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JIpuInaueno eUKNIOUHO ONLA 3aCMOCYEAHHR OUNIOMOBAHUM MEOUYHUM NPARIEHUKOM, NIKYEATbHUM 3aKnadom abo nabopamopicio

Prpamninun 150 mr / isoniasun 75 mr/ nipasuHamin 400 mr / erambyTony
rizpoxsiopua 275 mr, TabJIeTKH

Onsc: KOMGiHOBAHIH NPOTHTYBepKYNLO3HUHA MPENApaT i3 GiKCOBAHHMH [103aMH

e aap

lnrpenicﬁ-ru: Tabnerkn padamniumty |50 Mr/ i3oHiasnmy 75 Mr/ nipasuHamimy 400 mMr/ erambyTony rigpoxnopumy 275 mMr— ue
KOMOiHaLis YOTHPLOX 3aCO6iB NEpIoi NiHii A NiKyBAHHA Ty6epKynbo3y.

Kainivna Gapmakosioris :
Pugavniyuy’ ue GAKTEPULILHHA aHTUGIOTHK [IMPOKOrO CrCKTPY aii, WO Nopywye cHHTe3 GakTepiabHHX HYKIEIHOBHX KHCNOT
muxos npuriivenns JHK-3anexuoi PHK-noniMepasu. Bin 3nathuit BOHBaTH BHYTPILOHBOK/JITHHHI OpPranisMu # aKTHBHWH MpOTH
\fywobacterium tuberculosis, M.leprae.

houiazud — Le CHHTETHYHMH NPOTHTYGCPKY/IbO3HHH NiKapChKHH 3aCi0, 10 Mac GaxTepioCTaTHYHMHA e(eKT MpOTH HAniBAKTHBHWX
ATHYOK Ta GAKTEPHLIMIHHI eherT NPOTH MiKOGAKTepif, SKi aKTHBHO JJLATHCA.

Tipasuramio Mac GAaKTepPHLIIHY AKTHBHICTb MPOTH mikobaxTepi#i TyOepkynb03y. BiH maibke abCOMOTHO HEAaKTHBHWH B yMOBaX
HeRTPATbHOIO pH, ane ayrke eEKTHBHMUIE NPOTH CTIAKHX TyGepKyNbOIHHX NAIHHOK y KHCIOMY BHYTPILIHbOKJITHHHOMY CepefoBHILi
waxpodaris. AKTHBHICTL Mipa3HHaMiLy 3MEHIDYETHCS 3i 3pOCTAHHAM pH.

Emaubymon — ue CHHTETHUHHH GaKkTepiOCTATHYHHH NPOTHTYGEPKYIbO3HHA 3aci6.
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Pugasniyur. LIBHAKO BCMOKTYETBCH 3i ILTYHKOBO-KMIIKOBOTO TpakTy. [Tikosi KOHLEHTpauii npu6AM3HO Bid 7 10 9 MKr/Ma
y 3'RBIAAIOTECA B KPOBi uepe3 2—4 TOAWHH MiCs NMepOpabHOro NMPHHOMY HATWeE AO3H 600 Mr, xo4a MOXYTb CMOCTEPIiraTHCA 3HAYHI
- HAHBIAyanbHi sapiauii. Ulsnaxicrs i cryninb abeopbuii 3Hiviy10TECA B npHcyTHOCTI ii. Bnnsbko 80% prdamniumHy 38’93y€TbCs 3
6LTXAMH M1a3MH KPOBI TA PO3MOAINAETLCA B YCiX TKAHHHAX | PiIiHAX OPraHi3My BKIIOUHO i3 CMP.

f2onia3u0. 130HIA3NA UIBHIKO BCMOKTYETBCS 31 MNYHKOBO-KHIUKOBOTO TPakTy. ITikoBi KOHLEHTpaUii MpHGIH3IHO Bill 3 10 7 MKr/Mn
YIEARIOTHCA B KPOBI 4eped |—2 rofnHi Micis MepopansHoro mpuioMy watuie 203u 300 Mr. [lBuaxicts i crynine abcopbuii
BIOKVIOTLCA B MPHMCYTHOCT ki, BBaOXACTHCA, WO i30HIa3HA He 3B'A3YETHCA 3 GifkaMH TIa3MH KPOBi, @ PO3NOMINAETLCA B YCIX
TXZHKHAX | PIANHAX OpraHiamy BkIo4Ho i3 CMP.

