Tlepeknai yKpaiHChKOIO MOBOKO, ABTEHTHYHICTD Jlo peccTpauiiiHoro nocpiaueHHs

AKOTO MATBEPIIKENA YTIOBHOBAKEHOIO ocoBoro N /A ) S8S36 ) 02/0f
3aspHMKa, iHopmanii Npo  3aCTOCYBaHHA 7 0y Os y S
nixapeskoro 3acofy, 3aTBEpIKEHO! BiNNOBIAHO Bix y OF LofF

(0 HOpMATHBHHX BUMOT pekomennosaaux BOO3

JIpuznaueno eUrAOUNHO 08 1ACMOCY8AHHA OUTOMOSAHIM MEOUNKILM NPAUISHUKOM, NiKy6anbHuM Jaknadom alo nabopamopicio

. Prdamninun 150 mr / isoniazua 75 mr / nipasuuamia 400 mr/ etamOyTouy
: rigpoxsopua 275 mr, Ta0JIeTKH
Ongc: xomGinosanifi NpoTHTYGEPKYNLO3HIA NPENAPAT i3 QIKCOBAHUMH J03AMH

lur-penic!i"m: Tebaetin prdamniwny 150 Mr/ izoniazngy 75 Mr/ nipasunamiay 400 mr/ crambyTony rigpoxnopuay 275 mr— ue
xoMBinaLis 4oTHPLOX 3acoBin Nepiuoi NHIT ANA niKyBaHHA Tybepryns03y

Kainiuna apmakonoria

Pudavniyuy”ue GAKTEPHLBHUA anTHGIOTHR IIMPOKOTO CHEKTpY All, WO NOpYWYE CHHTEI GakTepianbHUX HYKNETHOBHX KHCAOT
mazxos npurdivenns [AHK-3anexuoi PHK-nomisepain. Bin 3naminil sGupatH BHYTPILIHLOKAITHHHI OPrafisMi i akTHBHUA NpoTH
\fyabacterium tuberculosis, M leprae

Bouiad — lle CHHTETHYHHA NPOTHTYGCpKYIb03HHT Nikapeskufl 3aci0, WO Mac GaxTepiocTaTHYHHA eeKT NpPOTH HANIBAKTHBHHUX
a0k Ta BarTepHUHAHIT ebeKT NMPOTH MiKoGaKTepiR, AKi AKTHBHO AINATHCA.

{hpasuravid Mac GAKTEPHLIAAHY AKTHBHICTE NPOTH mikoBaxTepifl TyGepkynto3y. Bin mafbke aGcomoTHO HEAaKTHBHHI B yMoBaX
seATpRIBHOrO pH, ane myke chEKTHBHUA NPOTH CTIfiKHX TYGEPKYNLOIHHX NUMUOK ¥ KHCIOMY BHYTPILIHBOKIITHHHOMY Cepeaosii
WExpOGAriB. AXTHBHICTL NIPA3HHAMILY IMCHIIYETHCR 31 3POCTAHHAM pH.

Zmaubymon — Le CHITETHYHHT GaKTepiOCTATHYHHA MPOTHTYGEpKYILOIHHA 35CI0.
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DapMAROKIHETHRA

Adcopbuia # posnoain

Pupawniyun. LLIBHAKO BCMOKTYCTLCA 31 INTYHKOBO-KMUIKOBOrO TpakTy. [TikoBi koMuewTpauii npuGau3xo sia 7 1o 9 MKr/MA
3 SBAAOTHCA B KPOBi ueped 2—4 rouuy NicAA NepopankHOro NpHAoMY HaTWe A03H 600 Mr, Xoua MOMKYTH CHOCTEPIFATHCA 3HAYHI
vansiayanshi sapiauii. Lswaxicrs i crynin aGeop6uii 3mivkyioTeea 8 npucyrHocTi ixi. Bmaeko 80% pudamMniumHy 38'83Y€THCA 3
SLIKEMH MAIMH KPOBI TA POINOAINAECTHCA B YCIX TKAHHHEX | PIAMHAX OpraniaMy sKmo4Ho i3 CMP.

