124

SATBEPJA’)KEHO
Haka3 MinicTepcTBa OXOpOHH
3710poB’st YKpaiHu
AL OFP 2O Ne /57O
Peectpatiitie MocBig4eHHs

Ne ///4://!?2?9‘///0—{
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BIAMOBiAIOTHL cTaHAapraM, pekomeHzoBanuM BOO3, zaciguenuit mianucom 3adBHHKA abo
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KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY
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IMpotionamin TaGnetku 250 mMr WHOPAR uactiHa 4 Jhoruii 2016
(Mixpo Jla6c Jita), TB 239

- '
3 ; E [go':’
Po3nin 7 oHOBNEHO: KBITEHb

1. HA3BA JIIKAPCBKOT'O 3ACOBY

ITpotionamin 250 Mr tabmeTku*

2. AKICHUM TA KUIBKICHUM CKJAJ

KoxHa Tabnerka, BKpHTA IUIIBKOBOIO 0G0JIOHKOI0, MiCTHTB 250 MI IpoTioHaMiy.

KoxHa Tabnerka MicTHTh HeBeNMKy Kinbkicts Gapsuuka FD&C xosrmii #6/cancer xosruii FCF
Aluminum Lake.
[ToBHuit nepenik AOMOMIKHAX PEYOBHMH JHB. y po3/ini 6.1.

3. JIKAPCBKA ®OPMA

TabneTkn, BKpHUTI MIIBKOBOIO 060I0HKOIO.

OpankeBoro Koabopy, Kpyrii ABOOMYKIi TaGleTKH, BKPHTI ILTIBKOBOIO OGOJIOHKOK, 3 PHCKOKO 3
oaHoro 60Ky Ta riIagKoo MOBEPXHEIO Ha iHmOMY Goi.
TabneTku MOXyTh OyTH NOJiNEH] Ha piBHI YaCTHHH.

4. KJIIHIYHI XAPAKTEPUCTHUKH

4.1 TepaneBTH4HI MOKaA3aHHS

[Iporionamin tabnerkm mo 250 Mr mnokasaHuii y MO€AHAHHI 3 IHIUMMH [POTHTYOEpPKY/IbO3HHMH
npenaparaMH JUid JiKyBaHHA ycix ¢opM TyOepKkynbo3y, cipuauHenoro Mycobacterium tuberculosis y
JIOPOCIHX Ta JiTel.

[Iporionamin tabnetku mo 250 Mr, mokaszaHuil TITBKM SK aHTHMiKoGakTepiaNbHMI nmpenapar apyroi
NiHii, KOJH PO3BHHYJACH PE3UCTEHTHICTh a00 TOKCHYHICTh BiJl 3aCTOCYBAaHHS JIKapChbKHMX 3aco0iB
nepuioi JiHii.

Cain BpaxoByBatH odiwiiiHi pekoMeHauil moxo JiKyBaHHA TyOepKy/b03y, HAIPUKIIA/, peKOMEH 1allii
BOO3, sixi 10CTYMHI 32 MOCHIAHHAM:

http://whqlibdoc.who.int/publications/2011/9789241501583 eng.pdf

1 BiAmoBLMHMI cynpoBiaaunii goeianuk 2014p., 1ocTynHMI 32 MTOCHIAHHAM:
http://www.who.int/tb/publications/pmdt_companionhandbook/en/

3a neobxionocmi, iHgpopmayia OONOEHIOEMLCA OAHUMU WOOO emIOHAMIOY, OCKINbKU 6iH XiMiyHO ma
papmaronoziuro nodibHuii 0o npomionamioy.

4.2 lozyBanus Ta cnocid 3acTocyBaHHs

[Iporionamin Tabnetkn mo 250 Mr MOBHHEH NMpH3HA4YaTHCS JiKapeM, KWl Mae JOCBil y JiKyBaHHi
MYJIBTHPE3HCTEHTHOr0 TyOepKyJIb03y.

[TepopanbHe 3acTocyBaHHSI.

[Iporionamiy Ttabnetkn mo 250 Mr mNOBHHHI 3aBXAM NpH3HAYaTHCs y KomOfHallii
NpPOTHTYOEPKYIbO3HAMHE 3ac0o0aMH. /-
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[MpoTtionamin TaGnerku 250 Mr WHOPAR uacTtHHa 4 JlroTuit 25}16
(Mikpo JTa6c Jirx), TB 239 i % 7
Po31is1 7 OHOB/EHO: KBiTeHb 20

Mozyeannsn

Ontumansaa n060Ba no3a - me 15-20mr/kr. 3uvaiina 103a ctaHoBuTs Big S00Mr 10 750Mr Ha 106y
(mo 1 r Ha n00y) 3aneKHO Bia MacH Tina Ta nepeHocuMocti. 1o 1060By 103y MOXKHA MpHiiMaTH a00 3a
pas, abo po3sinuTy ii Ha 1Ba MPHHOMH NPOTArOM AHS, W06 OKPALMTH NEPEHOCHMICTb.

s nmiteit pexomenmoBaHa 103a cTaHoBHTH 15-20 Mr/kr/zoGy i 3asBuuail po3Gusaerbcs Ha 2-3
npuioMu (zo 1 rpamy Ha n06y). OxHopasosa 1060Ba 032 MOXKe iHOAI JaBaTHCs mepe cHOM abo 3
OCHOBHHM IPHIHOMOM 1.

Cxema io3yBannd ITpoTionamiay BiAmoBiaHO X0 MacH Tija y komMGiHoBaHiH Tepamii TyGepKy 503y

Maca Tina Kinekicte Tabnerox Ha 106y (103a)
1TH

5-10 kr 0.5 Tabnerkn (125 mr/no6y)

11-18 xr 1 Tabnerka (250 mr/mo6y)

19-24 xr 1.5 Tabnerku (375 mr/mo6y)

25-29 kr 2 tabnetku (500 mr/mo6y)

Hopocxi

30-45 kr 2 tabnetku (500 mMr/moby)

46-70 xr 3 tabnetku (750 Mr/mo0y)

>70 kr 4 rabnetku (1000 mr/moby)

Cnocib 3acmocysanns

[Ipotionamin Tabnerku no 250 Mr mosHa npuiiMaty 3 kero aGo Ges nel. [Ipuiiom 3 Txero abo nepen
CHOM MOJKe NMOKPAIIHTH IUTyHKOBO-KHIIIKOBY IIEPEHOCHMICTB JIIKAPCHKOro 3aco0y (IMB. TAKOXK PO3/iI
5.2).

Jlnst Toro, mo6 OLIHHTH Ta MOKPAILIKTH IEPEHOCHMICTS, JIIKYBaHHS MOYHA pO3MoYaTH 3 1031 125-250
MI Ha 00y 3 MOCTYIOBHM THTPYBAHHSM [0 ONTHMAIBHHX J03, SIKi EPEeHOCATHCS nanienToM. J[o3u
notpibHo 36inbmIyBaTH MOCTYNMOBO Ha 125-250 Mr mMpoTAroM AEKiILKOX JHIB JI0 JOCATHEHHS MOBHOL
NO3H.

