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[Tipasunamin TabneTku mo 500 Mr WHOPAR ugactuna 4 W Z "7 ‘5"/0 pesenb 2010 4 ]
(Mixpo Jlabc Jlimitern), TB172 Po3nin 7 oHOBNEHO: KBiTeHb 2020~ & °

1. HA3BA JIIKAPCBKOI'O 3ACOBY
ITipazunamin Tabnetkn mo 500 mMr*

2. SIKICHMH I KNIBKICHHM CKJIAZ

Kosna Tabnetka Mictuts 500 Mr mipazuHaminy.

Koxna tabnerka MicTHTb 124,50 MI TaKTO3H MOHOTipaTy i -
IToBHmii criMcoK TOIOMIKHHX PEYOBHH HABEICHO B po3aimi 6:1i

3. JIKAPCBKA ®OPMA

bini, nmnocki, kpyrii TabneTkH, 6e3 000JI0HKH 31 CKOIEHHMH KpasMH, JiaMeTpoM 12,7 MM, 3
PO3MOALTHEIO0I0 PHCKOIO 3 0JHOT0 DOKY i 03 THCHEHb Ha iHIIOMY 0011, TOBIMHHOKO OJIM3bKO 5
MM.

Tabnaerky MoKHa pO3JLIUTH HA PiBHI MIOJIOBHHH.

4. KJITHIYHI XAPAKTEPUCTHKH
4.1 TepaneBTHYHI NOKa3aHHA

IlipasuHamin tabnerku mo 500 Mr mokasaHuii JIiKyBaHHA BCiX ¢opM TyOepkynsosy (y
koMbiHamii 3 IHIIMMH NOPOTHTYOEpKYNBO3HHMH 3aco0amm), cIpHyYHHeHHX Mycobacterium
tuberculosis.

Cnix posrnsazaté odiuifiHi HaCTAHOBH INOJO JIIKYBaHHS TyOEpKy/JIb03y, HAIPHKIAI, BHOAHI
BO3.

4.2 Cnoci6 3acTocyBanHg Ta 1034

OpanbHe 3aCTOCYBaHHS.

[lipasunamin Ttabnerku no 500 Mr 3aBKAM CIil [pH3HAYaTH B MOENHAHHI 3 IHIIAMH
IPOTHTYOEPKY ILO3HEMHE 3aC00aMH. ;

JobGoBmii pexxum

Jita:
35 mr/kr (30-40 Mr/kr) Macu Tina y BUIIAAL 0AHOPa3oBoi 106080 1034 (2).

Hopocai:
25 mr /xr (20-30 Mr /Kr) MacH Tijia y BUTJIs/1i OZIHOPa30Boi 1060801 1031 (3).

Iepiogmuanmii pexunm
35 mr/kr (30-40 mr/xr) Macu Tisia 3 pa3u Ha THXIECHb.

Kinepkicre Tabaeroxk mipasmmamizy 500 Mr aias JiKyBaHHS BiANOBIIHO 10 BaroBHX
JianaszoHiB

* Toproei Ha3em He mpeksamidikyrorsesa BOO3. Ile BianosinansHicT, 110 NOKNajfeHa Ha
HalliOHAIbHUI OpraH 3 peryioBaHHsA Jikapchkux 3acobiB (NMRA). V nanomy WHOPAR Brnacna
Ha3Ba HAaBOJMTHLCA JIMLLE SK MPHKIIAL. [‘
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[TipazuHamin Tabnetku no 500 mr WHOPAR uactuna 4 Bepezens 2010 1 ‘
(Mixkpo Jla6c Jlimiten), TB172 Po3ain 7 oHOBNEHO: KBiTeHE 2020 ~* &

JoboBuii pexnm

Bara B kr 20-25 >25-30 >30-50 >50-65 >65-75 >75

Kinekicts  Tab- 1.5 2 2.5 3 3.5 4
JIETOK Ha ZIeHb

Ilipasunamin 500 mr Tabnetkn OakaHo mpumitmatd Oe3 Dki. Tabnerku OaxkaHO KOBTATH

IUIMMH, 3aHBAIOYH BOJOIO. Y MAIi€HTIB, AKi HE MOXKYTh KOBTATH TaOJeTKH IUIMMH, X &
MO>KHa IOAPIOHHUTH Ta 3MIINATH 3 HEBEIHKOKKUIBKICTIO 1k, 100 3amackyBat cMak. Cymim ¥ K
CIIL IPUMMaTH HeraiHo.

ITipasunamin 500 Mr TabieTKu He MIAXOAATH IS JIIKyBaHHS MAIi€HTIB i3 Barowo Mexme 20 KT,

OCKIJIBKH HEMOKJIHBO 3pOOHTH BiMOBIIHI KOPEKIIii T03H.

Topywenns gpynxyii nupok:

Kopexuis n1o3u HeobXinHa y manieHTiB 3 KiipeHcoM KpeatHHiHy <30 mMi/xB. PekoMeHIyeThes
npu3Hayatd 20-30 MI/Kr Ha 103y TpHYi HA THXKAEHD (He IOIHS).

ITanienTn Ha remomianizi: y mui miamizy Ilipasunamin Tabnetkd mo 500 Mr moBMHHI GyTH
IIPUHHATI ICIA ceaHcy miamisy.

Hopywenns ynxyii nevinku:
ITipa3uHamiz He il 3aCTOCOBYBATH MPH BAXKKHX 3aXBOPIOBAHHAX MediHkH (uB. Po3min 4.3).