frouiazud. 130HIa3ML UIHIIKO BCMOKTYETBCA 31 IITYHKOBO-KHIIKOBOrO TpakTy. [Tikosi koHueHTpawii mpubaH3no BiA 3 o 7 Mr/mn
YABASIOTHCA B KPOBI 4eped | —2 roaMHM Mcns nepopansHoro npufiomy watuie aoan 300 mr [Lsuaxicts | crymue abcopbui
IHEAVIOTECA B MPUCYTHOCTI DKi BBRAXAECTRCA, 10 130HIAIMA He 3B'A3YETBCA 3 GiKaMu TiasMu KPOBi, & POITNONINACTLEA B ycix
TXRHMHEX | pianHax opranisMy skmouno i3 CMP

Jizazunamio. [Tipannasi WHLKO BCMOKTYETLCA 31 WITYHKOBO-KHIIKOBOTO TPEKTY [Mixosi koHuerTpawii Gnimbko 33 Mkr/mMa nicna
mprAoMY |3 rTa 59 MKF/MIl micas npuAoMy 3 I COCTEPITAIOTLCH B KPOBI Yepe3 2 roaMHY 3 pPOINOMINOM Y BCIX TKAHHHAX | PIANNAX
TOTRHIIMY.

Emaubymon ETaMBYTON WIBMAKO BCMOKTYETBCA 31 LIYHKOBO-KuiukoBoro Ttpaxty [likosi kOHUEHTpauii BAM3LKO 3 MKIiMA
U TEISIOTECH B KPOBI HEPE3 4 [ONMHK MICAA NEPOPAALHOTO NPHAOMY HATWE 103 25 MKr/KT LWenaxicts | crymus abcopbuii He
VAT BLA HAABHOGT! 51, BHAsacTLCH, UIO 130HIA3HA He 38 A3YETECA 3 DINKAMM NNA3MH KPOBI, & PO3NONIMAETLCA B YCIX TKAHHHAX |
PUTHHEN OPraniaMy BRMOYMHO 13 CMP
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MMeTa00113M T3 BHBEACHHA '

Fopavnmuy Neploa HaniBBHBCACHHS 3 NAaIMK pUGAMNILLAKY CTAHOBNTH BiL 2 10 3 FO/IMH, NP ULOMY HafGinewmi yac eniMinauii
SOCCTEPIFECTLCR MICHA NPUAOMY HEROILWOYN fosH. THM HE MoHLIC, ockinbkn prdamniunn iHAyKyc cpift pracunf merabonisM, Hac
enuinauil Mome 3GinswysaTHes 10 40% NPOTArOM NEPWHX ABOX TIOKHIB 3ACTOCYBAHHA, Y Pe3yNLTATI nepion HanisBUBEAEHHA
TT240BHTHMC BiN | [0 3 roaMn Y BHNALKY TAKKOMO YPOKCHHA MEMiMKM NEPIO HAMIBRMBENEHHA MOZOBKYETHCA. Pbamniumi
IEHIKO MeTab0Ni3yEThCA B NEYiHUI NepesakHO JI0 aKTHBHOrO 23-O-aeauctiaprdamniunyy. Pudamniuwm I aeaueTHapHbaMniLIn
22025TH08 3 k08I0 Banasko 60% no3uw eusoaTsCA 3 Kanom | 30% i3 ceueio

fraigzuo Tlepion HANiBBHMBCACHHA 3 NIAIMK [30HIA3IMITY CTAHOBHTH Bia | 40 6 rOjIMH Ta CKOPOMYETHCA B NALEHTIE THITY €LBHAKNHA
=ETLETopy. OcHOoBHMT MeTaBoniuIHil IASX — Le aUeTHNIOBaHHS [30HIAIMIY 3 YTBOPEHHAM ALETHIIOHIA3HIY 32 JONOMOroio N-
SETLTTPAHCHEPATN, AKE MICTHTLCA B NEUiHLL T& TOHKOMY KMLEYHHKY. [T0TIM aueTHnizoHiasua rigpomsyeTses 10 130HIKOTHHOBOT
ACWTH A MOHORUETHAriApaskHy  |30HIKOTHHOBA KHC/IOTE KOH'IOMYE 3 INIUMHOM, YTBODIOIOWH I3OHIKOTHHINCAIUKE, @
WHORLETIWINAPAINH HAAAN NINATAC AUSTHAIOBAHHIO 3 YTBOPEHHAM MiaueTwariapasiny. [eakuit nemetafonizosannii izoniasna
oeI0MyC 3 rinpazonamu. MertaGoniTi  i3oHiasuay He MaloTs  npoTHTYDepKynbo3HOi AKTHBHOCTI TAa Ha BIAMIHY BIA
WOHOZICTHIINAPAIHHY, RKHIA MOAKC YTBOPIOBATHCA, BOHH TEKOK MEHII TOKCHUHI,

