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18 mMuKporpama, npax 3a HEXaNalus, TEbPAH Kaucyny

2. KoJiauecreeH U KAYECTEEH CHCTAB

Beosxa xancyna cpABpxKa 22.5 meg tiotropium bromide monohydrate exsuBanenTeH Ha 18
MUKporpama tiotropinm.

Hozata, xosTo ce ocBoGoxmapa (nozara, ocsobojmeHa OT MyHHUIyKa Ha YCTPOHCTBOTO
HandiHaler®) e pasna Ha 10 MEkporpamMa.

Tomomue Bemectra. Bx. T. 6.1

3. JMexapereena hopmMa

Ipax 3a gExXananys, TBHPIM Kancylu.
CgeTio 3eIeHH TBHPAY KAICYNH, CHABPIKAITH 051 MM KBITO-041 Ipax. Bepxy Kancymite ¢

OTIEeYaTaH KoJa Ha IIPOAyKTa B hHpMeH 3HaK.

4. Knuunyas JaHun
4,1. Hoxazanusi

Tiotropium mnpencrasngBa OpOHXONHUIATATOP 3a IONNBPXKAIIO JEYCHHE Ha XPOHHYHA
oberpyxrieHa 6enoapobra donect (XOBE).

4.2, o3uPOBKA ¥ HAYHH HA IPIIOXKEHNC

TipenoprunTenHata Ko3a tiotropium bromide e MHxampane ChIbPKaHUETO HA e/{Ha Kancyna
IHEBHO, TIO €IHO H CHILO BpeMe Ha JieHd, m3monseaiixi yeTpodicreoro HandiHaler® (Bix.
1.6.6. “TIpenopsKu npu ynotpeda™).

Tiotropium bromide tps6Ba ma ce uExaamIpa camo ¢ yeTpoiicreoro HandiHaler®.
[perrophuanaTa fo3a He TPAOBA Jia ce IPEBHUIaBa.

Tiotropium bromide xaricyny He TpsOBa Ja Ce IBITAT.

Qcobenn TONYIALNH:
IMangeHTH B HampelHAana BB3PACcT MOrar Ja H3IoN3BaT tiotropium bromide, crexsaiixu

npernopbiaHaTa JO3MPOBKa .

ITanpenTn ¢ GHOpEYHH YBPESXIJaHHS MOrar Ja HM3MoI3Bar tiotropium
Tiperopbuanata fozppopka. IlanpeHTH chC cpefHa XO Texka OBOp
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(xpervsunos kmupbHe < 50 ml/min) Bx. 1. 4.4 “CHelMansy NpOTHBONOKA3AHHA M
CHELHATHE TPENyTPeKIeHys 32 yIoTpe6a” u 5.2. “PapMakoKHHETUIHEA CBOHCTER”)

TlanmenTH, CIpajail OT YepHOApoOHa HeNOCTATBYHOCT MOTaT H& M3MoNi3Bar tiotropium
> CIp P
bromide, cnempaiixa IpemopbuaHara ao3upoRka (Bx. T. 5.2, “QapMaKOKEHETHYIHH
cBoifcTBa”).

TlarenTs B JEeTCKa Bh3pacT: besomacmocTTa ¥ edekrHBHOCITA Ha tiotropium bromide mpy
Jieria He € IIPOYYeHo, CIIeIOBaTEHO NPOAYKTET He TpA0Ba [ Ce H3IMM0N3Ba HPH TalHeHTH 0K

18 rogmmna BB3PAacT.

4.3, IIpoTHRONOKAZAHAS

Tiotropium bromide, mpax 32 HHXalan@s € TPOTHBONOKA3aH MIpH NAlHEHTH CBC
CBPBXUYBCTBUTEIHOCT KEM tiotropium bromide, aTporMe HH HETOBHTE IIPOM3BOIHH, HAIp.
jpratropium WM oXitropium #id KbM IOMOITHOTO BeImecTBo lactose monohydrate.

4.4, Coenpajuy NPOTHROMOKAZAHMS 1 COCNHATHE NPeNIvIpeKIeHus 3a Yorpeda

Tiotropium bromide, npezncrapnsiBa OpOHXOAWIATATOp 3a MONNGPIKAING JCUEHHE, 3a
OpHIOKEHAE BENHLK NHEBHO, IIODAnH TA3M NpuuMHA He TpsabBa fa Cce H3MON3BA 32
HHHIHAHO JEUEHHE Ha OCTHP IPHUCTHI Ba OpOHXOCTIA3DhM, T.€. CIIEITHA TePaIlHs.

BE3MOXKHa € MOogBATA Ha Peakiiy Ha CBPHXIyBCTBHTEIHOCT OT OBp3 THI Cle HPUNCIKeHHe
Ha tiotropium bromide.

KaxTo ¥ npu ApYrH aHTHXONMHEPTHIHE CPeICTBa, tiotropium bromide Tpsbea fa ce npuiara
¢ 0cobeHo BHMMAHKE IIPH IAlMeHTH ¢ TeCHOBTBIIHA MayKoMa, XHUEPIIa3 s Ha IPocTaTaaTa
JKI€32 HTH OOCTPYKLIS Ha nriifkaTa Ha ITHKOYHMI MEXYP.

JlekapcTBenwTe XNPONYKTH 3a MHXaNalHOHHO NPWIOXKEHHE MOrar [Ha IpenusBUKaT
HHXATATOPHO-UHIYIEPax OpOHXOCIAZEM.

Toit XaT0 IITa3MeHATe KOHOEHTPALMK ce yBeyaBar npH EaManeHa 6n0peuna QyHkmus Ipu
NaNECHTH CHC CpelHa Ao Texka OBOpeuna HEJOCTATHIHOCT (KPEeTHHHHOB KIMpPHHC < 50
ml/min), tiotropium bromide mMoxe Xa ce mpuiara, caMo aKo OYAKBAHATa IION3a HafgBulIaBa
OOTeHIaNHus puck. Hsamva IBNrocpouny AaHHM 3a NPHIOKCHHETO Ha IPONYKTa NP
DANHeHTH ¢ TeXKa Op6peuna gegocTareunocT (Bx. 7. 5.2. “®apMakOKMHeTHIHH CBOHCTBA™).