PexomeHnyeTbes  yciM mnauientam npuiiMaTdH mipuaokcuH (Bitamin B6) mim uac mpmiiomy
nporioHamizly. PexomenmoBana moza s gopocaux craoeute 100 mr, a ans aiteif motpiGHO
TMpH3HAYaTH 03y, MponopuidHy ixHii Mmaci tina (1-2mr/kr/moGy 3i 3BudaitiuM mianazonom 10-50
Mr/mo0y).

[levinkosa ma nupkosa nedocmammicme

[TpoTionamin Maiike moBHiCTIO MeTaGoi3yeThes y neyini cucremoro CYP450, xoua HeBizoMo, sAKwmii
3 ¢epmentiB CYP Bianosinaneuuii 3a me. CiiJl yHHKaTH 3aCTOCYBAaHHS JAHOTO JIKapCHKOro 3acoby
A7S MAIEHTIB 3 TSOKKOIO NMEYiHKOBOKO HeAocTaTHICTIO, HeMae JaHuX 1mo/10 3aCTOCYBaHHSA JiKapChKOro
3aco0y y MaiieHTiB 3 NEYiHKOBOKI HEJOCTATHICTIO JIETKOTO Ta CEPEIHBOro CTyneHs. Jlyxe HeBenuka
KiJIBKIiCTh MPOTiOHAMiTy BHBOJMTECH HHMPKAMH, 1 MAJIOMMOBIPHO, IO KOPHTYBaHHA I03H Oyje
HeOOXITHHM JUISl ALi€HTIB 3 HUPKOBOIO HEJOCTATHICTIO,

Tpusanicmv mepanii z
TpusanicTs npom*ryﬁepxynboaﬂoi‘ Tepamii 3aleXHTh BiA o00paHOi CA cMﬁ wm‘ﬂquoi ra
pemrenorpacbmﬁm BIATIOBI nauleHTa, pe3yJIbTaTiB Ma3KiB Ta KyJbTYpPH i I cm,mxenﬁﬁ’*g;musocln
i3onsatiB Mycobacterium tuberculosis B nanienta a6o Bia MiZ03PIOBaHOTO JUKE) ena 1;1(11;3{\111 &
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ITporionamin Tabnetku 250 mr WHOPAR uacTtuna 4 JlioTuii 20164
(Mikpo Jla6c JItx), TB 239 128
Po3nin 7 onoeneHo: kBiteHs 2020

Axmo Tepamis Gyna nepeppana, To ii MOTPiOHO NPOXOBXKHUTH 10 OGLIBLI Mi3HKOI ATH 3aBepIIeHHS B
3aJIeXHOCTI, HANPHKIIAN, BiJl TPHBAIOCTI IIepepBH, Yacy NPOBEAEHHA Tepanii (paHHil un misHil eTamn)
Ta CTaHy Malli€eHTa.

Sxmwo mpuioM 1034 mpomycTHIH i e 6yn0 BHABICHO MPOTAroM 6 roAuH, TO MPOMyIIEHY 03y CJil
npuiiHATH sikomora msuame. HactynHy 103y noTpiGHO NpHHHATH 3rigHO 3i cxemolo nikysanHs. He
n0TpiGHO NpHiiMaTH NOABIiHY 103y, IOG KOMIIEHCYBATH IIPOMYIIEH] iHIUBITyanbHi 1031,

4.3 llporunoxkazanus
- [lixBuIIeHa Yy TIMBICTH 0 MpOTioHaMiay/eTionamixy a6o 10 6yab-5KOi JOIOMIKHOT peHOBHHH
- Tsakka meviHKOBa HEAOCTATHICTD

4.4 OcobanBi 3acTepekenHHst TA 3aX0QH 0€3MEKH NPH 3aCTOCYBaHHI

Pesucmenmuicmeo

3acTocyBaHHA TUIBKH NPOTIOHAMIZY iA JiKyBaHHS TyOepKy/ibo3y MPH3BOAHT OO IIBHIKOTO
PO3BHTKY pE3HCTEHTHOCTI. TOMY Ba¥JIMBO OJHOYAaCHO 3aCTOCOBYBATH IHINMH  ITiJXOAAIIMIA
NpOTUTYOEPKYJILO3HUH Npenapar 4d npenapaTd, BHOIp skoro abo skux Ga3yeThes Ha pe3y/lbTarax
TeCTy Ha 4yrTnuBicTh. OnHak, Tepamilo MOXKHA pPO3NOYATH A0 OTPUMAHHs pe3y/bTaTiB TECTIB Ha
4yTJIHBICTb, AKIIO JiKap BBaXKae e 3a HeoOXijIHe.

I'enamomoxcuynicme

[lix 4ac niKyBaHHS NPOTIOHAMIZOM IOBIZOMJIAIOCA PO TOKCHYHHH TIeNaTHT, OGCTPYKTHBHY
JKOBTAHMIIO, FOCTPHI HEKPO3 IEYIHKH 1 HEe3Ha4yHe MiJBHILECHHS PpiBHIB NMEYiHKOBHMX TpaHCaMiHa3,
Oinipy6iny Ta nyxHoi ocdara3u 3 xoBTaHHLEIO a6o Ge3 Hel. Ilepen moyarkoMm Teparnii Heo6XiHO
IIPOBOJIHTH 10YATKOBI BUNpoOyBaHHs QYHKLII Ne4iHKH, a TpaHCaMiHA3K y CHPOBATI KpOBi MOTpiGHO
KOHTPOJTIOBAaTH KOXKHI 2-4 THIKHI 1ix 4ac Tepamii. SIKIIo piBeHbs TpaHcaMiHa3 y 1’ STk pa3iB NepeBHILYE
BEPXHI NOKa3HHKH HOPMH, 3 CHMNTOMaMH 4d 0e3 HHX, a00 BTpHYi IE€pPEeBHIIYE piBEHb BEPXHIX
MOKA3HUKIB HOPMH IIpH JKOBTAHMII Ta/abo cuMNTOMax rematury, TO HEOOXiJHO THMYacoBO
NpUNUHATH npuiiMata IIporionamin Tabnetku mo 250 Mr Ta iHmI MOTEHHIAHO remaTOTOKCHYHI
npenapaty, fKi NMpU3HAYalOThCS OJHOYACHO, IOKH 1abopaTopHi NMOKasHHKH He HOPMAi3yIOThCS.
[ToriM jani jikapchki 3acobm MOXyTh OyTH NpH3HA4YeHI MOBTOPHO, W00 BH3HAYHTH AKHH (AKi)
npenapar (-d) BHKJIHKAE (-I0Th) renaToTOKCHYHITD.

OnucyBaBcs MiABAILEHHI PU3HK FeNaTOTOKCHYHOCTI Y MALIEHTIB 3 IYKPOBUM JiabeToM.