Himu ma nioaimiu.

BianoBimHUX DOCTiHKEHD MO0 3aleKHOCTI edeKTiB mipasnHaMiay Bif BiKy y IegiaTpHuHii
nonyJsuii He npoBo K. OIHAK, )KOAHUX CIIEMUIYHIX MPoOIIeM 3aCTOCYBaHHS JTIKapCHKOTO
3aco0y B nexiaTpii He 3adikcoBaHoO.

Tpueanicmv mepanii:

¥V crangapTHOMy JiKyBaHHI TyOepKynbo3y Mipa3WHaMill 3aCTOCOBYEThCS B SKOCTI MEpINOl
NiHil Tepamii NpOTArOM NepIIHX 2 MicsliB Tepamii y moeaHaHHi 3 aBoMa abo TphoMa
JOJaTKOBHMH IpenapataMu. OIHaK TPHBACTh NMPOTHUTYOEPKYIIbO3HOI Tepartil 3aIeKuTh Bij
oOpaHoi cxemH, KIiHI4YHOI Ta peHTreHorpadiqHoi BiANMOBIAI -XBOpPOro, pe3yJbTATIB
JOCTI/KEHHs Ma3Kka, 4YyTJIHBOCTI KyJBTYpH Ta i30i4TiB Mycobacterium tuberculosis Bix
JAHOTO MaIierTa abo BiJI I1i/103pIOBAHOIO JIKepena thbeKui'l'

Sxmo Teparmis NepepHBACTLCA, rpa(bu( JIKYBaHHS CIIiJ MPOJOBXKHUTH A0 OUIBII IMi3HBOI JaTH
3aBEpIICHHS 3aIEXKHO, HANPHUKIAA, BiJ TPUBAIOCTI MEpepBH, dacy ii mij 9ac Tepamii (Ha
panHiil abo mi3Hii cTanii) abo cTaHy namienTa (IuB., HanpuKIad, pekoMenaanii BOO3 moao
NIKyBaHHS TyOepKyJIb03y).

4.3 Ilporunmoka3zaHHs

[ipazunamia Tabnerku 1o 500 Mi NpOTHIIOKAZaHMH DauicHaM i3

- MiIBUIIEHOIO 9y TJIMBICTIO JI0 {0401 pedoBHHHU 260 10 Oy Ib-AKO1 3 IONOMIKHHX PEYOBHH,
- 3 TSOKKHM NOpYIIEHHSIM poOOTH nedinku abo

- TOCTPOIO ITOJArPOIO.

4.4 CroenianbHi 3acTepeskeHHs Ta 3an001KHI 3aX0/1H
[lanienTy, mo no4ynHarote npuitMaTi Ilipazunamin Tabnerku mo 500 Mmr, noBuHHI POOHTH
aHam3 Ha 0a30BMH pIBEHB CEYOBOI KHCIOTH B CHPOBATIi KpoOBI 1 BH3HAYeHHS QyHKIIl
IEYIHKH. |

!
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[Tipasunamin Tabnetku mo 500 mr WHOPAR nactnHa 4 Bepezens 2010
(Mikpo Jla6c Jlimiten), TB172 Poanin 7 onorneno: xeitens 2020

V namieHTiB 3 BaKKHUM NOpYyIIeHHsM (QyHKIIT HUpOK (kKiIipeHc kpeaTuHiHy <30 Mi/XB) J103y
cai kopurysartu (auB. Posgin 4.2).

[Tamientam 3 nopymeHHsM (yHKIII HHpOK, mojarpor abo niaberoM B aHaMHe3l, CITifg
3HAXOJUTHUCS M1/l PETEEHIM HaTJIA/IOM.

Komu ne MOXIHBO, CiJl YHHKAaTH 3aCTOCYBaHHS Iipa3WHaMIiJy y MAli€HTIB 3 TOMepeaHiM
ne4diHkoBuM nopyeHHsM (AJIT> 3 x BMH) yepe3 pu3HK TOKCHYHOCTI JUIS TIe4iHKH (4).

3a namicHTaMH 3 IiJABHINEHHM DPH3HKOM II€4iHKOBOI HEJOCTATHOCTI, TAKHMH, IO MAaOTh
TEIaTHT, NMOB'A3aHUI 13 3AIEKHICTIO (HAPHKIIAL, NAICHTH 3 BHCOKHWI PIBHEM CIIOKHBAHHS
AJIKOTOJII0) CIIL YBaYKHO CTEXUTH (4).

Y BeciX DaUieHTIB mif 4Yac JIKyBaHHS IipasHHAMIIOM Ta6neTKaMH mo 500 Mr cmig
KOHTPOJIOBATH piBeHb CHPOBATKOBOI TpaHcaMmiHasu. SIKIIO piBeHb TpaHCaMiHa3 MEpEBHINYE
I’ ITHKPAaTHY BEPXHIO MEXy HOPMH, i3 cuMmnToMamu abo Oe3 Hux, abo BTpUYl IepeBUILyE
BMH i3 cumnroMaM# XOBTSHHMII Ta / ab0 rematuTty, npuiioM tabieTok mipasaHaminy 500 mMr
CIIL IPUITHHUTH 1 He BiIHOBIIOBATH (4).

lepexpecna yymaugicms:

ITamienTH, SKi MalOTh TiNEPYyTIHBICTH A0 €TIOHaMiTy, i30Hia3uay, HiauuHy (HIKOTHHOBOI
KUCJIOTH) ab0 IHIIMX XIMIYHO MOB’S3aHMX JIKiB, TAKOXX MOXYTh OyTH rinep4yTIHBHMH 0
Tabnerok mipasuHaminy mo 500 mr.