TTauzentute TpsOBa Aa OpxatT IpeayNpeNcHA a c& BHUMABA IPax’sT Jia He MONajHe B O4HTe.
Tpabea ga 6pHaT OpedylpefeHH CHII0 Taka, 9¢ TOBAa MOXKE Ja JOBele O BIOLIABAHE MM
oBocTpsiHe HA TECHOBIBIHA I[IIAYKOMa, OOoNKa MiH MACKOM(OPT OT CTpaHa Ha OYHTE,
BpPEMEHHO 3aMBLISBAHE HAa  3pEHHeTo, IBETHH KphIOBE MNM IIETHA, CBBP3AHHM CBC
3agepBsBane Ha OMHTE [Opajy KOHIOHKTHBAIHA KOHTECTHS M KopHeaien oToK. Heobxomumo
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Tiotropium bromide He Tpafea §a ce mpuiara IOBeYe OT BeAHBXK JHeBHO.(Bx. 4.9.
Ipenozupane)

4.5, NexapcTBeHH ¥ APYIH B3auMoAeiiCTBUL

Bpopexu we, He ca TPOBEXAABM KIHHMYHE HPOYYBAHMS BBPXY JIEKAPCTBEHHTE
B3auMoyIelicTprs, tiotropium bromide, mpax 3a HEXaNHpane, € OHII IpUITaraH eIHOBPEMEHHO C
APYTH JEKapCTBEHH IPOMAYKTH, 0e3 Ja ce HabNIOKABAT HEXENaHU JIEKapCTBCHH PEaKITHML. B
TasH TPyria BIM3AT CHMIATHKOMUMETHYHE OpOHXOAMNATATOPH, METIIKCAHTHHHU, CTEPOHIH 32
HEepOpaliHO ¥ HHXANALHOHHO JPHIOKEHNE, YeCTO IPUITATaH! [IPK JeYeHHeTO Ha XOBE.

He ce npemophuBa eJHOBPEMEHHOTO IIpHNOXEHME Ha tiotropium bromide ¢ xupyru
AHTHXONHAHEPTHYHM JIeKAPCTBEHH CPENCTRA, Thil KaTo JO TO3M MOMEHT JeKapCTBCHOTO

E3aIMORCHCTBUE HE € TIPOYYEHO.

4 6. bpemMeHHocT A KbPMEHE

He cBmecTBYBAT KIHHUYHH JAHHM OT NpoyIBaHus 3a tiotropium bromide BEpXy OpeMeHHH.
[Tpoy4Bands BBPXY JKABOTHH Ca IMOKA3AIM DEIPOAYKTMBHA TOKCHYHOCT, aCOLHHpaHa ¢
TOKCHYHOCT BEPXY MafunHAs opragmzsM (B, T. 3.3. “TlpesxMHIYHE JaHHH 32
GezomacHOCT ).

He ca npoRexIany KiIRHAYHE IPOyIBaHHS 32 tiotropium bromide BEPXY MaliKi — KBPMaSKIL
ITpoBeficHnTe MpPOYYBaHHSA BBPXY TPH324M [0Ka3axa, Y€ MaNKO KOJMYECTBO tiotropium
bromide ce excKpeTupa ¢ KbpMaTa.

Cnenopatenyo, tiotropium bromide e Tpg6ea ma ce mpuiara npx OpeMeHHH WX IO BpeMe
Ha KppMeHe. [IPHUIIOKEHKETO € BH3MOKHO CaMo aKko OuakBaHara TON3a HaJBHIIABA BCOKH

RE3MOKEH PHCK 32 Iofa uiH OebeTo.

4.7. EderT BLPXY cHoco0HOCTTA 32 MIodupade 4 pa0ioTa ¢ MAMWHEH

He ca mpoBexuaHy NpOyYBaHHS OTHOCHO e(eKTHTe BEpXy ClocobHOCTTa 32 Iodupane u
padoTa ¢ MalluH|.

Bazupaiixu ce Ha (apMmaxommmaMHAUHHS NpodHil H CLOOIEHHTEe HEXENaHH JEeKapCTBEHH
peakli B IPENOpBUNTENHATA 1032, HAMA JOKA3aTENCTBA 33 IOTCHIUAIHO BIUIHUC BBPXY
coco0HOCTTA 32 mohupane 1 paboTa ¢ MalIHHHA.

4.8. Hexxenauy JekapcTBeHH Peakim

a) Qoo onucanue

[Tpz eAHOTOXMIUHH NpOy4BAaHWI, BKmousamm 906 nanwexTta, DONy4YaBally tiotropium
bromide, naii-uecTo HabMOAABAHATA HEXeaHa JICKApPCTBEHA PeaKIins berue CyXOTa B yoTara.
Tasy Hexenama peakmus Oeire maGmiojaBaHa mprOnusurenHo mpu 14 %
Ha6monasaHaTta cyxoTa B ycTara Oerme oOHKHOBEHO JIeKa, KaTo YecTo IIp,
Ha JISYEeHHeTO.
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G) Talmpna Ha HEKENAHUTE NEKAPCTBCHM peamnnl, OazupaHa Ha OTUCTEHATa |UeCTOTa NpH
NaUUeHTH TeKyBapy ¢ tiotropium bromide enHOroJHMINHE KIMHHYHM IPOyYBaHMS (CrOpes
C30 System Organ Class)

C30 mauMenoBaHue Yecrora®
O61mn

AJTepraHu peaKmm" Panxo
Tacrpo-HETeCTHHANHN HApyeHHs

Cyxora B ycTaTa MHoTr0 4ecTo

Konrcrunanus Uecto”
Hapymenusi B CbpAeYHHA PUTHM M HeCTOFa

TaxukapIus Pgnxo

Hannumanus Paoxo
Hapymesust B 3aIUTHUTE MeXaHH3MH

Monunnasa JecTo”
HapymieHus: B JuxarenHaTa cacreMa

Cuay3HT Yecro®

DapHHTAT YJecTo®
HapymeHust B IAKOYHA CHCTEMA

3aTpyIHECHUA OpH YpPHHHpPaHe Pamxo

3angpEiKKa Ha YpHEA Panxo

16a'_:'.1/1pam1 Hd4 BEPOATHA IIPHYHHHA BPB3Ka

2ymoro wectH >1/10; wectr >1/100,<1/10; pemxu>1/1,000,<1/100 copen yectoTara

>BCHUKH Hexenasu chOHTH, H36POSHH KaTO 9eCTH, Ca CHOOIISHH] ¢ YeCTOTa IIPH H3NMINEK Ha
rimane6o mexay 1% u 2%.