Tipasunario. TTipasHHamif WBHIKO BCMOKTYETLCA 3i WLTYHKOBO-KHIIKOBOTO TpakTy. [Tikosi KoHUeHTpaulii 6a13bK0 33 MKI/MA nicna
TOHFOMY 1,3 T Ta 59 MKI/MJI Tics mpHAOMY 3 T CrIOCTEPIraloThes B KpOBi 4epe3 2 FOAHHH 3 PO3MOAINOM Yy BCIX TKAHHHAX i piAMHax
COMAHIIMY. )
Emaubymon. ETamByTON WIBMAKO BCMOKTYETECA 3i [LYHKOBO-KHIUKOBOTO TpakTy. [likoi KOHUEHTpauii ONH3BKO 3 MKIMA
TTBASIOTBCH B KPOBI YEPE3 4 FOLMHM MICAA NEPOPAILHOr0 NMPHAOMY HATLE A03H 25 mxr/kr. [Usunxicts i crynine abcopbuii He
YKATH BLA HAABHOCT! T7Ki. BBAXkKACTLCA. UI0 I30HIA3HA He 3B’ A3YETHCA 3 BiKAMH MIA3MH KPOBI, @ PO3NOLINAETLCA B yCIX TKaHHHax |
PLTHHAX OPraHi3My BKJIIOYHO i3 CMP
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Meradoq13M Ta BUBEACHHA !

Fopavniyun. Tepion HANIBBHBCACHHS 3 M1a3MH PHGAMIILHHY CTAHOBHTE BiX 2 10 3 FO/IMH, NPH LLOMY HaiGineWni vac eniminauii
SHOTTEPIIAETHCA THCAS TPHAOMY HARGINBWOT 03K, THM HC MCHLUC, OCKiIbKN prdammiunn inmykye cpifi Bnagnui MetTabonism, yac
£nvinauil Moxke 36insyBaTHes 10 40% NPOTATOM NEPLWHX ABOX THXHIB 3aCTOCYBaHHA, y Pe3ybTarTi nepion HariBBHBEAEHHS
TT240BITHME BiA | 0 3 rOAHH. Y BHNAAKY THKKOrO YPOKCHHS MEHiHKH NEpioA HAMIBBMBEACHHS NONOBXKYETLCA. Pudamniumn
ZEHIKO METab0/i3yeThea B MEYiHLl NepeBwkHO 0 aKTHBHOrO 25-O-acauctuapudamniuny. Prdamniumy i aeauetaprdamniumn
£22024THCH 3 KOBYI0. Bn3bko 60% n03u BUBOAHTLCA 3 KaloM 1 30% i3 ceyelo.

Srrazuo. Tlepion HaniBBHBEACHHS 3 NAAIMH I30HIA3HITY CTRHOBHTH Bil | 10 6 FONMH T CKOPOUYETHCA B NALIEHTIB THITY «WBHAKWHA
2ETLATop». OCHOBHM METAGONYHHIT SX — Le ALETHITIOBAHHA (30HIa3HIy 3 YTBOPEHHAM ALETHII30HIa3HIy 32 J0NOMOroio N-
1ETIATPANCHEPAIH, KA MICTHTBCS B NeNiHLi T4 TOHKOMY KHIICYHHKY. [10TIM aucTHAI3OHia3HA riAPONI3YETECA A0 I30HIKOTHHOBO
TAOWTH A MOHOAUCTHATIAPa3MHY  |30HIKOTHHOBA KHMCIOTA KOHIOTYE 3 TNILMHOM, YTBOPIOIOWH I3OHIKOTHHINTAILKK, a
\OBORLETIIN APA3HH HAZaMl MiAArac AUCTHAIOBAHHIO 3 YTBOPEHHAM HiaueTwirinpasuuy. [leakuit HemeTaGonisoBanui i30Hia3na
ma'IoryC 3 rizpajoHam. MetaGoniTH  i30Hia3MOy HE MaOTh NPOTHTYOEpKy/bO3HOI aKTHBHOCTI Ta Ha BIAMIHY BiA
ROHOQLCTHITAPA3HHY, KHH MOJE YTBOPIOBATHCA, BOHH TAKOK MEHII TOKCHUHI.

IBpazunanio. Tlepion HAMBBHBEACHHS 3 [U1a3MH MIpasHHaMidy cTaHoBHTH Bia 9 10 10 roann Bin McTabonisy€Tses nepeBakHo B
SEIHU WAAXOM FAPOAI3Y 710 OCHOBHOMO AKTHBHONO METABOiTY — TMipa3sMHOEBOI KHCAOTH, fika MOTIM TiAPOKCHMIOETLCA N0
IXEOBHOMO NPOAYKTY BHBCACHHA 5-TiAPOKCHMIPA3HHOEBOI KHCIOTH. Bin sHBoauThca Ha 70% HUpKamW npoTAroM 24 roiHH
2pEZKHO B GOpMi MeTaboniTie Ta 4% y GOpMi HEIMIHCHOIO npenapary