Lonomidxcni peyoeunu:

Ilipasunamin Tabnetku mo 500 Mr mictaTh nakTo3y. IlamieHTH 3 piAKiICHHMH CIIaIKOBHMH
npobeMaMH HENEpPEeHOCHMOCT! TalakTo3W (HANpHKIAN, ranakrozemis, JediluT IaKTasd
Jlanma abo MampaOcopOuifs  IIIOKO3U-TAJIAKTO3H) MOMKYTh  BIJYYBaTH CHMIITOMH
HEMepeHOCHMOCTI IIPH iX 3aCTOCYBaHHI.

4.5 B3aeMmopis 3 iHMAMH JiKapcbKHMH 3aco0aMH Ta iHIIi BHIH B3aeMOJIIiL.

IIpobeneyuo: IcHye ckianHa ¢apMakoKiHETHYHAa Ta (apMakoAMHAMIYHA JBOCTOPOHHS
B3aEMOJIiS MK mipasuHaMizoM i mpoOeHeuuaoM. BiamoBimHol m03u mpoOeHemuMmy OpH
CIILIBHOMY JIIKyBaHHI He OyJio BcTaHOBIeHO. ToMy CIiJi YHHKAaTH iXHBOrO OJHOYACHOTO
3acrocyBanHA (5).

Anonypunon:  OpgHodacHe 3acrocyBaHHS mimBuimyBanio AUC -akTHBHOro MetabomiTy
nipa3HHaMiy, Tipa3HHOBOI KHCIOTH, mpuOIH3HO Ha 70% (6). OcKiibKH Mipa3MHOBA KHCIOTa
inribye BHMBEJEHHS YparTiB, QJIONMypHHON HEe e(EKTHBHHI sl JIKyBaHHS TIilepypHKeMil,
OB’ 43aH0i 3 mipasuHaminoM (7).

Ognoxcayun i nesognoxcayun: CHiIbHE JIKYBaHHS MipasHHaMigoM i OyIp-fKHM 3 IHX
¢TopxiHONMOHIB Oyno NOB'A3aHO 3 BHCOKOK YACTOTOK MOOIYHHX SIBHIN (HAIPHKIAL,
IIe4iHKOBHX, IILTYHKOBO-KHIIKOBHX, 3 OOKY OIOPHO-PYyXOBOTrO amapary), 0 IPH3BOIHIO JI0
npunvHeHHs Tepamii (8, 9). Komm cninbHe miKyBaHHS BBa)XKA€THCS HEOOXIAHHM, CIIiJ
3aCTOCOBYBATH PETEILHUH MOHITOPHHT OE3IEKH.

Chninbne JIKyBaHHA —2enamomoxcudnuMu npenapamami  (HAUPHKIAN, pPRGAMEILHHOM;
130Hia3HI0M, €TIOHAMIZIOM): IIOTEHIIOE FeNAaTOTOKCHYHICTE (4).

ITipa3suHamia MOKe MEPENIKo/KaTH OKa3HHKAaM CEYOBHX K€TOHOBHX TECTIB, UL MPOBEACHHS
SKHX BUKOPHCTOBYIOTh HAaTpiH-HiTponpycuauuit metox (10).

4.6 BariTtHicTs Ta JaKTANiA

He mnosigomnsnocs mpo nobiuni edektd mipasmHamimy Ha g, Opsak #Horo morpiGHO
BHKOPHCTOBYBATH, JIMIIE KOJIU NIEPEBAr NIEpeBUIIYIOTh NOTeHIIHHI pusuky (11).
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IlipasuHaMin BHBOMHUTBCS 3 IPYJAHMM MOJIOKOM rOAyIouux matepiB. He moBigoMisiocs mpo
HECTIpHATIMBI edexTH y aitei (11).

4.7 3paTHicTH BINIHBATH HA MBHAKICTH peakiii NpH KepyBaHHI aBTOTPaHCHOPTOM a6o
iHIHMHE MeXaHi3MaMH.

He Oyno mpoBeneHO >KOAHMX TOCTI/UKEHb INOAO BIUIMBY Ha INBHAKICTh peakiii NpH
KEpyBaHHI aBTOTPAHCIOPTOM a0 iHITMMH MeXaHi3MaMH. l'[p()Te Il 4ac OLIHKH 31aTHOCTI
naiieHTa KepyBaTH aBTOMOOLIEM -3a THIIMMH MEXaHi3MaMH CJIijI BpaXOBYBATH HOTO KIIHIYHH
crad 1 mpodins nobivnux ebekris [Tipazuaaminy Tadrerok mo 500 mr. ¥

