9%

3ATBEPI)KEHO
Hakas Minicrepersa OXOPOHHU
310pOB’s YKpainu

AL 0G L02 yo fP50

Peecrpariijne MIOCBINYEHHS
Ne I PR o,

[Mepexnan YKpaiHChKOor0 MOBOIO,  aBTE€HTHYHICTH  sKOrO HiATBepKeHa 3agBHUKOM a6o
YIOBHOBaXE€HUM HuUM TPENCTaBHUKOM,  iHopmarii TIpO  3acTocyBanus mikapcbkoro 3aco0y,

3asBHIK, Kpaina: MIKPO JIABC JIMITEN, Iunis
MICRO LABS LIMITED, India

Bupo6huk, kpaina: MIKPO JIABC JIMITEN, Tugis
MICRO LABS LIMITED, India

ETionamin Ta0JIeTKH, 1o AHUCIEPIryIOTHCH 10 125 mr
Ethionamide 125 mg Dispersible Tablets

Tabnerky, o AUCIEPryIoThCs, 10 125 Mr Nel100 (10x10) y Gmicrepax
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Erionamix Tabnetku, mo AHCHEPryIOTECS Mo 125 Mr WHOPAR YacTuHa 4
(Mikpo Jla6c Jlimiren), TB352

Ipynens 2019

PEKOMEHI[OBAHO WHO-PQ

KOPOTKA XAPAKTEPI/ICTI/IKA JIKAPCEKOI O 3ACOBY

La xopomxa YapaKmepucmuxa nikapcorozo 3acoby gokycyemves ng Uozo sacmocyeanni Y pamxax
npexeanighixayii BOO3. Pexomenoayii i 3acmocysannsa basyiompcs na KepieHux npunyunax BOO3
ma na inghopmayii cYeopux pezynamoprux opeanie (mepmin, wo nidnsqe nepeanagy).
e npenapam mooyce ompumyeamu 0o3gin nq 0odamkoee abo THuLe 3acmocyeanns 6io
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Erionamig TalJeTky, 1o AHCNIEPTYIOTECA 10 125 Mp WHOPAR vacruna 4
(Mikpo JTa6c Jimiren), TB352 I'pyznens 2019

1. HA3BA JUKAPCBKOIQ 3ACOBY
[TB352 toprosa HasBa]* (Erionamin TabyeTku, o AUCnepryoTees o 125 MT)

2. SIKICHHI | KUIbKICHUI CKJIA
Koxna TabJieTka, mo AUCTIEPTy€ThCA, MicTUTE 125 M eTioHaMiny.
I[loBHHI crincok AONOMIXHUX peqoBuH HaBEJI€HO B po3xii 6.1,

3. JIIKAPCBKA POPMA

Tabnerku, mo JMCIIEPTYIOTECY,

ITnocki, KpYTi, 31 ckommenmy Kpaem, Tabnetku xoBToro KoJbopy Ge3 mokpurrs 3 PHCKOIO 3
THCHEHHAM "E" Hag "125" 5 OZHOro GOKy i 6e3 TucHens Ha iHIoMy Gorj.

4. KJIIHIYHI XAPAKTEPUCTHKH

4.1 Tepanestuunij NOKa3aHHs

Erionamipn TIOKa3aHut y moenuanwi 3 MU NPOTUTYOepKy Tb03HIMY TpenapataMu st nikyBanus Beix
bopm TyGepkybozy, CUPHYHHEHOTO Mycobacteriym tuberculosis.

Etionamin 34CTOCOBYIOTh JiHme sk aHTHMiKoGaKTepiansHuif penapar  npyroi niuii, konu
aHTHMIKOGaKTepianpyij lpenaparty nepwoi minii pe MiAXONATE uepes PC3UCTEHTHICTH abo
TOKCUYHICTE.

Cuin posrnsinary HaNHOBIII ohiniiiy HAaCTaHOBH 1WO/10 NTiKyBanHs Ty0GepKyIbo3y, HarpuKan,
PeKoMenpanii BOO3.

4.2 Cnoci6 3aCTOCYBaHHS Ta q03H
Opanbue 3aCTOCYBaHHS.

ETtionamip TabJieTKH, 1o AUCOepryrTbes mo 125 mr 3aCTOCOBYBATH 3aBXKIAM y KoMOiHawmif 3
IHIIMMH NpOTHTYGepKyIb03HHMY npenaparamu.

