HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUMSA NPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

Esbriet 534 mg ¢punmupanu TabneTkn

Esbriet 801 mg ¢punmupanu TabneTkn

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika ¢punmupana tabnerka chabpika 267 mg nmupdenunon (pirfenidone).
Bcesika punmupana tabnerka chabpika 534 mg nmupdenunon (pirfenidone).

Bcesika punmupana tabnerka crabpika 801 mg mupdenunon (pirfenidone).

3a IIBJIHUSA CHUCHK Ha IIOMOIIHHUTEC BECUICCTBA BHXXTC TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

®duimupana TabneTka (TabiaeTka).

Esbriet 267 mg ¢uamupanu TaOJIETKU ca XKbJITH, OBATHU, TpuOIn3uTenHo 1,3 x 0,6 cm
JBOWHOUBIIBKHAIM (PUIMUpaHu TabNEeTKH, C BIUTEOHATO penedHo o3HavyeHnue “PFD”.
Esbriet 534 mg ¢uaMupanu TaOJIETKU ca OpaHKEeBH, OBAJIHU, MpUoOau3uTesHo 1,6 x 0,8 cm
JBOWHOMBITBKHAIM (PUIMHUpaHU TabJETKH, C BIUTEOHATO penedHo o3HavyeHue “PFD”.
Esbriet 801 mg ¢huamupanu TabyieTKy ca KasaBu, OBAIHHU, Ipudau3uTenHo 2 x 0,9 cm
JBOWHOMBITBKHAIM (PUIMHUpaHU TabJETKH, C BIUTEOHATO penedHo o3HavyeHue “PFD”.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHU MOKA3AHUS

Esbriet e mokaszan nmpu Bb3pacTHHU 3a JICUSHUETO HA uaronaruyHa oenoapodHa Guodposa (MbD).

4.2 ]Iozmpomca U HAYUH HA NMPUITOKEHUE

Jleuenuero c Esbriet TpsiOBa 1a ce 3amodHe U mpocie/siBa OT JeKapH CICIHAIUCTH, KOUTO HMAT OITUT
B JIMarHOCTUIIUPAHETO U JICUCHUETO Ha MIMONAaTHYHA OeoapooHa (hubposa.

2!03I/I[ZOBKa

Bwvspacmuu
[Tpu 3amouBaHe Ha JieUeHHUE J103aTa TPSAOBA Jla CE TUTPUPA J0 MPENOPHUYUTEIHATA THEBHA /1032 OT

2 403 mg/nHeBHO 3a epuo oT 14 THH, KaKTO clie/iBa:

o mau 1 no 7: mo3a ot 267 mg, npuioxeHa Tpu bty aHeBHO (801 mg/nen)
. nuu 8 10 14: mo3a ot 534 mg, npuiiokeHa Tpu mbTH aHEBHO (1 602 mg/neH)
. ot aeH 15 HataTbk: 103a ot 801 mg, npuiiokeHa Tpu TbTH JHEBHO (2 403 mg/neH)

[IpenopbunTennara moaabpprkaiia gHeBHa 103a Esbriet € 801 mg Tpu mbTH JHEBHO ¢ XpaHa, KOETO
npasu 06110 2 403 mg/nex.

[Tpu HUKOM MalMeHT He ce mpenopbuBar 1034 Haj 2 403 mg/neH (Bx. Touka 4.9).
[TanueHTH, KOUTO HpoImycHAT 14 mocenoBaTe/IHU IHU OT JiedeHueTo ¢ Esbriet wim noseue, TpsiOBa na
3al0YHAT TepanmusaTa OTHAYAI0, KaTO MIPeMUHAT Mpe3 ITbPBOHAYATHUS PEKUM Ha TUTPUPAHE B

MPOIBIDKEHHE Ha 2 CEIMUITH, TOKATO JOCTUTHAT MPENOphINTEIIHATA JHEBHA 1034,

AKO JIEYEHHETO € MPEKbCHATO 3a MO-MaJKO OT 14 mocnenoBaTeTHU IHHU, 103aTa OCTaBa ChIATa KaTo
MpeIuIIHATa TPEenopbhUNTeNIHA THEBHA /1032 0e3 HyXJa OT TUTPHpaHe.



Kopuzupane na dozama u opyau cvobpadicenust 3a bezonacha ynompeba

Cmomawno-upesnu nexcenranu peaxyuu: Ha nanueHTHTE, KOUTO Pa3BUAT HEMOHOCHMOCT KbM
TepanusTa Mopar CTOMANTHO-YPEBHU HEXKEIaH! PEaKiuy, TPsIOBa 1a Ob/ie MPUIIOMHEHO Ja IPHeMaT
JICKapCTBEHUS MPOYKT C XpaHa. AKO CHMIITTOMHUTE TIPOIB/DKABAT, 103aTa MUPHEHUIOH MOXKE 1a ce
Hamaiy Ha 267 mg — 534 mg ABa 0 TpU IBTHU JHEBHO C XpaHa, C MOBTOPHO MOBHIIIABaHE Ha J103aTa 110
JIOCTUTaHe Ha MPernopbhUMTEIHATA JHEBHA /103a, KOSTO Ce MoHacs. AKO CHMIITOMHTE TPOIBIIKAT,
MAIMEHTUTE MOTAT Jia Ob/IaT HHCTPYKTUPAHHU Ja TPEKBCHAT JICYSHHUETO 3a e/IHA 10 JIBE CEAMHUIIH, 3a J1a
OTIIYMST CUMIITOMHUTE.