Hesponoaiyni echexmu

[Ipn nixyBanHI TiaMiTHHMH JiKapChbKHMH 3aco0aMH MOBIZOMIISJIOCS MPO IICHXOTHYHI MOpYIICHHS,
eHuedanonariio, nepud)epuuHNii HEeBPUT Ta HEBPHT 30POBOTO HEPBY, @ TAKOX IENarpornomiGHuil
CHHZPOM. V JeSKHX BHIIQJKaX JaHi CHMITOMH IMOKpalIyBaIHCS NMpPH 3aCTOCYBAHHI HIKOTHHaMiLy Ta
nipuAoKcHHy. TOMY pPEKOMEHIYETbCA OIHOYACHO 3aCTOCOBYBaTH IIPHAOKCHH JUIA 3amo0iraHHs
HEHPOTOKCHYHHX €(EeKTiB MPOTiOHAMILYy.

I'moxosa xkpogi

OcCKUIBKH BHACTIOOK JTIKyBaHHA npoﬁonami.uom BHHHKaJIa TilOrIiKeMisi, III0OKO3Y B KPOBI MOTPiOHO
BH3HAYaTH JI0 MOYATKY JiKyBaHHS Ta HCplOJIH'-HiO mix yac nikyBauHs [IpotioHamizom TaﬁnerRaMH 1o
250 wr. Kom‘ponb plel IIIIOKO3H xpom NpH IyKPOBOMY AiabeTi MOXKE yCKIaJBIOBATHCS
NiKYBaHHS MPOTIOHAMiJIOM, BKJTIOYAIOYH ITi/IBHIICHHI PH3HK rinorikemii (11B. TgK0%X:

TIinomupeos =] .\'-“\ '"\"‘\";'F.
Pekomeﬂnyerbca nepiogHYHHIH Momropuur q:»ylixuu U TONOAIOHOT 3aJ103H, ocJ(mblm [m‘m,u nxﬂo 3
npo rinorupeos, 3 a6Go 6Ge3 300y, mig dYac JiKyBaHHA TiaMiZHMMH ali'r}i{nxoﬁal(‘relaﬂbﬂ'
JiKapCHKHMH 3ac00aMH, TAKHMH K IPOTIOHAMIL. .
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[Mpotionamin Tabnerku 250 mr WHOPAR uacTuna 4 Jhiotwit 2016
(Mikpo JlaGc JItn), TB 239 s g
Po3nin 7 oHOBNEHO: KBiTeHb 2#22 C]

Anepeiuni peaxyii

[porionamin Moxe BHKTHKAaTH BaXKi anepriydi peakuii miZBHIIEHO! YyTIMBOCTI 3 BHCHIOM Ta
JIXOMaHKOK. SIKIMO Taki peakuii BHHMKalOTh, NOTPIGHO NPHIMHHTH mpuiiMaTH [IpoTioHamin
Tabnerku mo 250mr.

Ilopywenna 3opy
OckisbKH MPOTiOHAMI/ MOKE BHKIHKATH IIOPYIICHHS 30Dy, PEeKOMEHIYEThCH O(TAIBMOCKOMIS 0 Ta
nepioauyHo mix yac tepanii [Iporionaminom TabneTkamu mo 250Mr.

Honomixcui peyosunu
[Iporionamin Tabnetkm no 250Mr wmicturs Gapeauk FD&C xosruit #6/cancer xostmii FCF
Aluminum Lake, ronomizkey pedoBuHy, ska 31aTHa BUKITMKATH aNeprivuni peaiii.

4.5 B3aemonis 3 inmumu nikapeskuvu 3aco6amu Ta inmi gpopmu B3aemouii

Opnouacne 3actocysanHs pudammiuuHy Ta TiaMiZHUX aHTHMikoGaKTepiaTbHUX TIKAPCHKHX 3acobiB,
TaKHX SK MpPOTIOHAaMil, NOB’S3aHE 3 BHCOKOK WYACTOTOK) TeMaTHTy, IO CYNPOBOMIKYETHCS
JKOBTAHHIIEIO, 10 MOJKe NMPH3BECTH A0 cMepTi. IloTpiGHO yHHKATH OJHOYACHOIO 3aCTOCYBAaHHS, AKIIO
KOPHCTh He MepeBaXkac pu3MK. 3a HeOOXiAHOCTI OJHOYACHOrO 3aCTOCYBAHHA Y NALliEHTa HEOGXimHO
PEryJIApHO NEPEBIPATH MOKA3HAKM TECTiB MOPYIIECHHs QYHKLIi NeviHku, a TAKoXK KJIiHIUHI IposBU Ta
CUMIITOMH MOPYIIEHHs (QYHKLIT MeYiHKH.

SKImo oAHOYACHO 3aCTOCOBYBATH MPOTIOHAMI Ta i30HiA3M, TO KOHLEHTpANlis IPOTIOHAMITy B KPOBI
36inbyeTses. ToMy 103y nmpoTioHaMily HeoOXiZHO 3MEHIUHTH (= 1032 3MEHIIYeThCS BABIYI TA He
Mae nepeBHInyBaTH 500Mr).

[TpoTionamin ynoBiibHIOE po3naz i30Hia3uuy.

OnHoyacHe 3aCTOCYBaHHs €TiOHaMiZy Ta i30HiasWAy MNiABMIIYBalO KOHIEHTPAIIIO OCTAHHBOIO Y
CHPOBATII K y «IIBHAKHX», TaK i y «IOBLUIBHHX) AlETHIATOPIB. SIKIIO OJHOYACHE 3aCTOCYBAHHSA €
HEOOXiHHM, NOTPiOHO NpPHU3HAYMTH JOJATKOBO IIPHAOKCHH; TAaKOX HEOOXiTHO MPOBOMUTH
MOHITOpHHI MOGIYHMX peakuilf i3oHiasugy (nepudepHuUHMIi HEBPHT, TIeNaTOTOKCHYHICTS,
eHuedanonaris).

O6oporna nenarponoaibra exucdanonaris BUHAKaIA, KOJIA OJHOYACHO 3aCTOCOBYBAJIM €TiOHaMia Ta
uuKiocepuH. Lle Moxe GyTH BHKIHKaHE NOPYIIEHHSIMH MeTaboi3My MipHIOKCHHY.

Iosizomisiocst, mo HaaMipHe BXHBAHHA €TAHOTY MiJl Yac JIKYBAHHS ETIOHAMIZOM MOCHITIOBANO
NCHXOTHYHI peaKuii, TOMy B TaKMX BHIIa/IKaX HEOOXIJHO YHHKATH 3aCTOCYBaHHA MPOTIOHAMILY.

4.6 BariThicTh TA JakTauis

BariTHicTb
HlaHi n1po 3acTocyBaHHs MpOTiOHAaMIXy y BariTHHX JiHOK BiJICYTHi a60 0GMeskKeHi.

JlocTiUKeHHs Ha TBAPHHAX MOKA3AJIH PENPOAYKTHBHY TOKCHUHICTb (ZIMB. po3/iin 2.3)

[TpoTtionamix TaGnerkn mo 250Mr He CIIiA 3aCTOCOBYBATH IIiJl 4ac BAriTHOCTI, K JiHI9HAH
CTaH XXIHKH He BUMArae JIiKyBaHHs IPOTIOHAMiZOM.