4.8 Tlobiuni peaxmii

HaiiBaXXTMBIIINM HECIPHATIMBEM e()eKTOM mpaauHaMlny € YPaKEHHs NEYiHKH, NOYHHAIOYH
BII O€3CHMITOMHOIO IIBHINEHHS PIBHS CHPOBATKOBHX TpaHCaMiHa3 10 CHMITOMATHYHOL
JUCQYHKIIT NEYiHKH, a B PLAKICHMX BHIGJKaX i JeTaJbHOI IEYiHKOBOI HemoCTaTHOCTI (4).
Huxue naBezieHl no0i4HI peakllii, 1Mo MoB'A3aHi 3 JTIKyBaHHAM ITipa3HHAMIIOM, 338 CHCTEMaMH
OpradisMy, KiacaMH oOpraHiB Ta dactororo. OIiHKa 9acTOTH dYacTo He 0a3yeThes Ha
PaHZIOMi30BaHOMY JIOCTI’KEHHI aJeKBaTHOTO pO3Mipy, aje ONHpAEThCA Ha OIyOIiKoBaHi
JaHi, OTpEMaHi ]| Yac BUKOPUCTAHHS IiCIs BUXOMY Ha pMHOK. YacTo JaHi Ipo ¥acToTy He
MOXKHA HaBeCTH. 3a 9acTOTOK MOOI4HI peakiil MOAiISIOTECS Ha Ayke mommmpeni (> 1/10),
nommpeni (>1/100, <1/10), wewacri (> 1/1000, <1/100), piakicui (> 1/10000, <1/1000), xyxe
piaxicHi (<1/10000), «HeBizoM0».

Po3znaou nepsosoi cucmemu:
Hesinomo: ronoeHuii 611k, 3an1aMopoYeHHS, HEPBO3HICTh, 6E3COHHS.

LlInynxoso-xkuuikosi po3naou:
[Tommpeni: Hy 0T, OMOBOTA.
Hesinomo: cra3Mu B JKHBOTI, aHOPEKCis.

I'enamobiniapni nopywieHns:

Jly>xe yacTo: miABHIIEH] PiBHI ()epPMEHTIB [IEHiHKH. :
Hewacro: xoBTSHMIIS.

PinkicHi: ne4iHKOBa HEIOCTATHICTD.

Memabonizm i nopyuienna xapuyeanms:
Jly>xe yacTo: rinepypukemis.
Jly>xe pinko: nenarpa, 3aroctpeHHs nopdipii.

Poznadu nupoxk i cevosudinenns
Hesinomo: iHTepcTHIIATBHUI HEQPHT.

Poznaou wxipu ma niowkipnoi knimkoeunu:
PinxicHi: BUCHII, peaKIlis CBITIOY TIIHBOCTI, KPOIMB’ THKA.

3azaneui posnaou
Jlyxe 9acTo: npoMUBaHH:A
Hesinomo: He3 Ty KaHHS, TMXOMaHKa, CXyJHEHHS, allepriyni peaxiii.

Posznaou kpoei ma rimgpamuunoi cucmemu:
HeginoMo: aHeMmist, TpoMOOLMTONEHIS, HEHTPOIIEeHis.
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[Tipasunamin Tadbnetku rno 500 mr WHOPAR uactuna 4 Bepezens 2010

(Mixpo Jlabc Jlimiten), TB172 Posmin 7 onorneno: kgiteHs 2020 §0 A
sk

Po3naou onopro-pyxoeozo anapamy:

Jy:ke gacto: apTpairis.

HeBiioM0: noiarpuyHuii apTpuT.

Cyounni nopyuienHs:
Herinomo: rimeprensis.

s T

4.9 TIlepenozyBanHs
Cumnmomu. JlaHi 010 nepeao3yBaHHs nipasnﬂaMiﬂy obmesxeHi. OiHaK MOXKYTh BHHHKHYTH
TOKCHYHICTG JUIS IEYiHKH Ta TiepypHKeMis.

Jlikyeanns: bmoBauus Ta NPOMHBAHHS ILTYHKA MOXKYTh OyTH KOpHCHI/IMPI SKIIO MOYaTH
IPOBOJIHTH IX IPOTATOM JEKLIBKOX rojuH micist npuiiomy [lipasusaminy. [lani nikyBanus mo
CyTi € CHMIITOMAaTHYHHM; crerudidHoro anTuaoTy Hemae. Ilipazunamin mianizyerscs (12).

5.  ®APMAKOJIOI'TYHI BJJACTHBOCTI

5.1 ®apmakoauHaMidHI BJIaCTHBOCTI

®apmaxoTepanesTuuHa rpymna: [Ipotutybepkynpo3Hi 3acobu.
Kon ATX J04A KO1.

BaactuBocTi

ITipasunamin BHABISE OaKTepHUOHOHY [iI0 NPOTH BHYTPINIHBOKIITHHHHX MikoOaKTepii
TyOepKynbo3y (13).

Mexanism it

Ilipasunamix - ne rnpoupenapar, skuii epeTBOPIOETECS B CBOKO AKTHBHY (HOpPMY, MipasHHOBY
KHCJIOTY, 3a JIONOMOTOl0 MikoOakTepialbHOro (epMeHTy Iipa3uHaMijasd, a TakoXK yepes
merabomism y mneuinmi. [lipasuHoBa KHcnoTa € OaKTEPULMIHOK MNPOTH MikKobaKTepii
TyOepKyIb03y IPH KHCIOTHHMX 3HaveHHsX pH, ane He npu HehrpansHomy pH (13). Tounmii
MexaHI3M Jii HeBimomuid. [TipazwHamil HeaKTHBHMI IOM0 aTHIOBHX Mikobaktepiit (13).
CTiliKiCTh IIBHIKO PO3BHBAETHCS, AKINO ITipa3sHHaMII BHKOPHCTOBYETHCS SK €IHHHM
IPOTHTYOEpKYIb03HU# 3acid (10).