*snne pazoen 4.8.c

HOCITW(IPKE”IHHZOB ORHn.:
Cbu{ecmeyeam CROHFMIGHARY (:boﬁugemm 3 CAYHAM HA ROSpBUiANE, APECURHANIOCH I
JAMAAHOCHL.

¢) Mudopmarms, XapakTepy3dpania WENWBHIVATHATE CEPHO3HN H/HIN YecTQ JOKAafBaHu
HeKellaHH JIEKAapCTREHH PeakIlHH,

Haii-gecTo HabMIONABANATA AHTHXOIUHEPrAYHA HEXKENaHa IeKapeTBeHa peakiys, chollueHa
or mammenTs ¢ XOBB, 6emre cyxora B yerara. B IOBe4eTO CIydar cyxoTaTa B ycrara Oerme
cnabo m3paszena. [IpopsmxuTenHOCTTIa Oeme MeXAy 3 M 5 ceAMHNIH. HecTo sBIEHHETO
OTINyMSBAINE, NOKATO HALHEHTHTe I[POABDKABaXa Tepamuara ¢ tiotropium bromide.
Cyxorara B ycrara Oelte TpHuUMHA 32 IPEKBCBAHE HA NleueHMero (OpHM IPOYYBAHHSI C
aponsipkuTensoct 1 ronura) mpu 3 ot 906 maumenty (0,3 % 0T NeKyBaHHTe HAMEHTI).

Tlo BpeMe HA €ZHOTOAMINHUTe HpoydpaHud Osxa HaONOZapaHu U3ONMpAHW CIIYYau,

CHOOINEHH KaToO TEKKH H CBBEP3aHM C AHTHXONHHEPIWYHH e(eKTH, KOHTO BKIIOUYBaxa

KOHCTHIANUS ¥ 3aJphiKKa HA YpHHA IPH BBH3PACTHH MBXe ¢ mpejpasnonaraldy (QaxTopu..
PRt
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Crpobienr 0sXa W30J@pPaHyd CIydYaH HAa CYNPAaBEHTPHKYIApPHA TaXHKAPAHA H AaTpHalHA
dubpramzs, aco@upasn ¢ ynorpebara Ha tiotropium bromide, 0OMKHOBEHO IPH NONATIHBE
TIRT{AEHTH.

Kaxmo u gcuuxu nekapcmeeHi HPOOyKmil 34 UHXWIAWHOHHO RPWIONCerie, tiotropium
MOdCE Oa HPEOU3BUKA UHXANAMOPHO-UHOYHUPAH BPOHXOCRAZLM.

Anepzuunume peaxyuu, Koumo ce HAORI00Géam npU CHOHMAHHUME CLOOUeHUA
SKIIOUGQIM AHZIOEOEM, 00pUS, YPIUKAPUA U HPYPUIYC.

d) ®apmakonorydeH KIac — HeKETaHy peakiuy

Hsxoirko opraHed cHCTeMH M (YHKIMH ca TIOA KOHTpONa Ha [IApackMIIaTHKOBaTa HEpBHA
CHCTEMa ¥ IOpagd TOBa Morar fa OBpAaT HOBIAHE OT AHTHXONHHEPIHYHH CPEACTBa.
BL3MOXKHATE HeKeNaHW peaKlii, NBIDKAIIM ce Ha CHCTEMHH aHTUXOIHHEPIrHYHH e(eKTH,
BKIIKOUBAT NpechXBaHe Ha ycraTa M IBPIOTO, YBEIHUYEHA CHPACYHA YECTOTA, 3aMBIIICHO
3peHHe, ITayKOMa, 3aTpPyIHEHHS IPH ypUHMpaHe, 3aiphKa Ha YPHHA B KOHCTHEpauui. B
monbiEeHMe O1xa HaOluomaBand SBJIEHRS Ha JIOKAJHO IPA3HEHE HA TOPHHTE AHXATEIHHM
ITBTHING, TIPH MAlUeHTH, fexyBasH ¢ tiotropium bromide. B3MOJKHA € IOBUINEHA Y€CTOTA Ha
IIPOSIBH HA CYXOTa B yCTaTa ¥ KOHCTHIANHA IpH TAIMEHTH B Halpegana Bh3pacT.

4.9. TIpeno3upane

Bucoku no3u tiotropium bromide MoraT na NMpeAH3BUKAT AHTHXONHHEPIIYHY TPU3HAIM H
CHMIITOMH.

Brnpexy ToBa, He 61xa HaGMIONABAHH CHCTEMHH aHTHXOIMHEPIHUHM HEKeNaHu edexTy mpu
37ipaBn noGPOBOIIY, CJiel TIPHIOXKeHIe Ha eNHOKpaTHa Jo3a 0T 340 Mukporpama tiotropium
bromide.

B nonenseHue, e 0xa HAONIOZABABY 3HAUMMH HEXENAHH INEKapCTBEHH PEaKkIHH, OCBEH
TpechXBaHe Ha YCTATa, clel 7 AHeBHO mpunoxeHre Ha 170 Muxporpama tiotropium bromide,
BEIHDK JHEBHO, Py 3Apasy TOOPOBOIIIH.

B MynTmmo3oBo mpoydBade, Npw Haumentd, cTpagamu oT XOBB, cinen mpunoxeHue Ha
MaKCHMAaTHa JHEBHA fo3a 43 MuKporpama tiotropium bromide 3a 4eTHpH cenMuuH, He 6axa
HalJFoIaBany HeXellaHy eeKTH.