Ontumansya AoboBa no3a g AOpOCINX cTaHOBHTH 15-20 MI/KT. 3BUYaiina A03a CTaHOBHTH Bin
500 Mr 10 1 r Ha ACHB, 3aleXKHO BiX Macu Tina Ta nepenocumocri. o Ro00By 103y MoskHa

03H.
*Toprosi Hassu He npekBanidikyrotscs BOO3, Lle BIANOBiNaNbHiCTD, 110 TIOKJIa ¢
OpraH 3 peryJaroBaHus TKapChKHX 3ac06iB.
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Erionamig Tabnerku, mo AUCIEPryIoThes 1o 125 mr WHOPAR wacTypa 4

(Mikpo Jla6c Jlimiten), TB352 Ipynens 2019

Hitu:

Ontumaneni O3 I miteif He BCTaHOBeHI. Onnak L€ He BUKIIOYae 3aCTOCYBaHHS Npenapary,
KO 1ie Mae Bupimanpye SHAYCHHA 11a Tepanii, ToGTo KOJIM MiKpoopranizmu 0e3yMoBHO criiki JI0
ICPBUHHOT Tepamii | ICHy€e cucrempue TNOIIMPEHHs  3aXBoproBanHs abo  ixmi YCKNaAHEHHS

TyOepKy.1603y, 1m0 3arpoXyIOTE XUTTIO. Pekome iTeit € 15-20

rpaM Ha
R0y

Inempyryis w000 npuiiomy mabnemox ons dimer;:
Heo6xuu{y KUTBKICTE Erionamig TableToK, myo AMCHepryoThes no 125 mr CI po3YuHuTH y
HEBeIMKOMY 06cs3i BOIH BIANOBiZHO n0 TabJIMUi BHme Ta PETeNIbHO nepemimaru. Bero CyMi

Hopywenns Dyuryii nevinky i HUPOK:

Etionamin maiixe IOBHICTIO Merabonisyerscs B nevinui. Crig YHHKaTH HOro 3acrocyeanms
nauieHram i3 TAKKUMH  [TOpYIICHHAMMU GyHKUIT neuigky, Hemae panmx OO TallieHTIiB 3
NEeYiHKOBOO HENIOCTaTHICTIO Jlerkoro Tta CCPEAHBOrO CTYNEHsS TAKKOCT]. Erionamin supoamrsos
HHPKaMu nysxe wmano, memac HeOOXiTHOCTI KOpHTYBaHHS fo3n Y nauieHTiBp 3 HHPKOBOIO
HEJIOCTaTHiCTIO.,

Tpusanicme mepanii

Tpusanicrs NPOTUTYGepKy 1603107 Tepamii 3anexurs Bil 0GpaHoro PeKHUMYy, KIIHIYHHX T3
PCHTICHONOTIYHUX peakifi MAL€HTa, pe3yNbTaTiB Maska Ta MOCIBIB Ta Hocimimkens YYTJIUBOCTI
i3oyaTiB MiKoGakrepii TyOepKy.1603y Bix mamienra abo nixosproBanoro JOKEpe1a 3aXBOproBaHys.
JIKmo Tepamis TlepepuBaeTses, rpagix MiKyBaHHA clif TIPONIOBXKUTH 10 6inblun misHpof JaTu
3aBEPUICHHSA 3allexkHO, HallpUKnan, Bix TpuBamocti NepepuBanHs, yacy TICpepHBY B Teparii (panwuiii
YH Mi3Hiif) Ta CTaTyCy nauieHTa,

LIponyweni dosu
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Erionamig TabneTky, uio AHCHEPryIOThCs 110 125 Mp WHOPAR YacTHHa 4
(Mixkpo JTa6c Jlimiten), TB352 I'pynens 2019

4.3 Hporunokasanug

inumena YYTIUBICTL f10 eTioHaminy, NPOTiOHaMiny aGo no Oy ne-s1xof AOTIOMIXHOI peuopyyy
Etionamin TabJ1eToK, mio ANCICPryIOTECS 110 125 M,