Zmaudymos. [epion HaniBBUBEACHHS 3 NIA3MH eTaMByTONY CTAHOBHTD Bil 3 10 4 rofnH. Bin MeTabonizycrhes nepesaxHo B neyinL
T3 LMBOINTLCA 32¢6iNLIIOrO HUPKAMH NPOTATOM 24 TOAHH. BNH3bKO 20% 1031 BUBOAWTLCA B HE3MIHEHOMY BHINA/I 3 KAJIOM
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Bxem02i8 3 inwHMK ikapebkHmu 3acobamu
Pwpauniyun, OIHOUYACHE BXHBAHHS AIKOrOMIO, aUeTaMiHODEHy, i30Hia3HITy ab0 IHWHX renaToTOKCHUHMX NIKIB MOXKE MiABWULYBATH

SHITOTY POIBHTKY MeMaTOTOKCHYHOCT, IHIyKOBaHoi pHaammitnHoM. EQeKTHBHICTb NepOpatbHHX NMPenapartis, WO MiCTATH ECTPOrEH.

2o CTECA. PHOAMNILAH  NPHCKOPIOE METaBoMiaM  ATOBAKYOHY, a3aTIONpHHY, XjopaMmpeHikony, uﬂyfmﬁt‘&wm‘lﬂ)iﬁmw‘,

GHTHXOCTEPOIB, KyMapHHOBHX aHTHKOAryAHTIB, UHKJIOCTIOPHHY, AANCOHY, Aiasenamy H iHIIHX 6ensopi§3c*j}iﬁiu, nOKCiLAkAIHY, ",
TN, ApOTHIPHOKOBHX 3ac06iB  (KETOKOHA30/Ty, ITpakoHasony, (yKoHa3ony), ranonepHaony, r,ékg. Bap6ITOHYS “METaNoRY, -
IDOPATEHIX LYKPOSHHIKYIOUMX 3ac0GiB, CHITOTHY, XiHiHy, Cynbdacanasiiy, THpPOKCHHY, TeodiniHy, 3uﬁ’e?a’)/nn}ry".""éé'r'a:&ﬁdnééi'mpia," 3
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SHETTOKCHHY . IMTOKCHHY, NPOTHapHTMIYHHX 3aco6is (Hanpukan, AM30MipaMily, Bepanaminy) Ta 6n0KaTOpiB KanbUicBiX Kananis,
- €TOCYKCHMITY, beniroiny, niasenamy, Tiazonamy, XJIOP30KCa30Hy Ta

&IKOroJIo, pihamMmiuuHy a6o immimx FCMaTOTOKCHYHMX NIKIB MOjKe niZBHULYBaTH

213y Oi0YacHe 3acTocypanHs 3 UHKIOCEPHHOM, aucynbdhipaMoM a6o iHmmMMH HEHPOTOKCHYHHMH Nlikamu Moske 36inbwysamy
HLUAHKA BNIMB Ha LIHC. Tosinomnanocs TPO B34EMOLIIO 3 KETOKOHA30/I0M | MiKOHa30/10M.

Hzmemamawio. Bigomo, mo npoGeneunn 610kye BUBeREHHS nipuasunamiy.

Zmavedymor. OnHoyacke 3aCTOCYBAHHA HEHPOTOKCHYHMX Npenapatis Ta eraMGyTony moxe TNOTCHUIIOBATH HelpPOTOKCHYN edexrn,

TEC AX HCBPHT 30pPOBOTO HEpBY i nepubepHYHmi HEBPHT.

b

Moxazanns Ta 3actocybanus Yo HOTHPH IipenapatH y GikcoBaHnx no3ax 3aCTOCOBYIOTBCS VLA NIKYBAHHA NOYATKOBO] dazu
JTEHEZ0M0 H mo3aiereHeBoro TYGEpKYIbO3y y H0pocimx NaLieHTIB, IKUM YNepuIe AiarHOCTOBaHO TyB6epKyb03 a60 Heobxinne
TCETUDHE TIKYBAHHS.

fipoTenokasanus Tabnerkn pudamniunny 150 mr/ 130Hia3umy 75 Mr/ nipasunaminy 400 mr/ eTaMOyTony riapoxaopuny 275 mr
T THIONA3AHI NalieHTaM i3 MNEPYYTAMBICTIO 10 OY/b-KOTO 3 KOMIIOHEHTIB a60 iHwHX XiMIYHO cnopinxermx TKapChKHX 3aco6ip,
: FHUCIO 360 HEBPHTOM 30pOBOTO HepBy. .

flwaeperkenns Heobxiano 3 obepeskHicTio 3acTocoByBaTH TabueTkH pudamniumny 150 mr/ i3oHia3umy 75 mr/ nipasiHaminy
1 our eravbyrony riapoxaopuny 275 mr Y NALi€EHTIB i3 NOpylIeHHAM GyHKuii Hupok, NOPYIIEHHAMM 30Dy, PH3UKOM PO3BHTKY