IEpanmavio, Tepion HamiBBHBENeHHS 3 MUIa3MM nipasHHasMity craxoskrh 8ia 9 10 10 roans Bin mcTalonisyersea nepesakio s
EEIHUI WASXOM FAPOAIZY 0 OCHOBHOFD AKTHBHOrO METaGoniTy — MIPAIMHOEBOT KHCAOTH, %K@ NOTIM TIAPOKCHMIOETLCR 1O
AF0BHOMD NPOAYKTY BHEGACHHA S-riapoKcunipasiuoesol xucnoTi. Bin susoawTsea Ha 70% HupkaMu npoTarom 24 roaMH
2p2ZEHO B (POpMi MeTabonime Ta 4% y GOpMI HEIMIHCHOMO npenapary

Zmawdvmon Tlepion HANiBBMBEACHHS 3 NIX3MH cTaMByToNy CTRHOBHTD 81 3 10 4 roanH. Bin MeTabonizyCrued NEpesmkio i newini

-

& TMEOLITLCS 3AeHINLIOID HHpKami NPpOTAroM 24 roann. Bandeko 20% 1034 BHAOAHTLCA B HEIMINEHOMY BUFNAL 3 KAIOM

Bmacmoain 3 inwmsi Jdikapessnmu 3acobamn
Pubaunnqun. ONHOMACHE BACHBENNA @IKOTOMIO, ALETaMiHO(EHY, 130HIa3HIY 860 HIWHX renaTOTOKCHYHMX MiKiB MOKEe NiABHILYBATH
WETTOTY POIBMTKY [ENATOTOKCHYHOCT!, iHayKopanoi pudamniwiHoy EdexmuauicTs nepopansHux npenaparie. 1o MICTATH CCTPOFCH,
o CTBCR. PHdaMmiuin npHoKoptoe MeTalonisM  BTOBAKYOHY, A3aTIONpHHY, XnopampeHikony, wiufe:ﬁmhw,‘.%wq;iﬁpm,
GIOTHROCTEPOIAIB, KYMAPHHORKX @HTHKOAMYAAHTIE, LWMKIOCTOPKHY, ABNCOMY, Aiasenamy fi iHWWX ﬁcmoj,:.'i'gsi:' ifiie, nnxcil.ﬁikn_'iuy'__‘.
zxany. npotvrpubrosux  3acofis  (KeTOKOHA3OMY, ITpakoHasomy, GykoHasomy), ranonepuiony, ;;ékcp pOITOHY; MeTaN0NY, -
BITOPLTEHI LYKPOSHIKYIONHX 3acoGis, GCHITOIHY. XiHiHy, Cybacanayinty, Tuposciy, Teodininy, ns_f.'z{oﬁ'fnmr);." Géra-GnokaTopin,”
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SHETIORCHHY . JIMFOKCHIY, TIPOTHAPHTMINHIX 3ac06in (Hanpuksan, Ansonipaminy, sepanaminy) Ta Gnoxatopis kansuicsnx kananis,
cxwrazzuo [Ipuraivye nevinkopuis meTabonism kaphamaseniny, eTocykeHMiny, denitoiny, fiazenamy, Tiasonamy, XI0P30KCAIoHY Ta
TEnzaiiEy. MetabonisM enduypany moxe NOCHIOBATHCE ¥ NawiewTis, aki OTPHMYIOTE 130HIA3MIL, 1O MOse MPHIBECTH JIO YTHOPEHHA
DITIRILARG HedipOTOKEHUHIX piBHis drropy. 3owiain NOB'A3YI0TE 31 36ibIUeHHAM KOHUEHTpaWil knodasumity, UHKNOCepUHY i
weganiny O1HovacHe BKUBAHHA NapaneTaMony, ankoromo, pidamniusny abo i FENATOTORCHYHUX NKiB MOMce MigBHILYBaTH
S PUIBHTRY PENATOTOKCHMHOCTI. AHTAWMAM, 1O MicTaTs QOMIHIf, MOXYTH 3aTpHMyBaTH BCMOKTYBAHHA Ta 3HMmyBaTH
Fimt HETPALT 130HIAIMAY B nnasMi [ UOKOKOPTHXOIAHI CTEPOIMH MOKYTH 30inbIIYBATH neyiHkoBI MeTaGonism T&/abo exckpeuito
ez O2i04acHe JacTocy BanHA 3 HHknocepHHoM, aucyabdipamonm abo iHImIMK HEHPOTOKCHYHUMH NiKaMu Mowke 30inLwyRaTH
ITTHL AR Bruke wa LIHC. Mosigomaanocs 1Ip0 B34EMOLIIO 3 KETOKOHA30MI0M | MIKOHZ30IOM,