Baxki nopymenns dyHKUiT neyipky,

4.4 Cneuianpni 3acTepexeHns Ta 3ano6ixyj 3aX0aH
Pesucmenmuicm,

3acrocyBannus eTioHamiy Y MOHOTepanii Tybepky 1603y TIPU3BOANTE 10 mBHAKOrO PO3BUTKY
PE€3UCTEeHTHOCT], Tomy  ioro ciijy 3aCTOCOBYBATH  Tinpky Y KOMOIiHamii 3  immpmy
NpOTHTYOepKy 1H03HHMY 3acobamu  afo lpenaparamu, BuGip sxpx IDYHTY€ETECA Ha pesyibTarax
TECTY Ha YyTnuBicTs. Oppak TepaIio MoxHa posnouuHaTh 1o orpumanng Pe3yJbTartiB Tectip Ha
YYTIHBICTS, K10 JiKap BBaxcae 1€ TOUiIBHUM,

g enamomoxcuynicmp,

NEeYiHKOBHX TpaHCaMiHa3 y Kkpogi, Ipy ninumeny; PIBHS TpaHcaminas YHacigok npuiiomy
eTiOHaminy uy 1130010751 TIPOTHTYOepKyME03HIX 3ac06is CIiZI THMYacopo NPUNHMHUTH  npuiiom
npenapatis o HOpMatisanii pipug Tpancaminas. [Totim pj penaparu MoxyTs OyTn MIOBTOPHO
3aCTOCOBaHi, 106 BU3HAYHTH, sKuii npenapar (a6o lIpenapaty) cnpuyuyse PeMaTOTOKCHYHiCT, Y
BUMANKy onHoYacHoro 34CTOCyBaHHs npenapary 3 nipa3uHaMizom HeoOXinuuit Ginprm YaCTH, Hix
3a3BHYal, KOHTpoJIp dyHKuil newinky, v Nali€eHTIB i3 LYKpoBUM niabetom icmye HiABUINEHWI
PH3MK renaTorokcuunocr;.

Hesponoziyyi egpexmu,

Binomo npo neuxiypi TOpyIeRHs, ennedanonariro, nepubepnynmii Ta 30popuii HEBPUTH, a TaKox

NIPUITHHUTH,
Lopywenns 30py

Ockinbku eTioHaMix Moske BHKJIMKATH NOpymeHHs 30py, Nepen npu3HaYeHHsIM JNiKapChKOro 3aco0y
Erionamin Tabnerok, o AHUCTIEPTYIOTECH Mo 125 MT, 1 mepiogmyHo mix yac MKyBaHHA ciiip
TIPOBOIMTH OTansMockorizo.

Onxovache 3aCTOCYBaHHy eTioHaMiny Ta pupamninuuy nop’s3ane 3 BHUCOKOIO yg 13%(3: po3sy
FCIaTUTY 3 KOBTAHULEID, V MOCIIJKEHH] renaTuT crocrepirases y 4,5 % narig TS5 ApGx

; 723 £ '
N M 0%
NN /PN ¢
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Etionawmin Tabnerku, 1o AHCIEPryIOTECs 110 125 Mmp WHOPAR vacruua 4
(Mixkpo JIa6c Jlimiten), TB352 I'pynens 2019

26 %. Cnix yuuxary CyMiCHOro npuiiomy. Sk BBAKAETBCS, 10 KopucTh TI€peBaxae pusukuy, cray
nauieHra crip PCTYJSIPHO KOHTpomogary na MIPEAMET MOABH Kiiniunyx O3HaK Ta cuMnTomip
TMOPYIICHHS GyHKNiH neyigky.

Ipu OAHOYACHOMY 3acTocyBanm] €TIOHaMia THMYacogo nifBuIye KOHIEHTpal 1o i30Hiazupy. ko
CyMicHe 3aCTOCYBaHHA BBa)kaeThcy HEOOXinHuM, cix AONIATKOBO 3acTOCOBYBaTH HiPUIOKCHH Ta

CHUuedanonaris).

ITpu OAHOYaCHOMY  3actocyganmi eTioHaminy Ta NepopagbHUX aHTHIiabeTHYHNYX 3acobiB
T ICUIIOETh e ist OCTaHHIX.,

Ilpn OAHOYAaCHOMY 3acTocyBannj eTioHaminy 3 UHKJIOCEPHHOM I1i ABMIIYyeThCy PHU3HK BUHHKHEHHS

TICUXOTHYHUX peakuiii.

4.6 Barithicrs Ta JlaKTanis
Bazimuicmy -

JiKyBaHHs eTiOHaMizoMm.