Topanu crnabata cucTeMHa abcopbums Ha tiotropium bromide, BeposTHOCTTZ OT OCTpa
HMHTOKCHKAIHS CIIe]] IEPOPANHO NOMIBINaHe Ha KalCyIHTe, € MaJIKO BEpOsITHA.

5. @apMAKONOrHMHE JAHHK

5.1. @apMaKoqTUHAMHAYNY CBOHCTEA
dapMakoTepaneBTHYHA Ipylia: aHTHXOJHHEEPTHK
ATC xoxn: RO3B BO4

Tiotropium bromide OpenCcTaBIsIBa MPONBIKHTETHO-JEACTBAL, crnenndirdeH
AHTUMYCKAPHHOB ATeHT, HAPHUaH B KIHHIMYHATA MEIHIHHA — @HTHXONHHEPTHYeH areHT.
TlocpemcTBOM CBBp3BAHE € MYCKApMHOBHMTE DPENENTOpPH Ha OpoHXHaliHaTa _LIamKa
MyCKynaTypa, tiotropium bromide mEXuOWpa XOIMHEPrHYHHTES (6p0HXOK01—ICTpHﬁT/{/I.BHH'IN
edexTH Ha AIETANXONHHA, O0CBOOOJEH OT NAPaCHMUATHKOBHTE HepBHI/fr’ gk "’,;‘
TIputexasa cxofeH abUHATET KBM HONTHIIOBETE MyCKapiHOBY pererrropy My’
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B muxarenHute MBTHIA, tiotropium bromide KOHKYpEHTHO H oOparyMo aHTaroHusHpa Ms-
perienropuTe, KOETO BOMA N0 pemakcanusa. Edexrst Oele 1030-3aBHCHM K
YIpOIBIDKUTENHOCTTA My Oelne nosede oT 24 Jaca. [IpoIbILKATENHOCTTA Ha eheKTa BePOsSTHO
ce JBIDKH Ha OaBHATA HHCOLHALMS OT M3-pelleliTOPHTe, NOKA3BaiK 3HAYMTENHO II0-IBIET
TIONYXHBOT Ha IUCOLNMANHS OT Habmromapamms mpH ipratropium. Karo N-ueTBepTHYEH
AHTHXOJIMHEPrUYeH AareHT, tiotropium bromide e moxamHo (6pOHXO-) CENEKTHBEH CIEX
HHXANATIOHHO TIPHIOKEHNE, KaTo JEMOHCTPIPa IPHEMIABH TEPAIEBTHYHE TPAHMUITE, TIPEIH
IposABATA HA CHCTEMHM AHTHXONHHEPTHIHE e(eKTH.

BpoBXOfunATAIIATA CIIEH MHXATAUMONHEO TIPHIOXKeHHe Ha tiotropium bromide e riaBHO ¢
noxanuo-cnenudryeH eQekT, a He ChC CHTEMEH.

JinconpanusaTa oT Ma-penenTopute e no-0sp3a OTKOIKOTO 0T M3, KOETO IpH QyHKIHOHATHH
in vitro TpOyuBaHMs, DasKpM (KHHETHYHO KOHTPONHpAHH) peNeniopHa CyOTHuHA
CeNekTHBHOCT Ha Mj cupsamo M,. Bucoxara efeKTHBHOCT M OaBHaTa HMCONHALMI Ca B
OCHOBATZ HAa KIMHHYHOTO CHOTHONICHWE MEXZYy 3HauuTeNHa H  JABIroTpaiina
Gpouxomunaranus opy naruenta ¢ XObBb .

IlporpamaTa 3a KIHHHYHO pa3paboTBade BKIOUBAINE UETHPH CNHOIOJMIIHM M JIBe
MIeCTMECEUHH PaHEOMASHPAHH, NBOMHHO-CIIeNH IpoydYBaBms ¢ 2663 mamuenTa (1308 ot 1ax,
TpeTHpasM cbe tiotropium bromide). Enmoropmmbara nporpaMa ce ChCTOGIE OT IBe
ITaue60-KOHTPOIHPAHH ¥ ABE ipratropium-KOHTPONMpaHH NpoydYBaHHs. Besko or jeere
MIecTMECEUHH TpoyuBaHms Osixa salmeterol- m mmanebo-xomrponupany. IIpoyusanusara
BUIEOYBaxa OenompobHa (YHKIMS M OLGHKA HA CBCTOSHHETO HA NUCOHES, CNH300M Ha
0GOCTPAHE ¥ KAUueCTBOTO Ha JKHBOT.

B ropenocoueHHTe JIpOYUBAHHS, IPHIOKEHHeTo Ha tiotropium bromide BeoHEIK NHEBHO,
oBeNe IO 3HaYHTenHo moxobpenme Ha OemompoOHara GyHKI (GOPCHpPAH EKCIEPaTOpeH
obem za 1 cexyuga, ®EO/ FEV, u dopcupan prranes kananutet, ®BK /FVC) 30 munyty
cleX OPWIOKEHHETO Ha @epBata Jo3a M JefCTBHETO IPONBIKE 24  4aca.
PDapmakoAHHAMEYHC pPABHOBECHO CBCTOSHHE Oelne IOCTHrHATO 32 efjHa CelMHIA, Karo
fpoExomuNaTalud B IIOBEYETO Cilyyad, Oelme HaOmorapaHa IO TPETHS JEH. Tiotropium
bromide 3mawmTenso momobpa BEJ] /PEFR/ (BHpXOB eKCIMpaTOpeH AeOHT /peak expiratory
flow rate/) Ha CyTpHHTA ¥ BedepTa, H3MEPESH CIrope]] JHSBHUTE JIOKa3aTelk Ha TallueHTa.
Bpomxomunatapamuar eekT Ha tiotropium bromide OGelie moANBpKaH IIpe3 LENHA
eTHOTONHUIIEH IEPYIOJ Ha NPUIIOKeHYe, Ge3 NPH3HAH Ha TOJCPAHTHOCT.