»namii abo nediunTy NIPHAOKCHHY, BKIIIOYAIOUH NaUICHTIB i3 LyKpoBHM niabetom, @IKOTOMII3MOM, MOPYILEHHAMH XapyyBaHHs,
sTeMiaro abo BariTHicTIo, 3 nojarpoto, nopdipiero, ncuxozom a6o UYKPOBHM 1iabETOM B aHamHe3i. Moyke SHHXYBATHChL edekT

TEOODATEHHX KOHTPAUENTHBIB, TOMY Ml €HTKaM PEKOMCHIYETHCA NEPEHTH HA HErOPMOHATLHI METOH KOHTpawuenuij.

lecTepesenns Y BUIIANKY SKOBTAHMUI, BHCHITY §} IMXOMAHKH, MiJBKILEHHS PIBHS NeYiHKOBHX (epmenTis, noe’s3anoro 3 KIIHIYHUMM
REEECEY réna’m'ry a6o nopymeHns 30py cnin Heraiino TPHUITHHHTH 3aCTOCYBaHHs TabieTok pudamniunmy 150 mr/ i30Hia3u 1y

nipasuHamiy 400 mr/ erambyrony rinpoxnopuy 275 MT, @ nauieHTa 06CTexHTH. Y pasi N ATBEPDKEHOTO ypaseHH s neyiKy
=% DHOMEHIYETBCA 3aCTOCOBYBATH Lieit npenapar. Cnia npoBoanTH nepioauuni oTansMONOriYHi 06CTeKEH S MiA Yac sikyBaHs
=l fpenapartom

Kayueporenes, myrarenes i flopymenna gepruabnocti Hemae nokasis noaiGoro BIUIMBY 3 GOKY i30Hiasmy, prdammitiy,
cravMd TNy a6o nipasuHaminy.

BariThicTs i nakTauia Beaneunicrs wix HOTHPLOX MPENaparis Mij yac BAriTHOCTI Ta nakTauii 106pe BHBYEHa.

[Tobiuni peaxuiv .
Fudauniyun. V neskux NAUIEHTIB MOYeE BUHHKHYTH WKIDHHI CHHIPOM, KM PO3BHBAETLCA Yepe3 2—3 roauHu nicng 3aCTOCYBaHHs
240801 ab0 iHTEpBANLHOI n03M. Horo MPOABH BKJIIOYAIOTH MOYEPBOHIHHS obnuyys, ceepbix, Bucun, NOApasHEeHHs ouei. |2-
THHHHE  «rpunonomiGHmiy CHHIPOM DO3BHBACTBCA MicHA 3—6 Micallip IHTEPBANBHOI Tepanii 3a3puyait no3aMu 20 mr/kr abo
SsM0e. MOXE MpPOABNATHCS JIXOMAIKOIO, - 0310GoM, GoneM y KiCTKaX Ta  He3ZysaHHAM. Tosinomaanoca npo  sunamky
7:¢230MeM0paHo3HOr0 KoNiTy. Moxe PO3BHHYTHCA renaTHT abo NpOAPOMANbHI CHMITOMH FenaTMTy (HyaoTa, 61I0BaHHA, He3BMUHa
ETOMTIOBAHICTE/CabKiCTs). Pudamniumn Mose BHKJIHKaTH TpOMOOUMTONEHIIO Ta TyPIYpY. SK MPAaBHJIO, Nill 4ac iHTepBanbHoro
TEAINMY Tepanii. [ remartonorivki noGivni eeKTH BKIIOYAIOTH eo3uHoBinito, neifkonexio Ta FEMOJTITHYHY aHeMilo. Edexru 3
T3 HEPBOBOI CHCTEMH BKIIOYAIOTH FONOBHHA 6iIb, COHMHBICTS, 3anaMOpOYEHHs, aTaKCilo, NMOpyIIEHHS YYTIHBOCTI (3aHiMiHHs),
TUCMIUCHHS 30pY Ta M'930BY CNabkicTs. Tpannsnucs Bunanku NOpYWEHHA BYHKUIT HUPOK | HUPKOBOI He0CTATHOCT]. Pudamniumn
U CNPHYKEHTH 3a0apBiieHHs cedi Ta iy piZHK Opranizmy B OP2HKEBO-4epBORHH Komip. [Tosinomnsnocs npo NOPYIEHHs
UEHCTPYANBLHOTO UHKJTY.