I'pyone 200y6anus

Hesinomo, uy €TiOHaMin BUAIIAETHCY B TPYIHE MOJIOKO.

He moxua Bukmoyary PH3HUK 1JIs IUTHHY, 1m0 TONY€ETHCS rpy mro.

eTioHaMiny (nus. po3znin 4.8).
DPepmunvricms
Hemae nanux npo srmg eTioHaMily Ha depTunpHicTs,

4.7 3nartnicts BINIMBATH Ha WBHAKiCcTEL Peakuii npu kepyanui ABTOTPaHCIIopTomM ao

IHIIUMy MexaHi3Mamuy,

aBTOMOGiIeM Ta iHmIMY MEXaHI3MaMH CIliZl BpaxoByBaTH iforo KIIHIYHuiA cTay npoginb noGiynmx
edexris.
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Erionamin Tabnerku, mo AHCTIEPryIOThCS M0 125 Mr WHOPAR vacrupa 4
(Mixpo JTa6e Jlimiten), TB352 Ipynens 2019

nicnspeecrpariiinoro 3aCTOCYBaHHs micig npuiiomy eTioHamiy (kaTeropis gactory: »HEBIZIOMO”).
Ockinbku e AOOPOBIiNbHI OB KOMITEHHS B nomy nsuif HEBiJToMoro PO3MIpy, MO0 HUX He MOjKHA
3pOOMTH OLiHKK dactotu. Ili Bunamkyu Oynu  BKmoyeni Al 1X noTeHuidHOroO NPHYUHHO-
HacCJIiIKoBoro 3B’A3Ky 3 eTioHaMi oM, Oepyun no ygary TaKoX 1X cepiiosHicTs Ta KilbKicTp
TOBIIOMJIEHE.

Poznagu KpoBi Ta JiMpaTuunoi CHCTeMHu:

Hesinomo: TPOMOOLUTONEN s,

Metat6omnizm j NOPYINEHHS XapyyBannsg:

Hesinomo: Tearpanonionui cuuppom, TinoTupeos, rinorsikemis.

IenxiaTpuyni po3nagu

Hesinomo: neuxotmyy; peakuii.

Iopymenus HEpBOBOI cucTemu

.

Heginomo: eHLedanonaris, nepupepuunmii neppur, TIOpy e s Hioxy
Iopywenns CEPUEBO-CYyAHHHOT cHCTeMu

Hesinomo: II0CTypankHa rinoreysisy.

MlnynkoBo-kumkog; po3niaaun

Hyxe gacro: eMiracTpans uuii AHCKOMopr, Ginp y KUBOTI, aHOpeKcis, HyZ0Ta, G1moBora, iapes
Hesinomo: meranenuis CMaK i cipyana BIIPHIKKA, OCHITeHe CIMHOBULNEHHS!, MOPYenHs CMaKy

r enarobitiapui NopyumenHs

Hy>xe yacro: T ABUINCHHI pisenp CHPOBATKOBUX TpaHCcaMiHa3

Yacro: TeIaTHT, XKOBTAHHIS.

IMopywienns 3 00Ky mKipu ta miTmkipuoy KJIITKOBUHH

Hesinomo: Bucun, KpOMNUB'siHKa, Byrpi, CBITJIOUY TJIMBiCTS, CTOMATHT, ajonenis, mypmypa
Iopywennus PEIPOAYKTHBHOY cHeTemu Ta MOJIOYHHX 34,103

Hesinomo: TiHeKOMacTis, TIOPYWIEHHs MEHCTpyaEHOro LMKy, IMITOTeHIis

Iopywenus 3 00Ky oyeii

Hesinomo: nopymenys 30py (Hanpuknan RUIUIONIs, 3aTyMaHeHHs 30Dy, HEBPUT 30pOBOro HepBa)
Poznamu CIIyxXy

Hesinomo: OTOTOKCHUYHICTE

3aranbHi posaaan ta IIOpYIIeHHs1 y Micui BBexenst

Hesinomo: peakuis rinepyyTiauBocri (Bucu, JIMXOMaHKa) ‘
Hapauus nosinomnens Npo Mif03proBaHi no6iynj Peaxuii Ha 3apeecTpopanmuii JTiKapehbKiit 3aci6 e
BaxausuM. Ile nmae smory BiJICTEXyBaTH CHiBBiJHOIIEHHS KOPHCTE/PU3HK JliKapchkoro 3aco0y.
Mennunux npauisnukis TpOCATH MOBIAOMIISITH PO Mia03pioBani 1m06iyH; PeaKxuii 3ajBHUKY Ta,
AKILO LE OCTYIHO, Yepes HALIOHANBHY CHCTEMy MOBiZOMITeHE 3riIHO YHHHOTO 3aKOHOLABCTRA,

