 10 to 20 mg/kg, not to exceed 600 mg/day, IV

Rifampin is indicated in the treatment of all forms of tuberculosis. A three-drug
regimen consisting of rifampin, isoniazid, and pyrazinamide (e.g., RIFATER®) is
recommended in the initial phase of short-course therapy which is usually continued
for 2 months. The Advisory Council for the Elimination of Tuberculosis, the American
The Society, and the Centers for Disease Control and Prevention recommend that
eithe: streptomycin or ethambutol be added as a fourth drug in a regimen containing
isoniazid (INH), ritampin and pyrazinamide for initial treatment of tuberculosis unless
the likelihood of INH resistance is very low. The need for a fourth drug should be
reassessed when the results of susceptibility testing are known, If community rates of
INH resistance are currently less than 4%, an initial treatmant regimen with less than
four drugs may be considered.

Following the initial phase, treatment should be continued with rifampin and isoniazid
(e.0., RIFAMATE®) for at least 4 months. Treatment should be continued for longer if
the patient is still sputum or culture positive, if resistant organisms are present, or if
the patient is HIV positive.

Reconstitute the lyophilized powder by transfarring 10 mL of sterile water for injection
1o a vial containing 600 mg of rifampin for injection. Swirl vial gently to completely
dissolve the antibiotic. The reconstituted solution contains 60 mg rifampin per mL and
is stable at room temperature for 24 hours. Prior to administration, withdraw from
the reconstituted solution a volume equivalent to the amount of rifampin calculated to
be administered and add to 500 mL of infusion medium. Mix well and infuse at a rate
allowing for complete infusion within 3 hours. Aiternatively, the amount of rifampin
calculated to be administered may be added to 100 mL of infusion medium and infused
in 30 minutes.

Dilutions in dextrose 5% for injection (D5W) are stable at room temperature for up to
4 hours and should be prepared and ussd within this time. Precipitation of rifampin
from the infusion solution may oceur beyond this time, Dilutions in normal saline are
stable at room temperature for up to 24 hours and should be prepared and used within
this time. Other infusion solutions are not recommended.

Physical incompatibility (precipitate) was observed wi;h undiluted (5 mg/mL) ar!d
diluted (1 mg/mL in normal saling) diltiazem hydrochloride and rifampin (6 mg/mL in
normal saline) during simulated Y-site administration.

Adults: For adults, it is recommended that 600 mg rifampin be administered twice daily
for two days.

Pediatric Patients: Pediatric patients 1 month of age or older: 10 mg/kg (not to exceed
600 mg per dose) every 12 hours for two days.

Pediatric patients under 1 month of age: 5 mg/kg every 12 hours for two days.

HOW SUPPLIED N ) .
Rifampin for Injection, USP is available in glass vials containing 600 mg rifampin (NDC

67457-445-60).

Storage: Store at 25°C (77°F); excursions permitted fo 15° 0 30°C (59° to 86°F).
[See USP Conirolled Room Temperature.] Avoid excessive heat (temperatures above
40°C or 104°F). Protect from light.

MMylane

Manufactured for:
Mylan Institutional LLC
Rockford, IL 61103 U.S.A.

Manufactured by:
Mylan Laboratories Limited
Bangalore, India -
J
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