asug. TTinBUINEHUI piBeHt neyiHKoBHX (epmenTis pasom i3 kiiniumEMy O3HaKamH renaTHTy, TakKUMH SK HyNOTa, GRIOBaHHs aGo
a0KICTL. MOYKYTh BKA3yBaTH Ha yIIKOMKeHHs NeyiHkH. MOKyTh BUHMKATH po3nami 3 OOKY LILTYHKOBO-KHIIKOBOrO TpakTy (Hyaora,
'8aHHS | nenarpa) Ta peakuif FiNepyyTAMBOCTI (BHCHN Ha WKIPi  BKJIIOYHO 3 GaratohopMHOIO epHTEMOIO, JIMXOMAHKa,
bederonamia, sackynir) TTorigomnanocs npo Ttaki TEMATOJIOTIYHI NOPYLIEHHA, fK CHACPOONACTHYHA aHeMis, arpaHynoLuTo3,
o ITHUHA aHeMIs, tpombourToneris, CO3MHO(IIIA TA, MEHW YaCTO, AIACTHYHA aHeMis Heeponoriuni nopytiierns skmoyaiom,
VUHYCTHYHI peakuii Ta cyaomu. Takosk TIOBIIOMJIAJI0CH NP0 BHMAAKH rinepriikemii, MeTa6oniuHoro AUHA03Y, BOBYAKONOAIGHOrO
-/#5IPOMY. PEBMATOINHOIO CHHAPOMY. 3aTPHMKH Ceul, rinekoMacTii Ta HEBPUTY 30poBOro Hepsy. [Tepugepmuna HEHponaTia Takox
T2 7@ 710B’33aHA 3 IPU3HAYCHHAM i30Hia3KMIy

razunamid. Haibinpine CEPHO3HOIO NO6iIuHOID peakilicio € PEMaTOTOKCHYHICTS, a YacTota if BHHHKHEHHS, BOYCBHAD, 3a/ICKHTD Bij
3w Tinepypixemis 3a3snyaii BuHIKae Hevacto i CYNPOBOUKYEThCA apTPANTi€IO Ta MOKE CMPHYMHATH Hamaiy noaarps. Meuiu
<4270 MOBIIOMIIANOCS NpO CBITIIOYYT/IHBICTD | WKIpHUH BUCHN. [Hmi no6iuni edexTH, npo aki nosinomaanocs, BKJIIOYANH aHOpEeKCio,
Y 20Ty Ta GIIOBANHA, He3yskaHHs, JHXOMaHKY, CHAepOBIaCTHYHY aHEMIIO Ta M3Ypiio. "
=TeMbyron. Perpobynsbaphuii HCBPHT 3i SHUMEHHIM [OCTPOTH 30pY, 3BYXKCHHS 11015 30pY, LEHTpantbha abo nepupepHyHa CKoToMa, .

T NOPYWICHHA KOJbOPOBOTO 30pY 3 YIPYAHEHHM CNIPHAHATTAM YEPBOHOTO Ta 3€EHOMO KONLOPIB MOKYTDL Yp&KaTH OAHe, OKO a0

SAraBa Moxe 3HIKyBaTHes HUPKOBMI KNipeHc ypaTy, WO NpU3BOIHTS 10 Horo HAKOMHYCHHA H Hanasy rocTpoi nonarpir, Peaiii

MIEPYYTIHBOCTI BKAIOYAIOTE WKIpHUI BHCHN, cBEPOis, NICHKONEHII0, AWXOMAHKY Ta 6oAi B cyrnobax. IMopyuwenus 36 Yy LIKT, 270

£LTIO4AIOTE METANEBHI NPHCMaK y poTi, HYAOTY, BAIOBAHHSA, aHOpeKCiio Ta Gib Y *KHBOTI. JI0 iKIHX noGivnmx edexrip

o

SUNVTaHICTE CBIOMOCTI, Je3opieyTantis, FalOLMHaLLI, TONOBHUIT Ginb, 3aNaMOpPOUCHHNA, HE3MYKaHHS, MWOBTAIHILA abo' THMyacoBE .

cTOP 45

Teer g, N,

AnEdknE G




Py
(s

MOPVIDEHKE $HExau] KIWH T2 DepHECPHIHHA HEBPHT.
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L 4F TS MIATOCA PO BHMALKH NMEPEA03YBaHHA.
S =3 1 ado Oiable NOTEHWIRHO TOKCHYHI. & 1031 Bia 10 20 15 1 MOxcyTb OyTH NeTansHHMU 6e3

. .
BIINORLIANTD T VEEsHT
[lipazcsanss MasteNa B E: 3032 3NIHO 3 pEKOMEHAALIAMH AMEPHKAHCHKOT TOpaKanbHOT cninku Ta LIK3 cranoBuTs 2 T Ha 106y
Emauéymar Bz caoromil B NOBLIOMANOC MPO BHAALKH nepefo3yBaHHA.