Jlakrauis [l
IIpoTioHaMis BUSBJIAIH Y BUIOAOBYBAHHX IPYUIIO HOBOH&pOI[ﬂ(eHfoHcMOBS.;I
nporionamin. Jlif npoTioHaMily Ha HOBOHApOIKEHHX/HEMOBIAT HEBIiZIOMA..
pilleHHA a00 Npo NpPUIMHEHHS TOXYBaHHS TIPYyA0 al0 NPHIHHEHHS/YTP T npriiomy,
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ITpoTioHamin Tabnetku 250 mr WHOPAR uacTiHa 4 Jiotuii 2016 -
(Mikpo Jla6c Jitn), TB 239 13
Po3nin 7 OHOBJIEHO: KBiTeHb 2020

[Iporionaminy Tabnerok mo 250Mr, 3 ypaxyBaHHSM KOPHCTI TOAYBaHHS TpYUNIO IS IUTHHH Ta
KOPHCTI BiJ JIIKyBaHHS JUIsl XKIHKH.

JlonatkoBe 3acTocyBaHHS MipHIOKCHHY (BiTamiHy B6) pekoMeHIyeThCs K rojyrouiii Marepi, Tak i
JUTHHI.

DepTUnbHICTE
Hemae manux npo BIUMB npoTioHaMixy/meTabomniTiB Ha GepTHIBHICTH IOANHHA. BIUHB Ha 40/I0BidYy

Ta JKIHOYY (EPTHIBHICT HE OLIHIOBAIH NPH JOCIII/KEHHAX HA TBAPUHAX.

4.7 Bniius Ha 31aTHICTh KePYBaHHS aBTOTPAHCNOPTOM ab0 iHIIMMH MeXaHi3MaMH,

He npoBoaunucs xoaHI JOCTIDKEHHS BIUIMBY Iperapary Ha 3aTHiCTh KepyBaTH aBTOTPaHCIOPTOM
Ta IHIIMMH MexaHi3MamHu. IIpore, cnij BpaXxoByBaTH KJIiHIYHHMM CTaH maiieHTa ta npodins mobiuHuX
peakuiii Ilpotiomaminy Ttabnetok mo 250Mr mpH po3rAAl  3AaTHOCTI MallieHTa KepyBaTH
aBTOTPAHCIIOPTOM Ta MEXaHI3MaMH.

4.8 IloGiuni peaxuii

[ToGiuni peaxuii, mpo sKi MOBIZOMIIAIOCS, M0 BOHH NMPHHANMHI MOJKIHBO TOB’si3aHi 3 JIKYBaHHIM
MPOTIOHAMIZIOM, HaBEICHI HW)XYe 3a CHCTEMaMH i KjJacaMH OpraHiB Ta abCOMIOTHOK YacTOTOX.
YacToTra BH3HAYAEThCS HACTYNHHM YHHOM: ayxe 4dacto (>1/10), wacto (=1/100, <1/10), HeuacTo
(=1/1000, <1/100), piaxo (=1/10000, <1/1000) abo myxe piako (<1/10000). Kpim Toro, nepepaxoBaHi
noGiuni peakuii, BHABIEHI MiJ Yac 3acTOCYBaHHs NPOTIOHAMIiOy y micJspeecTpaliifHuil mepiox
(kareropist 4acToTH: «HeBiZOMO»). OcKUIbKH Taki MobiyHi peakuil MoBiAOMIIATHCS J0OPOBITBHO Bif
rpyINl HaceleHHS HEBIIOMOI YHCEIBHOCTI, OMIHKY YacTOTH IIPOBECTH HEMOXUIABO. Taki peakuii Oyim
BKJIIOYEHI N0 Tepeniky dYepe3 iX MNOTEHIIHHMN NPHYMHHHUK 3B'S30K 3 NPOTIOHAMIIOM, TaKOXK
BPaxoBYIOYH IXHIO CEpHO3HICTh Ta KUIBKICTh MOBIOMJIEHb.

[lopymierns 3 60Ky KpoBi Ta JiMGbaTHYHOT CHCTEMH
Heeioomo: TpoMOOLIMTONIEHIS.

ITopymenns 3 60ky 0OMIHY PEYOBHH Ta XapyyBaHHS
Hesioomo: nenarponogiGHuA CHHAPOM, TIOTHPEO3, TiMOrIiKeMis.

IMopymenns 3 GoKy NCHXiKH
Hegioomo: nenpecis, CIUTyTaHICTh CBIZOMOCTI, CKJIAIHICTh KOHILEHTpALil yBard, ICHX03, crpoba

cyiuuay.

[Topymenns 3 60Ky HEpBOBOI CHCTEMH
Yacmo: ronoBHuH Oib, 3a1IaMOPOYCHHS, COHJIHBICTD, ACTEHidA, IMapecTesis.
Hesgioomo: ennedanonaris, nepudepHuHuii HEBPHT, NOPYLIEHHS QYHKUIT OpraHiB HIOXY.

Ilopymienns 3 60Ky ceplieBO-CYIHHHOI CHCTEMH
Hesioomo: mocTypaibHa riloTeH3is.

II11yHKOBO-KHIIKOBI PO3JIajH =
Ayorce wacmo: metaneBuit abo cipyaHHii NPUCMAK y POTi, CYXiCTh Y POTi, ITiIBHIIEHEL: \
aHOpeKCis, HyI0Ta.

Hevacmo: GmoBanHs, medis, Ginb y XHBOTI, BIAYYTTA NEPEHNOBHEHHA
METEOPH3M, HaOpAK NPHUBYIIHOI 3aI03H.

[Topymenns 3 60Ky MeYiHKH Ta IKOBYOBHUBIIHUX IUIAXIB
Hyace wacmo: 3pocTaHHA piBHA TPaHCaMiHa3 y CHPOBATIl KPOBi
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[Tporionamin Tabnetkn 250 Mr WHOPAR uacTiHa 4 Jrotnit 2016 "
(Mikpo Jla6e Jitn), TB 239 131
Po3znin 7 onoBneHo: kBiteHs 2020

Yacmo: renatur, JKOBTAHHLIA.
Hesidomo: nediHKOBa HEJOCTATHICTD.

[opyuieHns 3 GOKY IMIKipy Ta MiAMKiPHOT KIITKOBUHU
Hegidomo: menmarpomozni6ui peakmuii, ¢oToaepMarTosy, TPIlIMHE MIKipH B KyTOUKax ryd, CTOMATHT,

BYIPOBI BHCHIIAHHS, XEHJIIT, [JIOCHT Ta O0JIMCIHHSL.

[Topymenns 3 60KY penpoAYKTHBHOI CHCTEMH Ta MOJIOYHHX 34103
Hegidomo: TiHEKOMACTisl, OPYLIECHHs MEHCTPYaIBHOTO LIHKITY, IMIIOTEHIIIA.

[opymenns 3 60Ky oprasis 30py
Hegidomo: mopymeHHs 30py (HaNpHUKIaz, AUILIONIs, 3aTYMaHEHH: 30py, HEBPHT 30pOBOTO HEPBY).

IMopymienHs 3 GOKY OprasiB cnyxy
Hegioomo: 0TOTOKCHYHICTD.