Zzemweauig. Binomo, mo npoGeneryi Gnokyc supenenns mipHasiHamimy.

Lmiwiimor Omnovacke 34CTOCYBAHHA HCHPOTOXCHUHIX Npenapatis Ta eTaMByTony mMoke notenuiosary HCHpOTOKCHYHI ediern,
TET X HCBPHT J0POBOIO HEpRY i nepudepuyiniii Heppr.

Moxazanns T8 3acTocynanus Vi HOTHPH npenapat y dikcopanmx aosax 3aCTOCOBYIOTHCA 1A NiKYBAHHA NOYATKOROT thazm
BEIHIZ0T0 F NO3ancIreHeBoro TYOEPKYILO3Y ¥ NOPOCIUX NALIEHTIB, AKHM Yhepue JiarHocToBato Ty6epkynLo3 abo neobxinte
JETUOHE TIKYBAHHA,

FIETZHHUCIO 860 HEBPHTOM 30POROTO Hepay

foaeperkenns Heobximo 1 obepeknicnio 3acTocoByBaTH TabaeTin pramriwny 150 mr/ BoHiaMay 75 mr/ mpaiuHaminy
=1 ur eTaubyrony riapoxnopuny 275 mr Y NauEHTIB i3 [OpyIIeHHAM QYHKUIT HUpOK, nopywenHamu 30pY, PH3HKOM DO3BHTKY

namii 360 aediuy nipnaokeHny, BrMOYAIONH NAUICHTIB i3 yKpoBUM aiabeToM, ATKOrOAISMOM, MOPYILEHHAM I XapuyRaHHs,
i nopdipicio, neuxozom abo UYKPOBHM JuabeToM B aHammesi. Moe SHIKYBATHCL ehekT

“EOLOETRHIX KOHTDAUCIITHBIE, TOMY NAICHTKAM PEKOMEHIYETECA NMePeHTH HA HeropMOHANEHI MeToH KOHTpauenii

Apoxaopuay 275 mr, a nauienTa ofcTeniri Y pasi NiATBEPIKEHOrO ypaskeHna nevinks
== ISHOMEHIYCTECH JaCTOCOBYBATH 1ieil npenapar Cnia nposouuT nepionyui ofTanEMonoTIYHI 06CTEMEeHNIA nia Yuc NIKYBanHa
™M fTpenapatom

Kauueporenes, myrarenes i nopymenns depruabnocti Hemae nokasis nonicuoro BnanBy 3 Goky isoniasuzy, pubamni LUHHY,
sTeadGyTony ao nipasiHasiay.