Cnocib 3acToCYEREES T2 1038

[puitmaRTe TalacTky pHaMnilmHy 150 Mr/ izoiasumy 75 Mr/ nipasuuamimy 400 Mr/ etamOyToNy TiApOXJIOpHIY 275 Mr,
JaMTHBAIOTH NOZHOK CIITHKOIO BOIM, 33 OAHY NOAMHY 10 a60 ucpes 2 rofMHH nica mpuioMy ixi. OHaK y BMMAJKy MOIPA3HEHHS
LLIKT TadaeTist woaia MpHAMaTH 3 Dkelo. SKIO B 33CTOCOBYETC AHTALHAM, LIO MICTATL @UOMIHIH, Npuitmalite iX 4Yepes OAHY
FOAMHY NiCA L€l TaOACTKH. PeKoMeHI0BAH] TEPANEBTHYHI J03H HA OCHOBI MaCH TiNa MALiEHTa, AKi NPH3HAYAOTb AOPOCHM i AITAM
cTapme |3 poxaB MPOTRIOM 2-MiCA4HOI NOYaTKOBOT a3y JIiKyBaHHs:

3037 xr 2 tabnetku
dR—IL T 3 TabneTkH
AN RN 4 TabneTxu

Tl Kr 1 Guibe 3 rabnetok

Mopma BHIYCKY
Ynakoska Gnictepis 24 > 28 TabneTok
Ynakorka 1000 Hepo3acoBanux Tabnetox

IncTpyxuii 3i 36epiranun 30epiraTh B cyxoMy NPOXOJIOIHOMY Micll 38 TeMnepaTypH Hidkye 23° C. 3axXHILaTH BiZl CBITNA.
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10.03.2017.
Translation from English to Ukrainian was performed by the translator Kraineva 4. V.
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Specialist Degree in English language and literature). R
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lndopmauis npo 3acTocysaHHS nikapcskoro | Jlo peecTpauifHoro noceinueH s
3acoby, 3aTBEpKEHA 3rifHO 3 HOPMATHBHHMH

BUMoramu BOO3 Ne %/4//6"/56"/(?//0£
BiI ﬂéﬁ?;&’//;ﬁ

or the use only of a Registered Medical Practitioner or a Hospital or a Laboratory

Rifampicin 150 mg/ Isoniazid 75 mg/ Pyrazinamide 400 mg/ Ethambutol
HCI 275 mg tablets

Description: Fixed Dose Combination (FDC) antitubercular treatment

Iugredient: Rifampicin 150 mg/ Isoniazid 75 mg/ Pyrazinamide 400 mg/ Ethambutol HCI 75 mg tablets is a combination of four first line
agents used in the tréatment of tuberculosis.

Clinical Pharmacology:

Rifampicin is a broad spectrum bactericidal antibiotic and interferes with their synthesis of nucleic acids by inhibiting DNA dependent RNA
polymerase. It has the ability to kill intracellular organisms and is active against Mycobacterium tuberculosis, M.leprae.

Isoniazid is a synthetic, antitubercular agent, which is bacteriostatic against semi dormant bacilli and bactericidal against actively dividing
mycobacleria.

Pyrazinamide has bactericidal activity on Mycobacterium tuberculosis. It is almost completely inactive at neutral pH, but very effective
against persisting tubercular bacilli within the acidic intracellular environment of the macrophages. As the pH increases, the activity of
Pyrazinamide decreases.

Lthambueol is a synthetic, bacteriostatic antitubercular agent.

Pharmacokinetics:

Absorption and Distribution

Rifampicin: 1s readily absorbed from the gastrointestinal tract. Peak concentrations of about 7 to 9 ugms/ml appear in the blood 2 to 4 hours
after a fasting dose of 600 mg by mouth although there may be considerable interindividual variation. The rate and extent of absorption is
reduced by food. Rifampicin is about 80% bound to plasma proteins and is distributed into all body tissues and fluids, including the CSF.
Isoniazid: Isoniazid is readily absorbed from the gastrointestinal tract. Peak concentrations of about 3 to 7 pgms/ml appear in the blood 1 10 2
hours after a fasting dose of 300 mg by mouth. The rate and extent of absorption is reduced by food. Isoniazid is not considered to be bound
1o plasma proteins and is distributed into all body tissues and fluids, including the CSF.

Pyrazinamide: Pyrazinamide is readily absorbed from the gastrointestinal tract. Peak concentrations of about 33 microgms/ml is observed
after 1.5 g and S9 pgms/ml after 3g appear in the blood after 2 hours and is distributed into all body tissues and fluids, including the CSF
Lthambutol: Ethambutol is readily absorbed from the gastrointestinal tract. Peak concentrations of about 5 pgms/ml appear in the blood
within 4 hours after a fasting dose of 25mg/kg by mouth. The rate and extent of absorption is not affected by food. lsoniazid is not
considered to be bound to plasma proteins and is distributed into all body tissues and fluids, including the CSF.