[MopymenHns 3 60Ky CKeJIeTHO-M S30B01 Ta CIOJYYHOI TKAHUHH
Hegioomo: apTpairii, apTpHT

[opymiennd 3 60Ky HUPOK T4 CEYOBHUBIJIHUX IUISAXiB
Hegioomo: ypomniTia3s

[opymenns 3 60Ky AHXAIBHOI CHCTEMHM, OPraHiB FPY/IHOL KJIITKH Ta CEPeOCTiHHA
Hegioomo: KxpoBOXapKaHHs

[TopyuienHs 3 60Ky iMYHHOI CHCTEMH
Hegioomo: anepriuni peakuii

4.9 IlepenosyBanus
Bunanku nepenosyBaHHS y TSDKKil ¢opmi B miTeparypi He omucaHi. Y BHIAIKy NepeIo3yBaHH:A
JTiKyBaHHs IIOBHHHO GyTH cuMnToMaTHyHuM. [IpoTioHaMin He mitaeTbes aiamisy.

5. PAPMAKOJIOI'TYHI BJJACTHBOCTI

5.1 ®apmakoauHaMidHi BJACTHBOCTI

IMporionamin mie Gakrtepioctarwuno Ha M. tuberculosis y TepameBTHYHHX KOHLEHTpALisX, ale y
BHIIMX KOHIEHTPALisLX MoXe AisTh GakrepuuuaHo. [IpoTioHaMis TakoX akTHBHMIE npotn M kansasii,
M leprae 1a nesxux wramis M. avium-complex. Tounuii MexaHi3Mm Aii MpoTioHaMmify X0 KiHLS He
3’sicoBaHMM, ane JiKkapchkHil 3aci6 G6lOKye CHHTE3 NENTHAIB Yy YYTJIHBHX MiKpOOPraHi3MiB.
Iporionamin € mnpompenapartoM, sikuii notrpeGye akTHBauil MikoOakTepiarbHAMH (bepMEHTaMH.
Pe3uCTEHTHICTh JI0 JIIKAPCHKOTo 3aco0y pO3BHBAETHCS MIBHJIKO, SKIO MPOTiOHAMIJI 3aCTOCOBYIOTH SIK
MoHOTepaniio. [IpoTioHamiJ Ta eTioHaMijl € MOBHICTIO MEPEXPECHO PE3UCTCHTHHMH.

5.2 ®apmakoKiHeTHYHI BJIACTHBOCTI

Abcopbyin

[TpoTioHamij MaiiXe MOBHICTIO BCMOKTYETBCS TIPH IIEPOPATBLHOMY 3aCTOCYBaHHI, ~~ S
Ilicns oxHOpaszoBoro 3acrocyBanHs IIporionaminy Tabnaerok mo 250Mr 310p gﬁmgf}ﬂb}gﬁd\_ MH
cepeane 3HadeHHs (£ SD) Cmax mpotionaminy Gyno 1729 ur/min ( 768Hrfmn§;".~ﬁiiinoni He 3HAYSHHS
AUCo. cxnano 5661 ur.rom/mn (= 1679 ur.ron/mn). Cepense 3nadenns (£ SD) npe qﬁaﬁaﬁ'ﬁyﬂ
Oyno 1,20 (£0,62) roguHH. : - , 9

\ \\‘15‘ -
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[TpoTioHamis MepeTBOPIOETHCS HA aKTHBHI MeTaboiTH cynbpoKcHay, SKi moTiM MeTaboIi3yIoThCs 10
(GopM HIKOTHHAMiAy Ta HIKOTHHOBOI KHCJIOTH.

Po3snodin ma euseoenns

38’a3yBaHHA 3 OilKaMM TIa3MH KpoBi cTaHOBHTH npuGmusHo 30%, a obcar posmoximy, fK
nosijomisocs, cranoBus npubim3sno 80 mirpis. [Iporionamin no6pe mpoHHKae y CIHHHOMO3KOBY
piguny. Ilporionamin y 3HauHiil Mipi MeTaGomi3yeTbCs MEYiHKOIO 3 YTBOPEHHSM JIEKLIHKOX PI3HHX
MeTabosIiTiB, MpH HBOMY JHIIe NPHOIH3HO 1% J03H BHBOAMTHCA 3 CEYCIO Y HE3MIHEHOMY BHIJISAL.
[IpoTioHaMia-cyabpOKCHI € OCHOBHMM MeTaboJiTOM; MOBIIOMIIIOCS MPO ioro aHTHOAKTEpialbHY
aKkTHBHiCTh. [Tepio/1 HaniBBUBEIeHHS NPOTIOHAMIY i3 IJIA3MH CTAHOBUTE MPUOIHM3HO 2-3 TOJAUHH.

Oxkpemi epynu HaceneHHs

HupkoBa/ne4inkoBa HEIOCTATHICTH: JaHi moA0 (apMaKOKIHeTHKM K JUIA MAIli€HTIB 3 HHPKOBOKO
HEJIOCTATHICTIO, TaK 1 A TALi€HTIB 3 MEeYiHKOBOK HEJOCTaTHICTIO Jerkoi Ta nomipHoi ¢opmu
BificyTHi (muB. po3ain 4.2).

Himu

Jlanux moao ¢dapMakoKiHETHKH MpoTioHaMiay y Aitelt HemoctatHbo. OnHE HOCHIDKEHHA y AiTeH
BikoM Bix 0 10 12 pokiB mokasasno, mo micis 10608oi 1031 y 15-20 Mr/kr noxasHHki Cmax KocAraId
3HaYyeHHs BHUINE LiILOBOI KOHHeHTpauii y 2,5 Mxr/mn y OGimpmiocti mamienTi. Jlana uinsoBa
KOHIIEHTpaLlis IPYHTyBaJacs Ha ony0JiKOBAHOMY €KCIIEPTHOMY BHCHOBKY. EXCIO3HILifA, SK IPaBHIIO,
Oya HIDKYOIO Y MOJIOIIMX MAIli€HTIiB, 30KpeMa, y JiTei BikoM < 2 pOKiB.

5.3 lokniniuni naxi 6e3nexun

JlokniHiuHi JaHi He MOKa3yloTh 0co0IMBOI HeOE3MEeKH s MOJANHHA Ha OCHOBI 3BUYAHHHX A0C/IKEHb
r€HOTOKCHYHOCTI Ta KaHIIEPOTeHHOTO MOTEHIliaTy.

JlocmioKeHH TPOTiOHAMidy, MpOBeJeHi Ha TBapHHAX, MOKA3yIOTh, IO JiKapchKkuil 3aci6 MaB
eMOPIOTOKCHYHY Ta TepaTOreHHy il0 y MHIIeH, KpoJHKiB Ta mypiB. JIOCHUKEHHS BIUIUBY Ha
4OJIOBIYY Ta XiHOYY ()epPTHIBHICT HE TIPOBOIHIIHCS.

6. PAPMALIEBTHYHI XAPAKTEPUCTHKH

6.1 ITepenik A0MOMIZKHHX Pe4OBHH
SAppo TaGnerkd: KpeMHil0 MiOKCHJA KOJIOIAHHI, HATpPil0 KpOCKapMmeso3a, KpPOCHOBiJOH, MarHiko
cTeapar, Le/oI03a MikpokprcTatiyia, noxicopbar 80 Ta mosizoH.