5.2  ®dapmakokiHeTHYHi BJIACTHBOCTI

Abcopbyis:

[Tipasunamiz Maiike TIOBHICTIO BCMOKTY€EThCS 3 IILTyHKOBO-KHIIKOBOro Tpakty (10).

Ilicis omHOpazoBoro BBeeHHS OxHiel TaOneTkd mipasmHamimy 500 Mr y 3I0poBHX
100poBOIIBIIB cepenne 3HaueHHsT Cmax mipazuHaMigy (SD) cranoBumo 9,4 mxr/mi (+ 2,62), a
BijnoBigui 3HaveHHs AUCo. cranoBwim 98,9 Mxr*rog/min (£ 32,2) a AUCO-inf cradoBuia 114
MKr*rom/mia (£ 31,1). Cepenne 3HaYEHHS tmax 1upaSHHAMITY-CTaHODRS 1,6 (& 0,94) roauuu. «..

Posznooin:

[TipasuraMii IMPOKO PO3MOJINAETLCS B TKAHWHAX Ta piAMHAX opraHizmy. IloBimomisuiocs,
o o6'em posnoxairy craHoButhk 0,57-0,84 1/ xr (10). 3B sa3yBanHs mipasuHamigy 3 Oinmxamu
IUIa3MH € HU3BKUM, Npuonusno 10-20% (14).

Memabonizm:
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ITipasunamin Tabnetkn no 500 mr WHOPAR ygactuHa 4 Bepesens 2010
(Mixpo Jla6c Jlimiten), TB172 Po3nin 7 oHOBNEHO: KBiTeHE 2020

[TlipasHHaMia TiIpomi3yeThes MIKPOCOMAIBHOK JIe3aMiHA30k0 [0 aKTHBHOTO MeTaboliTy,
Mipa3uHOBOI  KHCIIOTH, SKHMH TIOTIM TiIPOKCHIIOETBCS KCAaHTMHOKCHIA3c:id JO0  5-
IiIpoKCHITIpa3oHOBOI KHEaoTH (10).

Bugedennsi:

[TipazuHaMig BUBOAUTHCA HUPKAMHU, IEPEBAXKHO Y GopMi pizHUX MeTabouiTiB. IIpubamsno 3%
N03H MipasHHaMily BHBOAHUTECY Y He3MiHHoMy Buriaai (14). Ilepion HamiBBHBEIEHHS
mipasuHaMimy craHoBUTh Hpubmu3Ho 10 romuu. Ilepiog HamiBBUBEIEHHS &KTHBHOTO
MeTaboMNITy Iipa3HHOBOI KHCIIOTH Hic/Is OJHOPAa30BOr0 NMPHHOMY CTaHOBUTE NpubmmuzHo 10-
20 romguH (15,16).

dapmMaKoKiHeTHKA Y OKpPeMHX MOIYJISisAX

Iopywenns ¢yuryii nupox: IlipasuHaMin BHBOJUTHECS HAPKAMH, TOJIOBHHM YHHOM y (opMi
aKTHBHOTO MeTabomiTy mipa3wHOBOI kKuciaoTH. OTKe, HO3H MipasHHAMITy cil, HMOBipHO,
3MCHIIMTH Yy TAlll€HTIB 3 HUPKOBOK HEIOCTATHICTIO. J[OCHI/DKEHHS OIHOPa30BOi /03U Y
XBOPHX Ha TIeMOJiaii3i MOpIBHAHO 31 3JOPOBHMH KOHTPOJIIMH IIOKa3ajno NpHOIH3HO
nsopazoBe 30utemenHs AUC mipasunamimy Ta S5-kpatHe 30impmerHs AUC mipasunHOBOL
kucnotd. Ilepion HamiBBHBEIEHHS MipasHHaMIDy Ta Iipa3MHOBOI KHCJIOTH OIIIHIOBABCH
BIINOBITHO 5K 26 Ta 22 rogusH (15).

THopywenna ¢ynxyii  newinku: ORHOZO30Be mapaleilbHe TPYNOBE MIOCTIDKEHHS, IO
HOpiBHIOBAIO (hapMaKOKIHETHKY IMipasHHaMily y MaIli€HTIB 3 TSKKAMH 3aXBOPIOBAHHIMH
nedyinkd (rimoansOyminemis, minBumenHs piHg MHB, acmur, y 6inpmocti BHmankis
rinepOitipyOiHeMis) Ta y 310poBHX J0OPOBOJIBIIB, NPOAEMOHCTPYBATIO 3HHKEHHS KIIPEHCY
nipasunaminy Ha 40% Tta 36inbIIeHHs BTpHYi BIUIMBY IIiPa3HHOBOI KHCJIOTH. Ilepiof
HaliBBUBEJICHHS Mipa3sHHaMigy Ta MipasMHOBOI KHCJIOTH 30inbimuBes npubimsHo Ha 60% ta
100% BignoBigso (16).

5.3 Moxainiumi naumi 3 6esnexn

JloxJtiHiYHI aHI He mokKaszaad ocoOimBoi HeOe3nmeKH Ui JojAeil Ha OCHOBI TpamuIliiHHUX
JociipkeHb Oe3nexku 3 ¢apmaxosorii, TOKCHYHOCTI IPH MOBTOPHIH /1031, FTeHOTOKCHYHOCTI,
KaHIIEpOTeHHOIr0 NOoTeHLiary abo penpoLyKTHBHOI TOKCHYHOCTI.