4.9 Iepenosyanns .
Bunanxku tsaxkoro TI€peNlo3yBaHHA MpenapaTy B TITepaTypi He onucawi.
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ETtionamix TabNeTk, o AMCTIEPryIoThes o 125 mr WHOPAR uactuna 4

(Mikpo Jla6c Jlimitern), TB352 Ipynens 2019

NENTHAIB y CpUiHATIHENX opraHismax. PesucrenThicr WBHAKO PO3BMBAETECS, 5K €TiOHaMiz
TPH3HAYAETECS SIK MOHOTepanis.

Cepeane apH(MeTHYHe 3HAYeHHg (=
CTaHJapTHe BiAXHJIeHHs)

#Meniana (mianazon)

Dapmaroxinemuxa emionamioy

Hemae Binmosinnoro Xap4oBOro BILIHBY.

Abconoms Sororrymicr. s T
Maiixe 100%

O6'eM posnopiny (cepenHiit) puOIU3HO 94 11

3B’ 13yBaHHA 3 Ginkamu T1asmu xposi [[Ipu6i. 30%

in vitro

Po3nonin B Tkanumax LL1poKo posnosingerscs B TKaHHHaX OpraHisMy Ta piguHax i3

KOHLEHTPANI€IO y m1a3mi Ta B Pi3HHX opraHax NpUOIN3HO OfHAKOBO.
aKOX NOWHProeThes B LTHC

MeTa6ouizm
OO6mmnpHuit nevinkonuii MeTabori3M Ha Kinbka Pi3HHX MeTa6oiTiB
AKTHBHUIH MeTaGoiT EtioHaminy cynbhokcug
Bupenenns
3araineHi qani ,3aI‘aJILHe 3ayBaxeHHs Etionamin B OCHOBHOMY OYHINAETECS Yepe3
CepenHiif cuctemumit kiipenc (Cl/F) [six 56 o 72 rogun
Tepmin HaniBBHBEEHH s 1,7-2,1 rogunn
%o n03M, 110 BUBOMTECS i3 ceyero [Tpu6musno 1% Y He3MiHEHOMy BHIJIszi ‘,
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ETioHamix Ta0neTku, mo AHMCIICPryI0ThCS 110 125 Mr WHOPAR wyactina 4
(Mikpo JTa6c Jlimiten), TB352

Ipynens 2019

Hemae nocrynnux hapmakokineTHannY JaHuX

Hemae nocrynamx hapMakokiHeTHYHIX JaHuX

Hani womo bapmakoxinernxy eTionaminy y neiaTpuyHmux XBOpHX 00Mesxeni. Onne AOCIIIKEHHS y
AiTeit Bikom 0-]2 POKiB TI0Kaszano, mo goGoga no3a 15-20 mr/kr AaBalia 3HaYeHHS Cpgy BUILIE
UiI60BOT KOHUEHTpanii 2,5 Mkr/ my Yy GinbImocti namienris, s uineosa KOHLIeHTpauis Gasypanacs
Ha ony6niKOBaH0My BUCHOBKY ekcriepra.

Excnosunis, sx IpaBuio, Oyna Huxyoro Y NMauienTis Monoamoro BiKY, 0c0611B0 Y Billi 10 2 pokis.