BariThicTs i nakrania Geaneunicrs HOTHPLOX NPENaparie Nij Yac pariTHOCTI Ta nakTauii nobpe suBYeHa

Mebiuni pearniv .
Futavniyun Y AeRIoN natienTis Moxe BHHHKHYTH WKIDHHI CHHAPOM, sKkHil posBHBacTCY uepes 2—3 rosuum nicna 3aCTOCYBAHHA
2240801 460 IHTEpRANLHOI no3u. Moro MPOARI . BKIIOMAIOTH NOYEPBOHINHA 06MIMYs, ceepbid, BHCHN, nompasnenns ouedi 13-
PILHHAR «rpHnonofibunity cuiapom PO3BHBACTLCA nicnA 3—o6 MicaliB inTeppatbHOl Tepanii 3assiuail aozamu 20 mr/kr abo
TLIME. MOME  MpOSBARTHCA XOMatkoto, osnoGom, Gonem y  kicTkax Ta HeamywanHaM,  Tlosinomaanocs npo  BHnauku
2£230MeMOpPaHOIHOTO KONITY. Mose POSBHHYTHCA renatit abo npoapoMantii CHMITTOMH Fenamfty (Hyaora, 61I0BaHKA, He3BHHa
FrnMToRanieT/cnabricts). Pudramniunn moxe sukamkati TpoMBOUHTONCHIO Ta mypnypy. Ak MPaBHAO, NI Yac irreppansioro
SR Tepanii [Hmi rematonorivgi noGivui edieKTH BKITIOYAI0TH eo3utodiniio, nefkonexito Ta TEMOMITHYHY aHEeMil0. Edhexi 4
TOKY HEDBOBOI CHCTEMM BKAKOYAIOTE rOROBHKA Binb, COHMMBICTD. JANAMOPOHEHHA, ATAKCIIO, NOPYWEHHs YyTNHBOCT] (3aHIMiHHg),
CFMUCHHR 30pY T2 M'a308y cnabricte. Tpannanucs BHNanky nopywenna (yHKUil HHPOK | HHPKOROT HegocTaTHOCT] Pudamnium
HSAE CnpiiMEnTH abapeieHta cedi Ta i PIAHK OpraHismy B OpaHKeB0-4epBOHMI konip [Mosinomnsnoca npo nopyienys
MIHTTRVANEHOTD UHETY,
coeiezud, [Tinsuenud PIBEHL neviHkosnX hepmenTis pazoM ia KNHIMHEMA 03HAKAMH FENATHTY, TAKHMH AK HynoTa. Gmosanna aGo
OKICTS. MOMKYTH BKASYBATU Ha YIIKODKEHHA neuinkyn MOmyTs BUHHKaTH po3naan 3 GOKY UITYHKORBO-KHILKOBOTO TpaKTy (HynoTa,
‘88HHA 1" nenarpa) ta peakuii FINEPYYTNHBOCTI (BHCHN 112 WKIPI BRIOYHO 3 GaratodopMHOIO  epiTeMOIO, NHXOMaHKa,
s betenonama. sackyint). Tloninomnsnocs PO Taki reMaTonoriyni NopyweHns, ax cHnepobracTiuHa anemis, arpasynouos,
SMOCITHYHA wiemia, TpoMBounTonenia, COTMHOMIAIA TA, MEHW YACTO, ANIACTHYHA AHeMis Hesponoriuni nopyiiienus BEIIOYAIOTS
TUINCTHYH peakuil Ta cynomy. Takowm NOBIAOMAANOCH NP0 BHNAAKH rinepraikemii, merafoniukoro auHno3y, BOBYaKONoAibHoro
JRAPEMY. PEDMATOILHOIO CHHAPOMY. ATPHMKH CeMi, FHEKOMACTIT Ta HERpUTY 30posoro uepny. [Tepudepuuna Hefiponatia Takow
472 7108’ 933HA 1 IPHIHAYEHIAM 130HIa3K Y
rassasmid. Hafibinsie cephoanolo nobivnoio PCAKLICIO € MenaToTORCHYHICTD, a HACTOTA i1 BHHHKHEHHA, BOYCBMAL, IANCKHTDL Bij
=33 Tinepypitkesia 3a3snvafl suHWKkae neyacto CYNPOBOIUKYETLCA BPTPANTIEIO T4 MOXKE CIPHUMHATH Hamaay nojarpu. Menw
10 OBIIOMAIANOCH PO CRITIOYYTAKBICTY | WKIpHUI BHeHn. lnun noGiyui edbexTh, Npo AKi noBinoMAANOCA, BRmOAN aHopeKcio,
TV Ta BIOnaNNA, HeImyaniy, AMXOMaHKY, cuaepobnacTiyHy aNEMII0 Ta AH3YDilo. :
MBVTOiL PerpobynsGapiiuii HEBPHT 31 SHIKCHHAM FOCTPOTH 30PY. 3BYKCHHA 0718 J0PY. UEHTPatbHE a6o nepHepHyna ckoToMa, .