6. ®APMAIEBTHYHI XAPAKTEPUCTHKH

6.1 CnHcok I0NOMDKHHX peq0OBHH

Kpemuiro [ioKcHA Kooimuuii Ge3BOMHME, KacTOpOBAa OJNif TIif[pOTeHi30BaHA, IAKTO3H
'MOHOT1JIpAaT, KPOXMaJlb KyKYypYI3SHHH, KPOXMaJb IONEPEIHBO SKEIAaTHHH30BAaHHM 1 TalbK
OYHIICHHHI

6.2 Hecymicuicme.
He onucano.

6.3  Tepmin npudoamuocmi.
36 MicsIiB.

6.4  YmoBmu 30epiranns.
36epiratu npu Temneparypi ve Buie 30° C.

Cropinka 7 3 15

i

e

J



Hia
GRE

ITipasunamin tabuerku no 500 mr WHOPAR gactina 4 Bepesens 2010 4 »~
(Mikpo Jla6c Jlimiten), TB172 Po3pin 7 oHoBNeHO: KBiTeHb 2020 -

r-
(S

36epiraTH B HEJOCTYTHOMY IS AiTeH Micli.

6.5 VYmakoska

1000 TabneTok y 3aKpUTOMY IIOJi€THIEHOBOMY IakeTi, Bcepeauni konredHepa 3 ITEHIL] i3
CHITIKAreJieM Ta alOMiHIEBHM FepMETHYHHM YIIIEHIOBAYEM.

Kapronna ymakoska (100 tabnetokx) mo 10 GmicrepHux cmyxok mo 10 tabnetox ado (90
TabneTok) mo 9 GmicTepEux cMy)ok mo 10 TabneTok: mepBHHHA YIAKOBKa - ne Onictep 3 i
amominieBoi Gousru Ta [IBX / [TEBII-donsi . WA

Kapronna ymakoBka (672 Tabnerku) 3 24 OmicTepHHX CMYXKOK, KOXHa mo 28 TableToK:
NEpPBHHHA YIIAaKOBKa - 11 Oiictep 3 amoMinieBoi ¢onsru Ta [IBX / ITEBIL-donery.

6.6 OcobHBI BAMOTH MO0 YTHIII3AMIT

Hemae oco0nHBHX BHMOT 0 yTHITI3ALII.

Byne-skuii HeBHKOpHCTaHME INiKapchKuil 3aci® abo Bigxoau MalTh OYyTH YTHII30BaHI
BiZIIIOBITHO 40 MICIIEBHX BHMOT.

7. INOCTAYAJIBHHUK

Mixkpo Jlabc JlimiTen

Ne 31, Peiic Kope Poyn
bBanranop

Kapnaraxa 560001

Innis

Ten.: +91-80-2237 0451-54
®akc: +91-80-2237 0463

8. PE®EPEHTHHI HOMEP BO3 (ITPOTPAMA I[PEKBAJII(DII{AII]T)
TB172

9. JIATA IIEPIIOI MPEKBAJII®IKAI[II/OCTAHHBOI PEKBAJII(D}KAmi
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Pyrazinamide 500 mg Tablets WHOPAR part 4 arch 2010
(Micro Labs Limited), TB172 Section 7 updated: April 2020

1. NAME OF THE MEDICINAL PRODUCT

Pyrazinamide 500 mg Tablets*
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains pyrazinamide 500 mg
Each tablet contains 124.50 mg of lactose monohydrate
For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

12.7 mm white, flat, circular bevel-edged uncoated tablets with a break line on one surface and plain
on the reverse. The tablets are about 5 mm thick.

The tablet can be divided into equal halves.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications:

Pyrazinamide 500 mg Tablets is indicated in combination with other antituberculosis agents for the
treatment of all forms of tuberculosis caused by Mycobacterium tuberculosis.

Consideration should be given to official guidelines on treatment of tuberculosis, e.g. by WHO.
4.2 Posology and method of administration
Oral use

Pyrazinamide 500 mg Tablets must always been given in combination with other antituberculosis
agents.

Daily regimen

Children:
35 mg/kg (30-40 mg/kg) body weight as a single daily dose (2).

Adults;
25 mg/kg (20-30 mg/kg) body weight as a single daily dose (3).

Intermittent regimen
35..5/kg (3L 0 mg/kg) body weight - times a vk, - ;
Number of Pyrazinamide 500 mg Tablets for treat::ent according to weight bands

* Trade names are not prequalified by WHO. This is the national medicines regulatory authority’s (NMRA)
responsibility. Throughout this WHOPAR the proprietary name is given as an example only.
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Daily regimen

Weight in kg 20-25 >25-30 >30-50 >50-65 >65-75 >75

Number of tablets per day 1.5 2 2.5 3 3.5 4

Pyrazinamide 500 mg Tablets should preferably be taken without food. Tablets should preferably be ny !
swallowed whole with drinking water. In patientc unable to swallow the tablets whole they can be :
crushed and mixed with a small amount foord to mask the taste. The mixture should be taken
immediately.

Pyrazinamide 500 mg Tablets is not suitable for patients weighing less than 20 kg, as appropriate dose
adjustments can not be made.