YIiBbHIOKOUE TOKPUTTS: TiPOMeNo3a Ta MoJieTH/ICHTITKOIb.

ITniskose nokpurts (Opadry 02F83057 Opanx): FD&C xotuit #6/cancet xoBtHit FCF Aluminum
Lake, rinpomeno3a, noyieTHICHIIIKOIb, TAIBK Ta THTAHY JiOKCH]L.

6.2 Hecymicuictn
He 3acTocoBHO.

/ :.”-T—:—-.-:."_‘ 3,
6.3 Tepmin npuaaTHocTi 2 MMIEE N\

36 micAmis

v -

&

/ N, |
/ & oB\T
\ b |

6.4 Ocob1uBi 3axo0au Oe3nexu npu 30epiranui i' o

36epirati npu Temreparypi He Buule 30 °C. 3axumarH Bij cBiTia.

6.5 Tun Ta BMicT yIaKOBKH
BricrepHa ynakoBka:
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Bini menposopi PVC/PVDC-amominiesi 6nictepu. 1o 10 a6o 14 tabnerok y Guictepi, mo 10 Guicrepis
B KOpoOi.

[TakyBanus y ¢akosi:
Binuit kpyriumit dnaxon 3 HDPE 3 kpumikoio i3 3axuctom Big Hebaxkanoro Bigkputrs. 100 Tabnetok y
dbnaxoHi.

6.6 IncTpykuii mo 3acTocyBaHHIO, NOBOKEHHIO TA YTHI3ALIT

Oco0muBAX BUMOI HEMAE.

Byb-sKuil HEeBUKOPHUCTaHM# IIPOAYKT ab0 BiAXOIM NOTPIOHO YTHIII3yBaTH BIANIOBIAHO 0 MICLIEBHX
BHMOT..

7. MIOCTAYAJIbHHUK

Mikpo Jlabc Jlimitex

Ne 31, Peiic Kopc Poyn

banranop 560 001

Kapnaraka

[Hzis

Ten.: +91-80-2237 0451 no 2237 0457
Daxc: +91-80-2237 0463

Email: jainethesh@microlabs.in

8. PEOEPEHTHUI1 HOMEP BOO3 (ITPOT'PAMA IPEKBAJII®IKAILLIT)

TB239

9. IATA IEPLIOI IPEKBAJII®IKALII/IIOXOBKEHHS IIPEKBAJII®IKALT
25 motoro 2013

10. JATA IIEPEI'JISAAY TEKCTY

JIrotuii 2016.

Po3zain 6 oHoBNeHHI y moromy 2016.

Posnin 7 onoBnenwmii y xBitHi 2020.

NOCHJIAHHSA

Hannit 1oxymeHT 6a3yeThes Ha iH(pOpMail, JOCTYNHIH y HACTYITHHUX JUKepenax:

3arajapni:
WHO guidelines on the treatment of Tuberculosis:
http://whqlibdoe.who.int/publications/2011/9789241501583_eng.pdf

e,

-

Companion Handbook, 2014, available at: S )\ :. rﬁ R
http://www.who.int/tb/publications/pmdt_companionhandbook/en/) T
[ :': .u'l. /‘\.}9\ \\\ \-{.‘ \\1..‘_-:}- . 'Ili

| _
Dollery C Sir, editor. Therapeutic Drugs. 2nd ed. Edinburgh: Churchill Livingstone; 1!_.999., Lo

Trecator SmPC, Pfizer. Available at: http://labelinﬂ.pﬁzer.com/showlabeling.asnx?id=3?‘.‘3;’": P
Peteha SmPC, Riemser Pharma GmbH. Available at:
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Po3nin 7 oHoBneHo: kBiTeHs 2020 1 3 B |
T
https://portal.dimdi.de/amispb/doc//2015/04/24/0192821/0ca0623d8800548 81823369d206d3ebed.pdf

Thomson Micromedex Healthcare Series:

http://www.thomsonhec.com/hes/librarian/ND PR/Main/SBK/2/PFPUI/311exda2gIL.CJ7/ND PG/
PRIH/CS/4CA33C/ND T/HCS/ND P/Main/DUPLICATIONSHIELDSYNC/DB4817/ND B/H
CS/PF Actionld/hcs.common.RetrieveDocumentCommon/Docld/1271/ContentSetld/31/SearchTe

rm/Prothionamide%20/SearchOption/BeginWith

Po3ain 5.2.

Anonymous. Tuberculosis 2008; 88:139-140

Thee S, et al. Antimicrob. Agents Chemother 2011;55: 4594-4600
Launay-Vacher V et al. Clin Pharmacokin 2005; 44:221-235.
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Protionamide 250mg Tablets WHOPAR part 4 February 2016
(Micro Labs Ltd), TB 239 Section 7 updated: April 2020

1; NAME OF THE MEDICINAL PRODUCT

Protionamide 250 mg Tablets"

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 250 mg protionamide.

Each tablet contains a small amount of FD&C yellow #6/sunset yellow FCF Aluminium Lake.
For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.

Orange coloured, circular biconvex, film-coated tablets with score on one face and plain on the
other.

The tablets can be divided into equal doses.
4. CLINICAL PARTICULARS

4.1 Therapeutic indication

Protionamide 250mg Tablets is indicated in combination with other antituberculosis agents for
the treatment of all forms of tuberculosis caused by Mycobacterium tuberculosis in adults and
children.

Protionamide 250mg Tablets is only indicated as a second-line antimycobacterial drug when
resistance to or toxicity from first-line drugs has developed.

Consideration should be given to official treatment guidelines for tuberculosis, e.g those of WHO
available at:

http://whglibdoc.who.int/publications/2011/9789241501583_eng.pdf and also, to related
Companion Handbook, 2014, available at:

http://www.who.int/tb/publications/pmdt_companionhandbook/en/)

Where necessary, information is supplemented with that from ethionamide, because it is
chemically and pharmacologically similar to protionamide.

4.2 Posology and method of administration

Protionamide 250mg Tablets should be prescribed by a physician experienced in the management
of multidrug resistant tuberculosis.

Oral use.

Protionamide 250mg Tablets must always be given in combination with other antituberculosis
agents.

.

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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Protionamide 250mg Tablets WHOPAR part 4 February 2016
(Micro Labs Ltd), TB 239 Section 7 updated: April 2020
Posology

The optimum daily dose is 15-20 mg/kg. The usual dose is 500 mg to 750 mg daily (up to 1 g
daily), depending on body weight and tolerance. This daily dose can be taken either at a single
occasion or split up in two doses over the day to improve tolerability.

In children the recommended doses of 15-20 mg/kg/day is usually divided into 2-3 doses (up to 1
gram per day). A single daily dose can sometimes be given at bedtime or with the main meal.