5.3 JNoxainiuni AaHi 3 6e3mexn
B CHOTOKCHYHICTB/ KaHIre Or€HHICTE

Erionamin ne 0yB KaHueporenHum aHi y mypis, anj Y MUIIeH,

Penponyxrupna TOKCHUYHICTE

Hocnimxenus CTiOHaMizy Ha TBaPHHAX BKa3syIOTk Ha Te, 1m0 Hpenapar mMae Tepatorennui; NOTeHLian
Y KPOJHKIB Ta mypis, Ho3mn, BUKODHUCTaHI B 1pux AOCIIVKEHHAX, 3Haumo TIepeBuIYBamy 103w,
PCKOMEHIOBaH] 11s mro ey,

[Hmux noksminiyayx AaHUX, 110 MAKOTh 3HayeHHs AN miKapst, Kpim MaHHX, HAaBENECHHUX B IHIIMX
po3nainax KOpPOTKOY XapaKTEePUCTUKH JiKapchKoro 3acoby, Hemae,

6. OPAPMALEBTHYHI XAPAKTEPUCTHKH

6.1 Coucox AOTIOMIXKHHX peyoBuH

emonosa MiKpOKpHCTaIIi‘{Ha, HaTpiro KpocKapMmeiosa, kpemuiif HiOKCHI KOJIOiTHH Oe3Boguuii,
TOBi0H, noJjicopoar, 4pOMAaTH3aTOp aHaHACOBHi, CyKpaiosa Ta creapar maruiro.

6.2 Hecymicuicmp.
He onucano.

6.3 Tepmin npuoamnocmi,
36 Micauis

6.4  VYmogrn 30epirannus.
36epiratu npu TeMIeparypi He Bume 3(0° C,

6.5  Vnakoska

bBricmepna ynaxosxa '
Etionamin TabJIeTKH, 110 AUCHEPryIoThes 10 125 Mr BUIIYCKA€TBCA y Npo3opux Gricrepax i3 [IBX /
IIE / IIBaK-Amo na 14 Tadnetok a6o Ha 10 TaGerox. ITo 3 a6o o 10 GicTepis ynakopani y
KapTOHHY KopoGKy.

Vnakosxa y cmpinax .
Erionamin TabJIeTKy, 1110 AHUCNIEPryIOThCa 110 125 Mr Takok AOCTYNHUI y mIIockux Amo-A o CTpimnax.
Kosxna emysxka micrurs 10 Tabnerok. Io 3 a6o no 10 CTpiniB ynakosani Y KapToHHy Kopoxy.

6.6 OcoGuugi BHMOTH 100 yTHJi3ai{
Hemae oco6nupux BHMOT
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BUMOr

7. HOCTAYAJIBHUK

Mikpo Jla6c Jlimiren

Ne 31, Peiic Kopc Poyn

Banrainop 560 001

Kapnaraka

Innis

Ten.: +91-80-2237 0451/2237 0457
Daxc: +91-80-2237 0463

Email: info@microlabs.in

8.  PE®EPEHTHHI{ HOMEP BO3 (ITPOr'PAMA ITPEKBAJTIDIKALLLT)
TB352

9.  JIATA IEPLIOJf HPEKBAJII(I)IKAHI'I'
23 nunusg 2019 p-

10. JATA HEPETJISANY TEKCTY
Ipynens 2019

Cnucox nitepatypu:

Companion handbook to the WHO guidelines for the programmatic management of drug-resistant
tuberculosis:
https://www.who.int/tb/, ublications/pmdt com anionhandbook/en/

Guidance for national tuberculosis programmes on the management of tuberculosis in children, second
edition:
http://apps.who.int/medicinedocs/documents/sZ 1535en/s21535en.pdf

Tissue distribution:
Bennett, J., et al (2015} 38 Antimycobacteria] Agents". Mandell, Douglas, and Bennett's principles and
practice of infectious diseases.

OCLC889211235

Food effect and clearance data:
Auclair B., et al: Pharmacokinetics of Ethionamide Administered under F asting Conditions or with Orange
Juice, Food, or Antacids: Antimicrob Agents Chemother. 2001 Mar; 45(3): 810-814

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC903 79/

Pediatric pharmacokinetics:
Thee S., et al: Pharmacokinetics of Ethionamide in Children: Antimicrob Agents and Chemother, Oct. 201 L
p. 4594-4600

https ://aac.asm.org/content/S 5/10/4594

Transport and metabolism:
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Drugbank: Ethionamide

https://www.drugbank.ca/drugs/DBOOGOQ

All web links last accessed December 2019

Detailed information on this medicine is available on the World Health Organization (WHO) web site:

https://extranet.who.int/pregual/ G
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Ethionamide 125 mg Dispersible Tablets WHOPAR Part 4 December 2019
(Micro Labs Limited), TB352

1. Name of the medicinal product
[TB352 trade name]*

2. Qualitative and quantitative composition
Each dispersible tablet contains 125 mg ethionamide, f

For the list of excipients, see section 6.1.