Metabolism and Excretion:
Rifampicin: Plasma half life for Rifampicin ranges from 2 to 5 hrs, the longest elimination time occurs after the largest dose. However as

Rifampicin induces its own metabolism elimination time may decrease upto 40% during first two weeks resulting half lives of about ] to 3
hours. In scvere hepatic impairment the half lives are prolonged. Rifampicin is rapidly metabolized in the liver mainly to active 25-O-
deacetylrifampicin. Rifampicin and deacetylrifampicin are excreted in the bile. About 60% of the dose is excreted in the faeces and 30% in
the urine.

Isoniazid: Plasma half life for Isoniazid ranges from | to 6 hrs with shorter half lives in fast acetylators. The primary metabolic route is
acetylation of Isoniazid to acetylisoniazid by N-acetyltransferase found in the liver and the small intestine. Acetylisoniazid is then
hydrolyzed to Isonicotinic acid and monoacetylhydrazine. Isonicotinic acid is conjugated with glycine to isonicotinyl glycine and
monoacetylhydrazine is further acetylated to diacetylhydrazine. Some unmetabolized Isoniazid is conjugated to hydrazones. The metabolites
of Isoniazid have no tuberculostatic activity and apart from possibly monoacetylhydrazine they are also less toxic.

Pyrazinamide: Plasma half life for Pyrazinamide ranges from 9 to 10 hours. It is metabolized primarily in the liver by hydrolysis to the major
active metabolite — Pyrazinoic acid which is subsequently hydroxylated to the major excretory product 5-hydroxypyrazinoic acid. It is
excreted 70% via the kidneys within 24 hours, mainly as metabolites and 4% as unchanged drug.

Ethambutol: Plasma half life for Ethambutol ranges from 3 to 4 hours. [t is metabolized primarily in the liver and is excreted mostly via the
kidneys within 24 hours. About 20% of the dose is excreted unchanged in feces.

Drug interactions:

Rifampicin: Concurrent use of alcohol, acetaminophen, Isoniazid and other hepatotoxic medication may increase the incidence of Rifampicin
induced hepatotoxicity. The effectiveness of Estrogen containing oral preparations is reduced. Rifampicin accelerates the metabolism of
Alorvaquone, Azathioprine, Chloramphenicol, Cimetidine, Clofibrate, corticosteroids, Coumarin anticoagulants, Cyclosporine, Dapsone,
Diazepam and other benzodiazepines, Doxycycline, Azole antifungals (Ketoconazole, Itraconazole, Fluconazole ), Haloperidol,
Hexobarbitone, Methadone, oral hypoglycemic agents, Phenytoin, Quinine, Sulphasalazine, Thyroxine, Theophylline, Zidovudine, Beta -
blockers, Digitoxin, Digoxin, antiarrhythmic agent (e.g. Disopyramide, Verapamil) and Calcium channel blockers

Isoniazid: Inhibits the hepatic metabolism of Carbamazepine, Ethosuximide, Phenytoin, Diazepam, Triazolam, Chlorzoxazone, and

Theophylline. Metabolism of Enflurane may be increased in patients receiving Isoniazid resulting in potential nephrotoxic levels of fluoride;--.
Isoniazid has been associated with increased concentrations of Clofazimine, Cycloserine and Warfarin. Concurrent use of P -
alcohol, Rifampicin and other hepatotoxic medication may increase the potential for hepatotoxicity. Aluminium containing-aptacids may-
delay absorption and decrease serum concentrations of Isoniazid. Glucocorticoid corticosteroids may increase hepatic m"qi.}biblfsm and/or
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excretion of Isoniazid. Concurrent uses of Cycloserine, Disulfiram and other neurotoxic medicines may increase the potential for CNS.
Interactions with Ketoconazole and Miconazole have been reported.

Pyrazinamide: Probenecid is known to block the excretion of Pyrazinamide.

Ethambutol:_Concurrent administration of neurotoxic medication with Ethambutol may potentiate neurotoxic effects such as optic and
peripheral neuritis.

Indications and use: All the four drugs in FDC are used in the treatment of initial phase of pulmonary and extra pulmonary tuberculosis in
new adult patients and retreatment of adult cases.

Contraindications: Rifampicin 150 mg/ Isoniazid 75 mg/ Pyrazinamide 400 mg/ Ethambutol HCI 275 mg tablets are contraindicated in
patients with hypersensitivity to each of the ingredients or other chemically related medication; jaundice and with optic neuritis.

Warnings: Caution should be observed with the use of Rifampicin 150 mg/ Isoniazid 75mg/ Pyrazinamide 400 mg/ Ethambutol HCI 275 mg
Tablets in the following patients having impaired kidney function, visual defects, at a risk of neuropathy or pyridoxine deficiency, including
those who are diabetic, alcoholic, malnourished, uraemic or pregnant, with a history of gout, porphyria, epilepsy, psychosis, and diabetes.
The effect of oral contraceptives may be reduced and patients are advised to change to non — hormonal methods of birth control.