PannoMu3upano, WialeGo-KOHTPOIMpaHo KIMHHYHO IPOyIBaKe, BKIOUBAO 105 nanueHTs
¢ XOBb, mokasa, 4e¢ OpOHXOIMNATALHATA ce IOAFGPIKa Ipe3 24-4acoBhd WHTEPBAT HA
IO3Mpase, CPABHEHO ¢ 1rane6o, He3aBHCEMO Jaiy tiotropium bromide e HpHIoKeH CYTPHHTA
HJTH BEUEPTA.

Ilo BpemMe Ha FBATOCPOYHHTE I[IPOYUBAHHS (IIECTMECETHM M ENHOTOFMINHE), OGerue
HaOIogaBay CIIeXHHAT PE3yITaT:

Tiotropium bromide 3HaunTenHO IOZOGPH CHCTOAHWETO Ha JAWchHes (OIEHEHO IO
Transitional Dyspnoea Index). ITomoOpenmeTo ce mOZIbpXKaUle Ipe3 LeIds IEPHOA HA
TedcHHE.

5.2. PapMaKoOKHHETHYHN CBOHCTRA;

(A
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a.) O6ma radopMaIg:

Tiotropium bromide mpencTaBisBa aXUpagHO YETBBPTHYHO aMOHHMEBO CHEMHEHME, C
yMepeHa Pa3TBOPHMOCT BEB Bod. IIpHaoeHHeTo Ha tiotropium bromide e pecnmpaTopHO
(mpax 3a uHxananus). OGHKHOBEHO, TIOCPEICTBOM PECIHPATOPHIS (HHXANALMOHHIS) HATHH
Ha [PUIOXKEHHE, I0-rOMIMa JacT OT NPHIIOKEHaTa A034 ce IelO3Hpa B CTOMAITHO-IPEBHHA
TPaKT H B 0-MaJKa CTEIIeH B 04AKBaHILA OpraH Ha 6enus 1pod.

[oBeueTo OT ONMCAHATE TO-AONY hapMaKOKUHETHYHH JaHHH, OfXa MONy4eHH, H3ION3BaNKH
JIO3H, O-BHCOKH OT NPEIOPHUUTENHHTE 38 TepaTs.

b.) Obma XapaxTepHCTHKA Ha AKTHBHOTO BEINECTBO CHEA NPHUIOKCHHC Ha JEKAPCTBEHHIS
OpPOOYKT

A6copbrua: Crex MHXaTANHOHHO NPHIOKeHEe Ha tiotropium bromide mpax mpu miiand,
3ppasu AoOpoBonnd, a0comoTHATa OHOHamayHoCcT Germe 19.5%, xoeTo mpejrmonara de,
dpakuuaTa, HocTHrama Gemute NpoGoBe, € ¢ BHcoka OmomammuHocT. Msxompmaiikk o
XAMHYHATA CTPYKTYPa HA CheAMHEHHETO (YeTBHPTHYHO aMOHMEBO ChelHHEHNE), MOXKe Jia ce
odaxBa, ye tiotropium bromide ce abcopbupa cnabo B racTpo-MHTECTHHAIHAA TpakT (10 —
15%). TepopannuTe pasTBOpH Ha tiotropium bromide wmar abcomorsa OroHAMAIHOCT 2-3
%. MakcHMANHWTE IasMeHH KOHIeHTpaiun Ogxa HaOMomaBaHH IIeT MHHYTH CJeL
HHXAIANHOHHOTO Hpuioxkenue. He ce odaksa aGcopbmusra Ha tiotropium bromide ma ce
ITOBIIHSIE OT XpaHa.

Paznpenenenne; JIeKapCIBEHOTO CPENCTBO ce CBBp3Ba 72 % ¢ HNAIMEHWUTe NPOTEHHH M
noxasBa obem pa pasnpemenenve 32 L/kg. Ilpm maummenrs ¢ XObBb, npm paBmoBecHO
CBLCTOSHEE, TWKOBHTE INa3sMeHdTe HuBa Ha tiotropium bromide 6axa 17 — 19 pg/ml,
F3MEpEHE 5 MEHYTH Clel WHXAIANMOHHO NpHIOXKEHHEe Ha jgosa oT 18 mmkporpava u
BIOCTECTREE HAMAIXa Obp30, CleHBaliKi MHOTO-KOMIapTEMeHTeH Mozeil. Ilpu
PABHOBECHO CBCTOAHME, OCpelHEHWTIEe IIa3MeBs KoHuenTpamud Osxa 3-4 pg/ml. He ca
HM3BECTHH JIOKAMHMTE OenoApobHN KOHICHTpAllHH, HO WMaWKH NpeABHiI HaYMHA Ha
TIpATIOIKEHHE, MOTAT [ C& OYaKBaT 3HAUHTENHM XOHIeHTpauuu B Gemus Apof. IIpoyasaHud
IIPH DIIAX0BE [OKas3axa 4e, tiotropium bromide He IpeMuBaBa KpBBHO-MO3BYHATA Oapuepa B
HAKAKBa CHUIECTBEHA CTEIIOH.

Buorpancdopmarmis: Crexenta Ha GuorpancdopMamid € HACKA. Jl0xa3aTencTso 3a TOBa €
ypuHHATa eKcxpelns Ha 74 % HenmpoMEHEHO BEIIECTBO, CJIEI MHTPABEHO3HO NO3HpaHe IPH
MIagE 3mpasd  goGpoponuu. Tiotropium bromide, mpencTaBmaBa ecTep, He-SHIUMHO
pasrpagen mo amxoxon (N-methylscopine) B KHCENHHHO CheIHHEHHE (IUTHCHUNIIIMKOIOBA
KHCEJIHHA), KOUTO HE Ce CBLP3BaT ¢ MyCKapHHOBUTE PELIEIITOPH.

In-vitro eKCIEpMMEHTH ¢ YOBEIIKH YepHOAPOOHH MUKPO3OMH B XENATOMUTH IIPEANONIAraT, Je
MaJKa 9acT OT NeKkapcTBEHOTO cpeicTBO (<20 % OT mo3aTa CEH HHTPABEHO3HO IPHIIOIKEHIE)
ce MeTaboimsyupa OF OHTOXpoM P450 3aBHCHMO OKMCHEHHMe ¥ HOCIeHNBala IMyTaTHOH
KOHIOraifis Ao MEOkecTBO Phase Il-Merabonury.