SAnasa Moxe IHHAYBATHCA HMDKOBKIT Knipenc Ypary, WO NpH3IROAMTE A0 HOro HakommyeHns il Hanauy rocTpoi no,aarpi!,___P_eai&ui.l_
CHEPMYTIHBOCT] AKAIONAIOTE WKIDHHI BHCH, caepbin, nefkoneniio, MxoManky Ta 6oal B cyraofiax Nopywenns 'J;ﬁ'_'y’IHKT,
ETOUAKITR METANEDHA NpHeMaK v pori, HYnoTY. BmoBanka, asopexciio Ta Gink ¥ xusoTi. Jlo imuimx noGiummx CheRTiBBIAHOCATLCH
SILINTAHICTE CRIIOMOCTI, Ae30picirrais. FAMOUMHALIT, rONOBHME Giny. JANAMOPONEHIE. HeLTYHAHNA, WOBTAHMILA 36:95 .'r_ny-mclohc
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NOPYIDEHKS $H mani mauin T2 DeprdepHSIHHA HEBPUT.

MepelniVEAKKAS
Pydizanmmes, =3 Lo0 190 =E TLELTIMIAIOCR TIPO BHNAIXH nepeno3yBaHHA.

. :
* 4s %1 oafo Gibme NOTEHWIAHO TOKCHUHI, & 103 8ia 10 1o 15 r MowyTs ByTH netTanbHumy 6e3

RLINCRLINOND TH 23N
{lipangauess \MascENe Bz 3028 3NIHO 3 PEKOMEHIALLAMH AMEPHKAHCHKOI TOPaKANbHOI cninky Ta LIK3 cranosuTs 2 r Ha 0By
Emaufymat Ha SO00Di B¢ NOBLIOMRIOCA MPO BHNAIXH Nepeno3yBaHHA.

Cnocib xacTocyBagrs T2 1038

[pHAMaRTe TafacTid pHdamnilmiy 150 Mr/ isoniasumy 75 mr/ nipasnsamizy 400 mr/ eramGyTony rinpoxnopumy 275 Mr,
JAMHBAIOTH NOZHOK CILIHKOI BOJIH, 33 OAHY TOAMHY A0 a60 ucpes 2 roJHHK nicna npuioMy ki, OfHaK y BUNALKY TOIPAIHCHHA
LIKT TabaeTcs waana MpHiMaTH 3 bielo. SIKIO BM 33CTOCOBYETE AHTALHIM, WO MICTATL &IOMIHIA, npuitMeaiiTe ix Yepes oaHy
rOAMHY MEax el TaGAETKH. PeKoMEII0RAH] TEPAMNEBTHUHI 1031 HA OCHOBI MACH Tina nauicHTa, AKi NPA3HAYAIOTL JOPOCAHM i JITAM

cTapme |3 poxiB MPOTATOM 2-MiCA4HO nouaTkoBOT hadH NIKYBAHHA

Wee 27 xr 2 tafneTru
AR—7 0 wr 3 TabneTku
AA—Ti0 KT 4 rabnerku

RN SRR 3 Tabnetok

Dupma BHIYCKY
Ynakoska Gnictepin 24 » 28 TabneTok
Ynakonka 1000 HeposthacosaHux TaGNETOK

IncTpyKuii 3 36epiranin 36epirami & CyXOMY NPOXOIOLHOMY wici 3a TeMnepatypH Hiokye 23° C. 3axuILaTH BiL CBITAG.
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[Hpopmauis npo 3a'c':1"6cyaaum nikapeekoro | Jlo peectpauiiiHoro noceinuenns
3acoby, 3aTBepIKeHa 3rigHO 3 HOPMATHBHHMH

BuMoramu BOO3 Ne Mﬁl//é’/jé:/ﬁ{/&.{
Bin //’"f/ﬁ?.‘;&?/ji

For the use only of a Registered Medical Praciitioner or a Hospital or a Laboratory

Rifampicin 150 mg/ Isoniazid 75 mg/ Pyrazinamide 400 mg/ Ethambutol
HCI1 275 mg tablets

Description: Fixed Dose Combination (FDC) antitubercular treatment

Ingredient: 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.