3. Pharmaceutical form
Dispersible tablet

Yellow-coloured, circular, flat-faced, beveled edge, uncoated tablets debossed with “E” above “125” on one
face and plain on the other face.

4. Clinical Particulars

4.1 Therapeutic indications

Ethionamide is indicated in combination with other antituberculosis agents for the treatment of aj] forms of
tuberculosis caused by Mycobacterium tuberculosis.

Ethionamide is only indicated as 3 second-line antimycobacteria] drug when resistance to or toxicity from
first-line drugs has developed.

42 Posology and method of administration
Oral use.

The optimum daily adult dose is 15-20 mg/kg. The usual dose is 500 mg 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. [TB352 trade name] may be taken with food or between meals. Intake with
food may improve gastrointestinal tolerability.

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

Children:

Optimum doses for children have not been established. Tiits, however, does not preclude use of the drug
when crucial to therapy, i.e. when the organisms are definitely resistant to primary therapy and there is
systemic dissemination of the disease, or other life-threatening complications of tuberculosis. A total daily
paediatric dose of 15-20 mg/kg is recommended and can be taken either at a single occasion or split up in
two doses over the day to improve tolerability (see also section 5.2).

——

" Trade names are not prequalified by WHO. This is the national medicines regulatory agency’s responsibility.
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Ethionamide 125 mg Dispersible Tablets WHOPAR Part 4 December 2019
(Micro Labs Limited), TB352

dose is ]

of water
to be
added

Instructions for mixing the tablets Jor children:

The required number of {DotWP-ProductName} should be dispersed in a small volume of water as per the
table above, and thoroughly mixed. The entire mixture (water and tablets) should be swallowed immediately.
The cup or glass that contained the mixture should then be rinsed with a small amount of water and the
contents swallowed to ensure the entire dose is administered.

Hepatic and renal impairment

Ethionamide is almost completely metabolised in the liver. 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
ethionamide is excreted renally, and dose adjustments are not expected to be necessary in patients with reng]
impairment.

Duration of therapy

The duration of antituberculosis therapy depends on the regimen chosen, the paﬁent’s clinical and

radiographical Tesponses, smear and culture results, and susceptibility studies of Mycobacterium tuberculosis
isolates from the patient or the suspected source case.

43 Contraindications
Hypersensitivity to ethionamide, protionamide or to any of the excipients of [TB352 trade namej.
Severe hepatic impairment.

44 Special warnings and precautions for use
Resistance
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Neurologic effects

Psychotic disturbances, encephalopathy, peripheral and optic neuritis, as well as a pellagra-like syndrome
have been reported with ethionamide. In Ssome cases, these symptoms haye improved with nicotinamide and
pyridoxine substittion, Therefore, concurrent administration of pyridoxine is réecommended to prevent
neurotoxic effects of ethionamide. ]

Blood glucose

Allergic reactions
Ethionamide may cause severe allergic hypersensitivity reactions with rash and fever. If this occurs,
[TB352 trade name] must be discontinued.

Visual disturbances

Since ethionamide may cause visual disturbances, ophthalmoscopy is recommended before and periodically
during therapy with [TB352 trade name].

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration of ethionamide and rifampicin has been associated with a high frequency of hepatitis with
jaundice. In one study, hepatitis occurred in 4.5% of patients co-treated with rifampicin and ethionamide.
The mortality in this subset of patients was 26%. 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,

Co-administration of ethionamide and isoniazid increased the serum concentration of the latter in both rapid
and slow acctylators. 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 co-
administered. 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 should thus be avoided.

4.6 Fertility, pregnancy and breastfeeding

Fregnancy

There are no or limited amount of data from the use of ethionamide in pregnant women. Some data indjcate
an excess of congenital malformations when ethionamide is given to pregnant women. Studies in animals

Breast-feeding
It is not known whether ethionamide is excreted into human milk.
A risk to the suckling child cannot be excluded.
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A decision must be made whether to discontinue breast—feeding or to discontinue/abstain from [TB352 trade

name] therapy, taking into account the benefit of breast feeding for the child and the benefit of therapy for
the woman.

In case of breast-feeding during treatment with [TB352 trade name], the baby should be monitored for side
effects of ethionamide (see section 4.8).