Protionamide weight-based dosing scheme in combination therapy of tuberculosis
Body weight Number of tablets per day (dose)
Children
5-10 kg 0.5 tablets (125 mg/day)
11-18 kg 1 tablet (250 mg/day)
19-24 kg 1.5 tablets (375 mg/day)
25-29 kg 2 tablets (500 mg/day)
[Adults
30-45 kg 2 tablets (500 mg/day)
46-70 kg 3 tablets (750 mg/day)
>70 kg 4 tablets (1000mg/day)

Method of administration
Protionamide 250mg Tablets may be taken with or without food. Intake with food or at bedtime
may improve gastrointestinal tolerability (see also section 5.2).

In order to assess and improve tolerability, therapy may be initiated at a dose of 125-250 mg daily
with gradual titration to optimal doses as tolerated by the patient. Doses should be increased by
125-250 mg increments over a few days until the full dose is reached.

It is recommended that all patients should receive pyridoxine (vitamin B6) while taking
protionamide. Suggested dose for adults is 100 mg and children should receive a dose
proportionate to their weight (1-2 mg/kg/day, with a usual range of 10-50 mg/day).

Hepatic and renal impairment

Protionamide is almost completely metabolised in the liver by the CYP450 system, though it is
not known which of the CYP enzymes are responsible. Its use should be avoided in patients with
severe hepatic impairment. No data are available for patients with mild to moderate hepatic
impairment. Very little protionamide is excreted renally, and dose adjustments are not expected to
be necessary in patients with renal impairment.

Duration of therapy

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) and the
patient’s status.

Page 3 of 10
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Protionamide 250mg Tablets WHOPAR part 4 February 2016
(Micro Labs Ltd), TB 239 Section 7 updated: April 2020

When a dose is missed and this is noticed within 6 hours, the missed dose should be taken as soon
as possible. The next regular dose should be taken as scheduled. If noticed later, then the normal
dose should be taken when it is due. No double dose should be taken to make up for forgotten
individual doses.

4.3 Contraindications

- Hypersensitivity to protionamide/ethionamide or to any of the excipients
- Severe hepatic impairment

4.4 Special warnings and special precautions for use

Resistance

The use of protionamide alone in the treatment of tuberculosis results in rapid development of
resistance. It is essential, therefore, to co-administer suitable other antituberculous drug or drugs,
the choice being based on results of susceptibility testing. However, therapy may be initiated
prior to receiving the results of susceptibility tests, as deemed appropriate by the physician.

Liver toxicity

Toxic hepatitis, obstructive jaundice, acute hepatic necrosis, as well as modest elevations of
hepatic transaminase levels, bilirubin and alkaline phosphatase with or without jaundice, have
been reported during protionamide treatment. Baseline liver function tests should be performed
prior to therapy, and serum transaminases should be monitored every 2-4 weeks during therapy. If
transaminase levels exceed five times the ULN, with or without symptoms, or three times the
ULN with jaundice and/or hepatitis symptoms, Protionamide 250mg Tablets and other potentially
hepatotoxic co-administered drugs should be discontinued temporarily until the laboratory
abnormalities have resolved. These medications may then be reintroduced sequentially to
determine which drug (or drugs) is (are) responsible for the hepatotoxicity.

An increased risk of hepatotoxicity has been described in patients with diabetes mellitus.

Neurologic effects

Psychotic disturbances, encephalopathy, peripheral and optic neuritis, as well as a pellagra-like
syndrome have been reported with thiamide antimycobacterials including Protionamide. In some
cases, these symptoms have improved with nicotinamide and pyridoxine substitution. Therefore.
concurrent administration of pyridoxine is strongly recommended to prevent neurotoxic effects of
protionamide.

Blood glucose

Since protionamide treatment has been associated with hypoglycaemia, blood glucose should be
determined prior to and periodically throughout therapy with Protionamide 250mg Tablets. Blood
glucose control in diabetes mellitus may be more difficult during protionamide treatment,
including an increased risk of hypoglycaemia (see also section 4.5.).

Hypothyroidism
Periodic monitoring of thyroid function is recommended as hypothyroidism, with or without
goitre, has been reported during therapy with thiamide antimycobacterials such as protionamide.

Allergic reactions
Protionamide may cause severe allergic hypersensitivity reactions with rash and fever. If this
occurs, Protionamide 250mg Tablets must be discontinued.
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Visual disturbances

Since protionamide may cause visual disturbances, ophthalmoscopy is recommended before and
periodically during therapy with Protionamide 250mg Tablets.

Excipients
Protionamide 250mg Tablets contains FD&C yellow #6/sunset yellow FCF aluminium lake, an
excipient which may cause allergic reactions.

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration of rifampicin and thiamide antimycobacterials such protionamide has been
associated with a high frequency of hepatitis with jaundice, possibly fatal. Co-administration
should be avoided unless the benefits are considered to outweigh the risks, and if so, the patient
should be regularly monitored for liver function test abnormalities, as well as clinical signs and
symptoms of liver dysfunction.

If protionamide and isoniazid are given concomitantly, then the concentration of protionamide in
the blood is raised. Therefore, the protionamide dose should be reduced (=halved and not exceed
500 mg).

Protionamide slows down the decomposition of isoniazid.

Co-administration of ethionamide and isoniazid increased the serum concentration of the latter in
both rapid and slow acetylators. If co-administration is deemed necessary supplemental
pyridoxine should be given; also monitor for adverse effects of isoniazid (peripheral neuritis,
hepatotoxicity, encephalopathy).

A reversible pellagra-like encephalopathy has occurred when ethionamide and cycloserine were
coadministered. This may have been caused by disturbances in pyridoxine metabolism.

Excessive use of ethanol during ethionamide therapy has been reported to precipitate a psychotic
reaction and use of protionamide should thus be avoided.

4.6 Pregnancy and lactation

Pregnancy
There are no or limited amount of data from the use of protionamide in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3).
Protionamide 250 mg Tablets should not be used during pregnancy, unless the clinical condition
of the woman requires treatment with protionamide.

Lactation

Protionamide has been identified in breastfed newborns/infants of treated women. The effect of
protionamide on newborns/infants is unknown. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from Protionamide 250 mg Tablets therapy taking into
account the benefit of breast feeding for the child and the benefit of therapy for the woman.

Supplementary pyridoxine (vitamin B6) is recommended both for the breastfeeding mother and
the infant.
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Fertili

There are no data on the effects of protionamide /metabolites on human fertility. Effects on male
and female fertility have not been evaluated in animal studies.

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 Protionamide
250mg Tablets should be borne in mind when considering the patient’s ability to drive or operate
machinery.

4.8 Undesirable effects

Adverse events considered to be at least possibly related to treatment with protionamide are listed
below by body system, organ class and absolute frequency. Frequencies are defined as very
common (=1/10), common (>1/100, <1/10), uncommon (=1/1000, <1/100), rare (>1/10,000,
<1/1000) or very rare (<1/10,000). In addition, adverse events identified during post-approval use
of protionamide are listed (frequency category: ‘not known’). Since they are reported voluntarily
from a population of unknown size, estimates of frequency cannot be made. These events have
been included for their potential causal connection to protionamide, taking also into account their
seriousness and the number of reports.

Blood and lymphatic system disorders
Not known: thrombocytopenia.