Precautions: In jaundice, rash and fever, elevated liver enzymes associated with the clinical signs of hepatitis, visual impairment, treatment
with Rifampicin 150 mg/ Isoniazid 75 mg/Pyrazinamide 400 mg/ Ethambutol HCl 275 mg tablets should be stopped immediately and the
patient evaluated. If liver damage is confirmed, the medicine should not be recommended. Periodic eye examinations during treatment are
suggested.

Carcinogenesis, Mutagenesis and Impairment of fertility: No evidence seen in Isoniazid, Rifampicin, Ethambutol and Pyrazinamide.
Pregnancy and Lactation: Safety of the 4 drug is well established in pregnancy and lactation.

Adverse reactions:

Rifampicin; Some patients may experience a cutaneous syndrome which presents 2 to 3 hours after a daily or intermittent dose i.e. facial
flushing, itching, rash, eye irritation. A 12 hour “flu” syndrome usually occurring after 3 to 6 months of intermittent treatment and usually
with doses of 20 mg/kg or more, may present as fever, chills, bone pain and malaise. There have been reports of pseudomembranous colitis.
Hepatitis and the prodromal symptoms of hepatitis may occur (nausea, vomiting, unusual tiredness/ fatigue). Rifampicin can cause
thrombocytopenia and purpura usually with intermittent regimens. Other hematological adverse effects include eosinophilia, leucopenia and
hemolytic anemia. Nervous system effects include headache, drowsiness, dizziness, ataxia, numbness, visual disturbances and muscular
weakness. Alterations in kidney function and renal failure have occurred. Rifampicin may cause orange — red discoloration of urine and other
body fluids. Menstrual disturbances have been reported.

Isoniazid: Elevated liver enzymes associated with clinical signs of hepatitis such as nausea, vomiting or fatigue may indicate hepatic damage.
Gastrointestinal effects (nausea, vomiting, and pellagra) and hypersensitivity reactions (skin eruptions including erythema multiform, fever,
lymphadenopathy, vasculitis) may occur. Hematological effects like sideroblastic anemia, agranulocytosis, hemolytic anemia,
thrombocytopenia, neutropenia, eosinophilia and less frequently, aplastic anemia have been reported. Neurological effects include psychotic
reactions and convulsions. Hyperglycemia, metabolic acidosis, lupus like syndrome, rheumatoid syndrome, urinary retention gynaecomastia,
and optic neuritis has also been reported. Peripheral neuropathy has also been associated with Isoniazid administration.

Pyrazinamide: The most serious adverse reaction is hepatotoxicity and its frequency appears to be dose related. Hyperuricaemia commonly
oceurs occasionally accompanied by arthralgia and may lead to attacks of gout. Photosensitivity and skin rash have been reported less
frequently. Other side effects that have been reported are anorexia, nausea and vomiting, malaise, fever, sideroblastic anemia and dysuria.
Ethambutol: Retro bulbar neuritis with a reduction in visual acuity, constriction of visual field, central or peripheral scotoma, and green — red
color blindness may occur affecting one or both eyes. Renal clearance of urate may be reduced and acute gout has been precipitated.
Hypersensitivity reactions include skin rash, pruritus, leucopenia, fever and joint pains. GI disturbances include metallic taste, nausea,
vomiting, anorexia and abdominal pain. Other adverse effects are confusion, disorientation, hallucinations, headache, dizziness, malaise,
jaundice or transient liver dysfunction, and peripheral neuritis.

Overdosage

Rifampicin: No incidences of overdosage reported till date.

Isoniazid: Isoniazid doses of 2 to 3 g or more are potentially toxic and doss of 10 to 15 g may be fatal without appropriate treatment.
Pyrazinamide: Maximum dose as per American Thoracic Society and the CDC recommendations is 2 g daily.

Ethambutol: No incidences of overdosage reported till date.

Dosage and administration:
Take Rifampicin 150 mg/ Isoniazid 75 mg/ Pyrazinamide 400 mg/ Ethambutol HCI 275 mg tablets with a full glass of water one hour before
or 2 hours after a meal. However, if gastrointestinal irritation occurs, the tablets may be taken with food. If aluminum containing antacids are
taken, administer one hour after the tablet dose. The recommended treatment dosages, based on the patient’s body weight, given daily-for:the,
2 month initial — phase treatment in adults and children over 13 years of age are as follows: :
30-37kg 2 tablets

38 -S54 kg 3 tablets

55-70kg 4 tablets

71 kg and above S tablets
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Presentation:
Blister Pack of 24 x 28 tablets
Bulk Pack of 1000 tablets

Storage Instructions: Store in a cool dry place, below 25° C protected from light.

Manufactured by :

Svizera Labs Pvt. Ltd.

Plot D - 16/6, MIDC, TTC Industrial Area,
Turbhe, Navi Mumbai- 400703, India.