In-vitro IPOYYBAHKSA ¢ UOBEIIKH YEPHOAPOOHM MUKPO3OMH IIOKa3aXa, U TO3H €H3MMEH BT
Moxe na ce muxubupa o CYPasp 2D6 (u 3A4) mexuburopy, quinidine, ketoconazole u
gestodene. Taxa CYPyso 2D6 m 3A4 ca BKIIOYESHM B MeTaboIHTHMS 1IET, 01‘;,036‘61:1*
eMAMUHAPAHETO Ha MAJIKA YacT oT fo3aTa. Tiotropium bromide, mopu u B Kongem:p P 1&‘ N

B JOBEHIKH YePHOAPOOHH MHKPO3OMH.
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Enuyvunupare: KpaitHoTo BpeMe Ha HOIyedMMEHHpaKe Ha tiotropium bromide e mexay 5 u 6
FHH Cle)l WHXaTalMoHHO npHiuoxenne. TorammwsT kimEppHCe Oeme 880 ml/min crnex
HHTPABEHO3HO NO3UpaHe NpH MIady 3IpaBH N0o0pOBONIM ¢ HEIMBHIyaNHa NPOMEHIHBOCT OT
22 %. TlpunoxxeH MHTpaBeHO3HO tiotropium bromide ce eKcKpeIrpa IilaBHO HEIPOMEHEH C
ypunara (74 %). Ciem pecnHpaTOpHO OPHJOKEHHES Ha IIpax 3a HEXaNaldd, ypHHHATa
exckpers € 14% oT o3aTa, a OCTaTBKBT, KOHTO He ce abcopbupa OT uepBaTa, e SIUMHBUPA C
dbexamuure. BuOpeuruar ximuphHC Ha tiotropium bromide HajepMulaBa KpeaTHHHHOBHA
KITHpPEBHC, KOSTO FOBOPH 3a OTACNIHe B ypuaara, Ciell XpOHHYHO UHXANANHOHHO IPHI0KEHHE,
BeIHEXK NHeBHO, oT mamueHTH ¢ XOBB, dbapMakoKmHETHYHSO PaBHOBECHO CLCTOSHME Oeiue
TOCTHUTHATO cliel 2-3 cemmuiiy, 0e3 Hocaensamo KyMyupane.

JIuneitroct/remuneiinoct: Tiotropium bromide neMoHcTpHpa nuueiHa (apMakOKHHETHKA B
TepaneBTHUHATa 007AcT, KaKTo CIeH HHTPABEHO3HO, TaKa M CIIeJ] PECIHPATOPHO IPHIONEHIE
Ha TIpax 3a HHXAAIys.

c.) Xapamegnsmgane Ha DTanueHTHTe

HaupeHTH B HanpefHana BB3pacT: Kakro IpH BCUYKH JIEKAPCTBEHMHM IPOAYKTH, KOHTO CE
eKCKpeTHpaT NpefuMHO mpe3 ObOpelHTe, HaupelHAnaTa BH3pacT ce sBsgBa IOPHYMHa 3a
HaMansBaHe Ha OLOpeynms KIEpBHC Ha tiotropium bromide (326 ml/min npu nanueHTH C
XOBB Ha BB3pacT nox 58 rogauu; 163 ml/min npu nanpentr ¢ XOBB Ha BE3pacT Hap 70
rogpEu). Tosu daxt Moxe ma ce o0sSCHM ¢ HaManeHa 6nOpeuna Qynxuus. Exckpenusra Ha
tiotropium bromide ¢ ypumata, cleli HEXaNalHOHHO IPHIOXKEHME, Hamanasa oT 14% (ipa
MIIazH, 3Apaeu goGposomuu) go 6mazo 7% (manuentn ¢ XOBDb). Bempexu 1oBa NIasMeHHTe
KOHIEHTpAIHHM HE THPIAT ChHIIECTBEHA NPOMAHA IPH IAUMEHTH B HalpeJHama BB3PacT,
crpamant oT XOBB, axo ce cpaBHH ¢ MHTEp- I HHIPAVHUBHAYATHATA IPOMEHTHBOCT (43 %
nosmmenue B AUCq.p, el peciapaTopHo IPUIoKeHHe Ha Npax 3a HHXIFallis).

HauuenTy ¢ HapymeHud B 0p0peuHaTa nst: KaxTo IpH BCHYKH HeKapcTBEHH TPOMYKTH,
KOWTO MPEeTHPIABAT MPeIuMHO OBOpedHa eKCKpells, HapyieHndTa B Os0peunara QyHKIuA
BOJAT KO TOBUILIGHH JEKapCTBEHH TA3MEHH KOHIEHTPAlHK i MOBMKEH OBhOpedeH KIHPEHC,
KaKTO clell HHTPABEHO3HO, Taka ¥ CIeH PECIHMPaTOPHO NPUIOKEHHE Ha MIpax 33 HHXalamds.
Ilpu manpenTy B HanpeHasa Bb3pacT 9ecTo ce Habmonasa criado Hapyiienue B Op0peuHara
gyaxmus (CLer 50-80 ml/mim), B pesynraT Ha KoeTo c¢e Ha(urofaBa HE3HAYHTENHO
[IOBHILICHHE B IlIasMenye KOHIGHTpanuH Ha tiotropium bromide (39 % mnosumenue B
AUC, cien uaTpasesossa uudyzng). Ilpn namumentu ¢ XObBb, crpajalld 0T yMEPEHO HO
Texxo 650peuno Hapynrenne (CLeg <50 mi/min), ce rabmopasa yaBosABaHe HA Na3MEBHTE
xkorpenTpaimi (82 % mopumenwe B AUC)4,), ClO€I HHIPABEHOZHO IIPHIOKEHHE Ha
tiotropium bromide. Topa Oemne TOTBEPASHO Ype3 I[UIA3MEHUTE KOHIEHTAUMHE CICH
PECIPATOPHO NPHIIOKEHHAE Ha TIPaX 33 HHXAIAIHA.