Metabolism and nutrition disorders
Not known: pellagra-like syndrome, hypothyroidism, hypoglycaemia.

Psychiatric disorders
Not known: depression, confusion, difficulties concentrating, psychosis, suicide attempt.

Nervous system disorders
Common: headache. dizziness, drowsiness, asthenia, paresthaesia
Not known: encephalopathy, peripheral neuritis, olfactory disturbance.

Cardiovascular disorders
Not known: postural hypotension.

Gastrointestinal disorders

Very common: taste of metal or sulphur, dry mouth, increased salivation, anorexia, nausea

Un common: vomiting, heartburn, abdominal pain, feeling of fullness, diarrhoea, constipation,
meteorism, swelling of the parotid

Hepatobiliary disorders

Very common: elevated serum transaminases
Common: hepatitis, jaundice.

Not known: Liver failure

Page 6 of 10

.

o



Protionamide 250mg Tablets WHOPAR part 4 February 2016
(Micro Labs Ltd), TB 239 Section 7 updated: April 2020

Skin and subcutaneous tissue disorders

Not known: pellagroid reactions, photodermatoses, rhagades, stomatitis, acne, cheilitis, glossitis,
alopecia

Reproductive system and breast disorders

Not known: gynaecomastia, menstrual disturbance, impotence.

Eye disorders
Not known: visual disturbances (e.g. diplopia, blurred vision, optic neuritis).

Ear disorders
Not known: ototoxicity.

Musculo-skeletal disorders
Not known: arthralgia, arthritis

Renal and urinary disorders
Not known: Urolithiasis

Respiratory, thoracic and mediastinal disorders

Not known: haemoptysis

Immune system disorders
Not known: allergic reactions

4.9 Overdose

Cases of severe overdosage have not been described in the literature. In case of overdose,
treatment should be symptomatic. Protionamide is not dialyzable.

& PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Protionamide is bacteriostatic against M. tuberculosis at therapeutic concentrations, but may be
bactericidal at higher concentrations. Protionamide is also active against M kansasii, M leprae
and some strains of M. avium-complex. The exact mechanism of action of protionamide has not
been fully elucidated, but the drug appears to inhibit peptide synthesis in susceptible organisms.
Protionamide is prodrug that needs activation by mycobacterial enzymes. Drug resistance
develops rapidly when protionamide is given as monotherapy. Protionamide and ethionamide are
completely cross-resistant.

5.2 Pharmacokinetic properties

Absorption

Protionamide is nearly completely absorbed upon oral administration.

Following single dose administration of Protionamide 250mg Tablets in healthy volunteers, the
mean (+ SD) protionamide Crax value was 1729 ng/ml (= 768ng/ml), the corresponding value for
AUC,. was 5661 ng.h/ml (£ 1679 ng.h/ml).The mean (+ SD) protionamide tmax value was 1.20 (+
0.62) hours.
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Metabolism

Protionamide is converted to active sulfoxide metabolites which then are metabolized to
nicotinamide and nicotinic acid forms.

Distribution and elimination

Plasma protein binding is approximately 30%, and the volume of distribution has been reported to
be approximately 80 litres. Protionamide has good penetration into the cerebrospinal fluid.
Protionamide undergoes extensive hepatic metabolism into several different metabolites, with
only approximately 1% of a given dose excreted unchanged in the urine. Protionamide-sulfoxide
is the major metabolite; it has been reported to have antibacterial activity. The plasma half-life of
protionamide is approximately 2-3 hours.

Special populations
Renal/hepatic impairment: Pharmacokinetic data are available neither for patients with renal
impairment nor for patients with mild to moderate hepatic impairment (see section 4.2).

Children

Data on the pharmacokinetics of protionamide in paediatric patients are scarce. One study in
children aged 0-12 years showed that a daily dose of 15-20 mg/kg yielded Cpax values above a
target concentration of 2.5ug/ml in the majority of patients. This target concentration was based
on published expert opinion. Exposures tended to be lower in younger patients, particularly in
those < 2 years of age.

53 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of
genotoxicity and carcinogenic potential.

Animal studies conducted with protionamide indicate that the drug had embryotoxic and
teratogenic effects in mice, rabbits and rats. There were no studies on effects on male and female
fertility.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core tablet: Colloidal anhydrous silica, croscarmellose sodium, crospovidone, magnesium stearate,

microcrystalline cellulose, polysorbate 80 and povidone .
Seal coating: Hypromellose and polyethylene glycol.

Film coating (Opadry 02F83057 Orange): FD&C yellow #6/sunset yellow FCF aluminium lake,
hypromellose, polyethylene glycol, talc and titanium dioxide.

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
36 months

6.4 Special precautions for storage
Do not store above 30°C. Protect from light.
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6.5 Nature and contents of container

Blister pack:

White opaque PVC/PVDC-Alu blisters. 10 or 14 tablets per blister card, 10 cards per box.

Bottle pack:
White round HDPE bottle with CRC cap.100 tablets per bottle.

6.6 Instructions for use and handling and disposal

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

7. SUPPLIER

Micro Labs Limited

# 31, Race Course Road

Bangalore 560 001

Karnataka

India

Tel : +91-80-2237 0451 to 2237 0457
Fax : +91-80-2237 0463

Email : jainethesh@microlabs.in

8. WHO REFERENCE NUMBER (PREQUALIFICATION PROGRAMME)

TB239

9. DATE OF FIRST PREQUALIFICATION/RENEWAL OF PREQUALIFICATION
25 February 2013

10. DATE OF REVISION OF THE TEXT

February 2016.
Section 6 was updated in February 2016.
Section 7 was updated in April 2020.

R ENCES
This document is based on information available at the following sources:

General:

WHO guidelines on the treatment of Tuberculosis:
http://whglibdoc.who.int/publications/2011/9789241501583 eng.pdf
Companion Handbook, 2014, available at:
http://www.who.int/tb/publications/pmdt_companionhandbook/en/)

Dollery C Sir, editor. Therapeutic Drugs. 2nd ed. Edinburgh: Churchill Livingstone; 1999
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Trecator SmPC, Pfizer. Available at: http:/labeling.pfizer.com/showlabeling.aspx?id=473

Peteha SmPC, Riemser Pharma GmbH. Available at:
https://portal.dimdi.de/amispb/doc//2015/04/24/0192821/0ca0623d880054881823369d206d3ebc

d.pdf

Thomson Micromedex Healthcare Series:
http://www.thomsonhec.com/hes/librarian/ND_PR/Main/SBK/2/PFPUI/311exda2gILCJ7/ND PG/
PRIH/CS/4CA33C/ND_T/HCS/ND_P/Main/DUPLICATIONSHIELDSYNC/DB4817/ND_B/H
CS/PFActionld/hes.common.RetrieveDocumentCommon/Docld/1271/ContentSetld/3 1/SearchTe

rm/Prothionamide%20/SearchOption/BeginWith

Section 5.2.

Anonymous. Tuberculosis 2008; 88:139-140

Thee S, et al. Antimicrob. Agents Chemother 2011;55: 4594-4600
Launay-Vacher V et al. Clin Pharmacokin 2005; 44:221-235.
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