Renal impairment:

Dose adjustment is necessary in patients with CrCL <30 ml/min. It is recommended to administer 20-
30 mg/kg per dose three times per week (not daily).

Patients on haemodialysis: On dialysis days, Pyrazinamide 500 mg Tablets should be administered
after the dialysis session.

Hepatic impairment: Pyrazinamide must not be used in severe liver disease (see section 4.3).

Children and adolescents: Appropriate studies on the relationship of age to the effects of
pyrazinamide have not been performed in the paediatric population. However, no paediatrics-specific
problems have been documented to date.

Duration of therapy: In standard, first-line treatment of Mycobacterium tuberculosis, pyrazinamide is
used during the first 2 months of therapy, in combination with two or three further drugs. However,
the duration of antituberculous therapy depends on the regimen chosen, the patient’s clinical and
radiographical responses, smear and culture results, and susceptibility studies of Mycobacterium
tuberculosis isolates from the patient or the suspected source case.

If therapy is interrupted, the treatment schedule should be extended to a later completion date
depending, e.g. on the length of the interruption, the time during therapy (early or late) or the patient’s
status (see e.g. WHO guidelines on treatment of TB).

4.3 Contraindications

Pyrazinamide 500 mg Tablets is contraindicated in patients with

- hypersensitivity to the active substance or to any of the excipients
- severe liver impairment or

- acute gout

4.4 Special warnings and special precautions for use

Patients started on Pyrazinamide 500 mg Tablets should have baseline serum uric acid and liver
function determinations.

In patients with severe renal impairment (CrCl < 30 ml/min) the dose should be adjusted (see section
4.2).
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Patients with impaired renal function, with a history of gout or with diabetes should be carefully
monitored.

Whenever possible, the use of pyrazinamide should be avoided in patients with preexisting hepatic
impairment (ALT=> 3 x ULN) due to the risk of liver toxicity (4).

Patients at increased risk for hepatic impairment, such as drug-related hepatitis (e.g. patients with a
high level of alcohol consumption) should be followed closely (4). :

In all patients, serum transaminase levels should be monitored during treatment with Pyrazinamide
500 mg Tablets. If transaminase levels exceed five times the ULN, with or without symptoms, or
three times the ULN with jaundice and/or hepatitis symptoms, Pyrazinamide 500 mg Tablets should
be discontinued and is not to be resumed (4).

Cross-sensitivity:
Patients hypersensitive to ethionamide, isoniazid, niacin (nicotinic acid), or other chemically related
medications may also be hypersensitive to Pyrazinamide 500 mg Tablets.

Excipients:

Pyrazinamide 500 mg Tablets contains lactose. Patients with rare hereditary problems of galactose
intolerance (e.g. galactosaemia, the Lapp lactase deficiency or glucose-galactose malabsorption) may
experience symptoms of intolerance when using it.

4.5 Interaction with other medicinal products and other forms of interaction

Probenecid: There is a complex pharmacokinetic and pharmacodynamic two-way interaction between
pyrazinamide and probenecid. The appropriate dose of probenecid in co-treatment has not been
established. Therefore, concomitant use should be avoided (35).

Allopurinol: Co-administration increased the AUC of the active metabolite of pyrazinamide,
pyrazinoic acid, by approximately 70% (6). Since pyrazinoic acid inhibits urate elimination,
allopurinol is not effective in treating pyrazinamide-associated hyperuricaemia (7).

Ofloxacin and levofloxacin: Co-treatment with pyrazinamide and either of these fluoroquinolones has
been associated with a high levels of adverse events (e.g. hepatic, gastrointestinal, musculoskeletal).
leading to discontinuation of therapy (8,9). When co-treatment is deemed necessary, careful safety
monitoring should be applied.

Co-treatment with hepatotoxic drugs (e.g. rifampicin, isoniazid, ethionamide): Co-treatment may
potentiate hepatotoxicity (4).

Pyrazinamide may interfere with urinary ketone determination tests that utilise the sodium
nitroprusside method (10).

4.6 Pregnancy and breast-feeding

No adverse effects of pyrazinamide on the fetus have been reported. However, it is to be used only
when the benefits outweigh the potential risks (17).

Pyrazinamide is excreted into the breast milk of breast-feeding mothers. No adverse effects in the
baby have been reported (11).
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4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. Nevertheless,
the clinical status of the patient and the adverse reaction profile of Pyrazinamide 500 mg Tablets
should be borne in mind when considering the patient’s ability to drive or operate machinery.

4.8 Undesirable effects

The most important adverse effect of pyrazinamide is liver damage, ranging from asymptomatic
increases of serum transaminases to symptomatic liver dysfunction, and in rare cases also fatal liver
failure (4). Adverse events considered at least possibly related to pyrazinamide treatment are listed
below by body system, organ class and frequency. Frequency estimates are in many cases not based
on adequately sized randomised trials, but on published data generated during post-approval use.
Often, no frequency data can be given. Frequencies are defined as very common (> 1/10), common
(= /100, <1/10), uncommon (> 1/1000, <1/100), rare (> 1/10000, <1/1000), very rare (<1/10000),
‘not known’.

Nervous system disorders:
Not known: headache, dizziness, nervousness, insomnia.

Gastrointestinal disorders:
Common: nausea, vomiting
Not known: abdominal cramps, anorexia.

Hepatobiliary disorders:

Very common: Increased liver enzymes
Uncommon: jaundice

Rare: liver failure.