TanpenTH © Hapyimenus B uepHoapoOxata dyeknpa: He ce odaxpa, HaM9ueTo Ha
yepHOAPOOHA HEJOCTATBYHOCT, Ja OKAKE CHIIECTBEHO BIMAHHE BEPXY (apMakOKHHETHKATA
Ha tiotropium bromide. OcpofosxapageTo Ha tiotropium bromide e npeIHMHO IOCPEICTBOM
6n6peuno cnmMuHNpane (74% @pH MIany 37paBH JoOpOBONIHM) M IPOCTO HE-SH3HMHO
eCcTEpHO paznenBaHe 4o dhapMakoIOTHYHO HEAKTHBHH HPOXYKTH.
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He CBHINESCTBYBa JHPEKTHA 3aBUCHMOCT MCHITY (baPMaKOKI/IHeTKKaTa H (bapMaI{O,E;HHaMI/IKaTa.

5.3. HpeaxInauaHE JAHHY 32 0e300acH0CcT

Muoro oT e)exTHTe, HaONIOFABAHM TPy KOHBEHUHOHAIHH NPOYYBRaHMA 32 Ge30macHOCT,
APOYUBAHMSA ¢ MHOTOKPATHO ZO3HPAHE H PeNPOAYKIHBHA TOKCHIHOCT, MOTaT Ja ¢& 004CHAT ¢
AHTHXONMEEPIMYHATE CBOMCTBA Ha tiotropium bromide. Ilpm sxueoTHE Gxa HabmomaBaH
cnemuuTe eeKTH: HaMaleHa KOHCYManps Ha Xpasa, HaManeHo [Tokavkane Ha Terso, cyxoTa B
ycTaTa H HOC4, HAMANEHA CIb3HA M CHIOHHA CeKpelHs, MUAPHA3a M MIOBHIICHA ChpACYHA
yecrora. Jlpyrw HabomaBawd BaXKHW INpoMeHH Ogxa: cnabo JpashHeHe Ha TOPHHTE
JEXATeNHY IBTHINEG TIPH XUTBX0BE H MAIIKY, HPOABEHO Upe3 PHHHUT H IPOMEHH B COHTEsa Ha
HOCHATa KyX4Ha H JIApHHKCa, IPOCTATHT, NPHAPYKEH ¢ OeNThYHE HATPYIBAHMS H TUTHA3A B
MAKOYIHYS MEXYP Ha IIEX0BE.

Bpennute edektH, 0 OTHOIIEHAE HA GPEeMEHHOCTTa, eMOPHOHAIHOTO/(ETANHOTO pa3sBUTHE,
PaXIAHETO WIH TIOCTHATAJIHOTO pasBuTHe, OHXa MOINE I3 Ce NEMOHCTPHpAT caMo IpH
JIO30BH HHBA, TOKCHUHM 233 MaifqMHMsg OprasusbM. Tiotropium bromide He moxasa
TOKCHYHOCT NIpM IIbXOBe W 3afinu. PecnmpartopHnTe (ApasHeHe) H YPOTEHHTANHUTE
(IpoCTaruT) IMPOMEHH, KAKTO ¥ PENpOAyKTHBHATA TOKCHYHOCT, 6axa HaOIOZaBaHM [pH
JIOKAXHO ¥ CHCTEMHO HATOBAPBAaHE I€T IBTH Hak TeParleBTHIHOTO.

[IpoyuBanys BBPXY TeHOTOKCHYHOCTTA ¥ KApIHHOTCHHHS MOTCHIAAN, He N0ka3axa omacHoCT
33 YOBEIIIKHSI OPTaHH3EBM.

6. PapmanesTIHIHM CBOMCTBA
6.1 CricnLK Ha NOMOIIHATE BelI¢CTER B TEXHUTE KOJIHIecTBa
Lactose monohydrate

6.2 ®UINKO-XHMHYHA HeChbBMEeCTHMOCTH

He ca mspecTHR

6.3 Cpox Ha 200HO0CH

2 romuan
Cpok Ha rOQHOCT Ha NEKapCTREHMS IPOLYKT ¢led Nepeo OMEapsHe Ha 6nucmepa: 9 puu

6.4 Coenmpannu VeJIOBHSA 32 ChLXpadeHHe

Ha He ce cpxpanaBa OpH TeMiepaTypa Hag 25°C
Ja He ce 3aMpassBa.

6.5 Mannu 32 ONAKOBKATA

Buj ¥ MaTepHal Ha OIAKOBKaTd, B AHPEKTeH KOHTAKT C JIEKAPCTBEHHS IPOAYKT:
Aluminium / PVC / Aluminium 6icTepsa nenTta, chabpikaia 10 xancymu
=

/-”ﬂﬁ

Brnose onakoBKH: ,/:‘ NI T/

72,3
=g "’"w\

» KapToHeHa KyTHs, chabpikamma 30 Karcymu (3 6nucrepHy JISHTH) // &F

» KapToHeHa KyTHs, ChIbpiKaIma 60 xancysu (6 GaucTepHu IeHTH) i ;_,
« KaproHeHa KyTHs, chAbpikarma yerpoiictso HandiHaler -
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o Kapromena KyTus, chEbpikama yerpoficeo HandiHaler u 10 xancynu (1 Gimcrepua
HeHTa)

e Kaprorena KyTus, CeIEpxkaina yerpolicrso HandiHaler u 30 xancymm (3 Gmucreprn
JEHTH)

o Bonmpuua omaxoska: OmakoBka CRABPKANA 5 KapTOHEHH KyTHH, ChIABPMKALIH
yerpoiicteo HandiHaler 1 30 xamcynu

e Bonppuna onaxoBka: OmaxoBka ChOBPXKA2 5 KapTOHEHH KYTHH, chABpikauy 60
KaXCyJIH

B13MOXKHO ¢ HIKOH 0T OTIAKOBKHTE Jla HE OBHaT IIpenocTapeny Ha rasapa.