Fertility Herne oy
No data on the effect of ethionamide on fertility are available, ¥t

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 [TB352 trade name] should be borne in mind
when considering the patient’s ability to drive or operate machinery.

(=1/100, <1/10), uncommon (=1/1 000, <1/100), rare (>1/10 000, <1/1 000) or very rare (<1/10 000). In
addition, adverse events identified during Post-approval use of ethionamide 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 ethionamide, taking
also into account thejr 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: psychotic reactions.

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: epigastric discomfort, abdominal pain, anorexia, nausea, vomiting, diarrhoea
Not known: metallic taste and sulphurous belching, increased salivation, taste disorders
Hepatobiliary disorders

:'r,iy Cretserneore. u;uvatu'd S i uiil I'thoauliﬂases'

Comi-on: hepatitis, jaundice.

Skin and subcutaneous tissue disorders

Not known: rash, urticari a, acne, photosensitivity, stomatitis, alopecia, purpura
Reproductive system and breast disorders

Not known: gynaecomastia, menstrual disturbance, impotence

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

General disorders and administration site conditions
Not known: hypersensitivity reaction (rash, fever)

Repqrjing Suspected adverse reactions afier authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicina] product. Health care professionals are
asked to réport any suspected adverse reactions to the marketing authotisation holder, or, if available, via the
national reporting system. ’

4.9 Overdose

Cases of severe over-dosage have not been described in the literature, In case of overdose, treatment should
be symptomatic. Ethionamide is not dialyzable.

S. Pharmacological Properties

5.1 Pharmacodynamic Properties

52 Pharmacokinetic properties
Absorption of [TB352 trade name]

The absorption characteristics of [TB352 trade name] have been determined after administration of two 2
tablets in healthy volunteers in the fasted state as follows:

Pharmacokinetic variable Arithmetic mean value

| (= standard deviation)
Maximum concentration (Crusz) 2.669 + 1.063 pg/mL

Area under the curve (AUC,_ ), @ measure of 9.027 + 1.837pg.h/mL

the extent of absorption

Eime to attain maximum concentration (tmax) | 1.13 (0.17 - 30)h*

#median (range)

Pharmacokinetics of Ethionamide

’ Ethionamide —i

Almost 100%
Almost 100%
No relevant food effect.

Absorption

Absolute bioavailability
Oral Bioavailability
Food effect

Distribution
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Volume of distribution (mean)

Plasma protein binding in vitro
Tissue distribution !
dHe N |
" | Extensive hepatic metabolism into several different metabolites

Ethionamide sulfoxide B

Approximately 94 L

_Approximately 30%

Metabolism

Active metabolite

Elimination

General note Ethionamide is mainly cleared through the liver
_‘
_
Approximately 1% unchanged

% of dose excreted in urine

% of dose excreted in faeces Not available
Pharmacokinetic linearity Not available
Drug interactions (in vitro) Not available

Special populations

Renal impairment No pharmacokinetic data available

No pharmacokinetic data available

Hepatic impairment

Children

Data on the pharmacokinetics of ethionamide in paediatric patients are scarce, One study in children aged 0-

12 years showed that 2 daily dose of 15-20 mg/kg yielded C,,, values above a target concentration of 2.5
Hg/mL in the maj ority 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

Genotoxicity/carci nogenicity

Ethionamide did not exhibit a genotoxic potential in vifro.
Ethionamide was not carcinogenic in either rats or mice,

Reproductive toxicity

6. Pharmaceutical particulars

6.1 List of excipients

Microcrystalline cellulose, croscarmellose sodium, colloidal anhydrous silica, povidone, polysorbate,

pineapple flavour, sucralose and magnesium stearate.

6.2 Incompatibilities
Not applicable.
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6.3 Shelf life
36 months

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

6.5 Nature and contents of container '

Blister pack

[TB352 trade name] is available in clear PVC/PE/PVdC-Alu blisters of 14 tablets or 10 tablets. Such
3 or 10 blisters are packed in a carton.

Strip pack

[TB352 trade name] is also available in plain Alu-Aly strips. Each strip contains 10 tablets. Such 3
or 10 strips are packed in a carton.

6.6 Instructions for use and handling and disposal
No special requirements.

Any unused product or Waste material should be disposed of in accordance with local requirements

Micro Labs Limited

# 31, Race Course Road

Bangalore 560 001

Karnataka

India

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

Email: info@microlabs.in
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