Metabolism and nutrition disorders
Very common: hyperuricaemia
Very rare: pellagra, aggravated porphyria.

Renal and urinary disorders
Not known: Interstitial nephritis.

Skin and subcutaneous tissue disorders:
Rare: rash, photosensitivity reaction, urticaria.

General disorders

Very common: flushing

Not known* malaise, fever. weight loss. allergic reartinns
Blood and lymphatic systems disorders:

Not known: anaemia, thrombocytopenia, neutropenia.

Musculoskeletal disorders:

Very common: arthralgia
Unknown: gouty arthritis.
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Vascular disorders:
Not known: hypertension.

4.9 Overdose

Symptoms: Data on pyrazinamide overdosing are scarce. However, liver toxicity and hyperuricaemia
" might occur,

Treatment: Emesis and gastric lavage may be of value if undertaken within few hours. Further
treatment is essentially symptomatic; there is no specific antidote. Pyrazinamide is dialyzable (12).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Antimycobacterial

ATC Code: JO4AKO01

Properties
Pyrazinamide is bactericidal against intracellular mycobacterium tuberculosis (73).

Mechanism of action

Pyrazinamide is a prodrug that is converted into its active form, pyrazinoic acid, by a mycobacterial
enzyme, pyrazinamidase, as well as through hepatic metabolism. Pyrazinoic acid is bactericidal to
Mycobacterium tuberculosis at acid pH values but not at neutral pH (13). The precise mechanism of
action is unknown. Pyrazinamide is inactive against atypical mycobacteria (13). Resistance develops
rapidly if pyrazinamide is used as sole antitubercular agent (10).

5.2 Pharmacokinetic properties
Absorption:
Pyrazinamide is almost completely absorbed from the gastrointestinal tract (10).

Following single dose administration of one tablet Pyrazinamide 500 mg in healthy volunteers, the
mean (SD) pyrazinamide Cmax value was 9.4 pg/ml (+2.62) and the corresponding values for AUCo.
was 98.9 pg*hr/ml (£32.2) and AUCo.inr was 114 pg*hr/ml (+31.1). The mean pyrazinamide tmax value
was 1.6 (L 0.94) hours.

Distribution:
Pyrazinamide is widely distributed to most fluid compartments and tissues. The volume of
distribution has been reported as 0.57-0.84 I/kg (10). The plasma protein binding of pyrazinamide is

1,.“,’ qr“,.m,:m.-.f,.h, 10000 71 4)
i b - ~ e
Metabolism:

Pyrazinamide is hydrolysed by a microsomal deaminase to the active metabolite, pyrazinoic acid,
which is then hydroxylated by xanthine oxidase to 5-hydroxypyrazoinoic acid (10).
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Elimination:

Pyrazinamide is eliminated renally, mostly in the form of various metabolites. Approximately 3% of a
pyrazinamide dose is eliminated unchanged (/4). The half-life of pyrazinamide is approximately 10
hours. The half-life for the active metabolite pyrazinoic acid after a single dose is approximately 10-
20 hours (15,16).

Pharmacokinetics in special populations e

Impaired renal function: Pyrazinamide is excreted through renal elimination, mainly in the form of
the active metabolite pyrazinoic acid. Hence, pyrazinamide doses should probably be reduced in
patients with renal failure. A single-dose study in haemodialysis patients compared with healthy
controls showed an approximately twofold increase in pyrazinamide AUC and a 5-fold increase in the
AUC of pyrazinoic acid. The half-lives of pyrazinamide and pyrazinoic acid were estimated to 26 and
22 hours respectively (15).

Hepatic impairment: In a single dose, parallel group study comparing the pharmacokinetics of
pyrazinamide in patients with severe liver disease (hypoalbuminaemia, increased INR, ascites, in most
cases hyperbilirubinaemia) and healthy volunteers demonstrated a 40% reduction in pyrazinamide
clearance and a threefold increase in the exposure to pyrazinoic acid. The half-lives of pyrazinamide
and pyrazinoic acid were increased by approximately 60% and 100%, respectively (16).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, or reproduction toxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of Excipients

Colloidal anhydrous silica, hydrogenated castor oil, lactose monohydrate, maize starch, pregelatinised
starch and purified talc.

6.2 Incompatibilities

Not applicable

6.3 Shelf life
48 months (HDPE container)

36 months (Blister pack)

6.4 Special precautions for storage
Do not store above 30°C.

Keep out of the reach and sight of children.
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6.5 Nature and contents of container

1,000 tablets in a sealed polythene bag, inside an HDPE container with silica gel and aluminium
tagger seal.

Carton pack (100 tablets) of 10 blister strips each of 10 tablets or (90 tablets) of 9 blister strips each of
10 tablets: primary packaging is a blister of aluminium foil and PVC/PVDC foil.

Carton pack (672 tablets) of 24 blister strips each of 28 tablets: primary packaging is a blister of
aluminium foil and PVC/PVDC foil.

6.6 Special precautions for disposal

No special requirements.
Any unused product or waste material should be disposed of in accordance with local requirements.

7. SUPPLIER

Micro Labs Limited

#31, Race Course Road
Bangalore 560 001
Karnataka

India

Tel: +91-80-22370451-54
Fax: +91-80-22370463

8. WHO REFERENCE NUMBER (PREQUALIFICATION PROGRAMME)
TB172
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29 June 2009
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Section 6 was updated in January 2017
Updated in February 2019
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