{soniazid is a synthetic, antitubercular agent, which is bacteriostatic against semi dormant bacilli and bactericidal against actively dividing
mycobacteria.

Lyrazinamide 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.

Ethambutol is a synthetic, bacteriostatic antitubercular agent.

Pharmacokinetics:

5 L 151r1outn
Hifampicin: 1s readily absorbed from the gastrointestinal tract, Peak concentrations of about 7 (0 9 ugms/ml appear in the blood 2 10 4 hours
after a fasting dose of 600 mg by mouth although there may be considerable interindividual variation The rate and extent of absurption 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 u fasting dose of 300 mg by mouth. The rate and extent of absorption is reduced by food. Isoniazid i1s not considered to be bound
to plasma proteins and is distributed into all body tissues and fluids, including the CSF.
Lyrazinamide: Pyrazinamide is readily absorbed from the gastrointestinal tract. Peak concentrations of about 33 microgms/ml is observed
after 1.5 g and 59 pgms/ml after 3g appear in the blood after 2 hours and is distributed into all bady 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 s distributed into all body ussues and fuids, 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 1 10 3
hours. In severe hepatic impairment the half lives are prolonged. Rifampicin is rapidly metabolized in the liver mainly to active 25-0-
deacetylrifampicin. Rifampicin and deacetylrifampicin are excreted in the bile. About 60% of the dose is excreted in the faeces and 30% in
the urine

lsomazid. 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 10 Isonicotinic acid and monoacetylhydrazine. Isonicotinic acid is conjugated with glycine to isonicotinyl glycine and
monoacetylhydrazine 1s 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

Lyrazinamide; 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. It is metabolized primanly in the liver and 15 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, acetarminophen, 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
Atorvaquone, Azathioprine, Chloramphenicol, Cimetidine, Clofibrate, conticosteroids, Coumarin anticoagulants, Cyclosporine, Dapsone,
Diazepum and other benzodiazepines, Doxycycline, Azole antifungals (Ketoconazole, ltraconazole, Fluconazole ), Haloperidol,
Hexobarbitone, Methadone, oral hypoglycemic agents, Phenytoin, Quinine, Sulphasalazine, Thyroxine, Theophylline, Zidovudine, Beta ~
blockers, Digitoxin, Digoxin, antiarthythmic agent (e.g. Disopyramide, Verapamil) and Calcium channel blockers

oniazid. 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 [uoride--.,
Isoniazid has been associated with increased concentrations of Clofazimine, Cycloserine and Warfarin, Concurrent use of Pdracgtamo

alcohol, Rifampicin and other hepatotoxic medication may increase the potential for hepatotoxicity. Aluminium comaining-amacids iy 72

delay absorption and decrease serum concentrations of Isoniazid. Glucocorticoid corticosteroids may increase hepatic rniqi:_ab:bffsm 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 edministration 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 HCl 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 HCI 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, Ethembutol and Pyrazinamide.
Pregnancy and Lactation: Safety of the 4 drug is well established in pregnancy and lactation.

Adverse reactions:

Rifampicin._Some patients may experience @ cutaneous syndrome which presents 2 to 3 hours after a daily or inermittent dose i.e. facial
flushing, itching, rash, eye imitation. 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
bady 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 (requency appears to be dose related. Hyperuricaemia commonly
occurs 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. Gl disturbances include metallic taste, nausea,
vomiting, anorexia and abdominal pain. Other adverse effects are confusion, disorientation, hallucinations, headache, dizziness, malaise,
Jjaundice or transient liver dysfunction, and peripheral neuritis.

Overdosage

Rifampicin: No incidences of overdosage reported till date.

[soniazid: 1soniazid 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 afier 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: Wi v e 3R
30-37ke 2 tablets
38-S4kg 3 ablets
55-70kg 4 tablets
71 kg and above 5 tablets




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.
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