6.6 IlpenopbKH IPH YIioTpeda
Ilpencrapesy ca MECTPYKHEMTE 32 IAlHEHTa, KaK Ja OBblie HHXATHPaH TPOAYKTET Spiriva ¢
noMoxITa Ha yerpoiicreoro HandiHaler®.

He 3abpassiite ma cielBaTe CTPHKTHO HHCTPYKIEKTE Ha Bamns mexap, 3a ~
ymorpeGara Ba Spiriva. VYerpoitersoro HandiHaler® e cmempanso -
paspaboreno 3a Spiriva. He Tpsbpa fa ce u3nonssa 3a NPWIOKEHAS Ha N
QPYT JEKApCTBEH TPOLYKT. Q\.,,/j/
Verpoiicrsoro HandiHaler® e nomxozsmio 3a yrotpeba 10 efHa FOAHHE, |lemedl
3a IpUIIOKeHHAE Ha BalleTo nexapcTBo.

1. nmoxpuBeH Kamak

2. MyHAIOYK

3. ocHOBa

4. ©yroH 3a nmpodupaHe

5. OCHOBHa kKaMepa

1. Orsopere NOKPHBHHA Kalak, Kar0 TO H3ABpIATE Harope. N IR e

Crex( ToBa OTBOPETE MYHIIITYKA. g ?\\\\ ?,é»*ﬁ
ey

2. WsBanere enma Kamcyna Spiriva oT Gnucrepa (HEIOCPEACTBEHO TPEXH
ynorpeba) W s HOcTaBeTe B OCHOBHATA KaMepa, KAKTO € WIIOCTPHPaHO.
Hsmvia 3Hagenne ¢ KOs CTpaHa IOCTaBsTe KAaNcyIaTa B KaMepara.
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3. SarsopeTe 37paBo MYHIIOYKa, JOKATO He yyeTe lupakease. OcraBere
IIOKPHBHHEST KallaKk OTBOPEH. '

4. 3anpexTe yerpoiicTsoTo HandiHaler® ob6bpHaro ¢ MyHZILLYKa Harope
U HaTucHeTe 3erenns OyToH 3a NpoduBane BEAHDBX, 10 Kpal, clej KoeTo
ro ocBobozmere.

I[To To3m HauMH ce 0GpasyBaT OYIKK B KaliCynaTa, KOeTo I03BOJIABA
JIEKapCTBOTO Ja ce 0cBo0OIH, JOKATO BAMIIBATE.

5. Vanumiaiite ABI00KO.
Bayxmo: Buparu n3bsrealite fa JAaTe B MyEIIIYKa.

6. IloaurreTe yerpoiicteoTo HandiHaler® mo yeraTa cH M CTHCHETE
YCTHATE CH 34PABO OKONO MyHANIyKa. 3aAphiIe IaBata CH B H3IPaBeHO
NoNOXKeHue ¥ sumnaite 0arno ¥ gprdoko, HO TaKa, 4e [ YyBarTe
BUOPUPAHETO Ha KamcynaTa. Baumpalite, moxaTo nogyscrBare Apobosete
cu neid. Cren ToBa 3aiphkTe THIIAHETO CH KONKOTO MOXKETe, KaTo B
ceIMOTO Bpeme uzpanere ycrpoicreoro HandiHaler® or ycrara cu.
BracranoBeTe HOPMAIHOTO CH AHIIAHE.

IosTopere cTHIKH 5 1 6 omie Bepabik. 110 TO3M HAYUH IM1e H3NPAHATE
HAI'BJIHO KACynaTa.

7. OTHOBO OTBOpETe MYHAIITyKa. M3Bafere Karcynata M s H3XBBPIETE.
3aTBopere MYHAIIyKa M IOKPMBHHA Kamak, 32 [a CBXpaHHTe
yerpoiicteoro HandiHaler®.
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Iowncreane Ha yerpoiicreoro HandiHaler®
Howicreaitte  ycrpoificteoro  HandiHaler® — Benmbx — MecedHO.

OTeopeTe TMOKPWBHES Kamaxk H MyHmmyka. [locme oTBopere OCHOBATa
ypes mopgurage Ha Oyrona 3a mnpobusade. M3mulakwere ILITOTO
YCTPOMCTRO 32 WHXATIANHA C TOTIIA BOJA, 32 1a OTCTPAHUTE OCTATBLIHTE OT
npaxa. [Toxcymere ususmio yerpodicreoro HandiHaler®, xaro mommere
BOJaTa C XapTHeHa KBpIiA W CIEJl TOBAa H3CYWIETe Ha BB3ZIYX, Karo
OCTABUTE TIOKPHBHHMA Kanax, MYHZIINYKa M OCHOBAaTAa — OTBOPSHH. ThH
KATQ W3CHXBAHETO OTHema 24 daca, Hai-mobpe € Oa IIOYHCTHTE
YCTpOMCTBOTO BeHAra clek yroIpeda, 3a la MOXKETe Jia L0 M3II0I3BaTe 3a
cIeIBaulid BY JHeBeH IpueM. AKO € HeoOX0AHMO, MyHAIHYKET MOXKe 1@
ce TIOYHCTH OT BRHIIHATA CTpaHa ¢ BIIAKHA, HO HE MOKpa THKaH.

VYuorpeba ua 0aEcTepa
A. Pazpmenere mpere GIHCTEpHY JEHTH, KAaTO ClefBaTe NepopHpaHara
JVHUS.

B. ObGenere ¢onmoro Ha ONpcTepa OT 3aJHaTa CTPaHa, H3ION3BAiKH
YyKa3aHOTO MACTO, JOKATO He BHJUTE KallCylaTa.

C. UsBanere KancynaTa.

7. MIpuTexkaTes] Ha PA3PeIeHHETO 3a YIIOTReHa

Boehringer Ingelheim International GmbH
Binger Stralie 173

D-552 16 Ingelheim am Rhein

Germany

8. Peruerpannoned vomep: 20020374

10. MaTa Ha AKTVAJIN3ANI HA TEKCTA:
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