Peakyus na pomouyecmeumennocm unu oopus: Ha manyeHTUTe, KOUTO MOIy4aT JeKa 10 yMepeHa
peakuus Ha (OTOUYBCTBUTETHOCT WIIM OOpUB, TPAOBA J]a c€ HAITOMHHU JIa M3TI0JI3BAT CIBbHIE3AIUTCH
KpeM eXKeIHEBHO, KaKTO U Ja 30srBaT u3jaraHe Ha cirbHIE (BX. Touka 4.4). Jlozara nupdenunon
Moxe fa Obae Hamanena Ha 801 mg Bceku aeH (267 mg TpH IbTU AHEBHO). AKO ciesi 7 THH OOpUBBT
NpoabIDKaBa, IpueMbT Ha Esbriet TpsiOBa na 6bae npekpateH 3a 15 1HU, cliea KOeTo Ja ce 3amovHe
OTHOBO MOBHILIABaHE Ha J03aTa JI0 NpeNopbUYUTEeIHATA JHEBHA 1032 IO CHIINS HAYMH KaTO IpH
HOPMaJIHHA TIEpUOJ] Ha TIOBHILIABAHE Ha 103aTa.

[MaumeHTHTE, KOUTO MOMYYaT TEKKA peakus Ha (POTOUyBCTBUTEITHOCT WIIM OOpUB, TpsiOBa 11a ObIaT
MHCTPYKTHPAHU J1a IPEKpaTsT preMa U J1a HOThPCAT MeIUIIMHCKA oMol (BXK. Touka 4.4). Crnen
KaTo OOpUBBT € OTHIYMSUI, IPUEMBT Ha Esbriet Moxke 1a ce 3a10YHe OTHOBO M JI03aTa Jia Ce MOBHUIIIH
JI0 IpEeNopbYHTEIIHATA JHEBHA 1032 MO TIPEIeHKa Ha JIeKapsl.

Yeproopobdna ¢hynkyus: B ciydaii Ha 3HAYMTEITHO MOBUIICHHUE HA aJJaHUH W/WIN acriapTaT
amuHoTtpanchepasute (AJIAT/ACAT) cbe wiu 6e3 MOBUILIEHUE HA OWITUPYOHH, J03aTa MUPGESHUI0H

TpsiOBa Jla ce KOPUTUpa WK JCUSHHUETO J1a Ob/ie CIPSHO ChITIAaCHO HACOKUTE, M30poeHH B TouKa 4.4.

CrernuanHu NonyJIalun

Cmapuecka gv3pacm
Hsma Hy/1a oT KOpeKIys Ha /103aTa Ipy MalMeHTH Ha Bh3pacT 65 u nmoBede roAuHU (BXK. ToUuka 5.2).

Yeprnodpobduo yepesicoane

Hsma Hy»1a oT KopeKIHs Ha Jj03aTa [PH NalueHTH C JIEKO JI0 YMEPEHO YepHOAPOOHO YBpPEKAaHE
(t.e. Child-Pugh xnac A u B). Benpeku ToBa, Thil KaTo 1ia3MeHUTE HUBA Ha MTUPGEHUIOH MOXE /1a ce
MIOBHUIIIAT MIPH HAKOM MAIMEHTH C JICKO J0 YMEPEHO YepHOIPOOHO YBPEKAaHE, TPIOBA Jla ce MOAX0XK 1A
C TIOBUIIICHO BHUMaHME Tipu JieueHue ¢ Esbriet Ha Tasu nomynanus. Jleuenue ¢ Esbriet He TpsiOBa na ce
npuiara npy MalueHTH ¢ TEKKO YepHOAPOOHO YBPEKIaHe WM TEPMHUHATHA YEPHOIPOOHA
HEJIOCTAaTHYHOCT (BXK. ToUKa 4.3, 4.4 u 5.2).

Bvbpeuno vepeocdane

Hsama HY>X7a OT KOpeKIus Ha 103aTa Ipy NalueHTH ¢ JIeKo 0b0peuHo yBpexnane. Esbriet TpsoBa na
Ce M3M0JI3Ba C MIOBUIIICHO BHIMAHWE TIPY MAIMEeHTH ¢ yMepeHo (KpeaTnHHHOB KiupbhHC 30-50 ml/min)
0b0peuno yBpexaane. Tepamusra ¢ Esbriet He TpsOBa na ce npuiara npu MarueHTH ¢ TEKKO
0B0peyHo yBpexaaHe (KpeaTHHHHOB KiaupbhHC <30 ml/min) wiu 6b0pedHo 3a00sBaHe B KpacH
CTaaui, M3UCKBAIIO auaiu3a (BxkK. Touku 4.3 u 5.2).

[eouampuuna nonviayus
Hsma choTBeTHO npuiioxenue Ha Esbriet B mequarpuvHaTa momyarus 3a MOKa3aHUETO WANOMATHYHA
oenonpobHa pubpo3a.




Hauun Ha OPHUITOKCHUC

Esbriet e 3a nepopanna ynorpe6a. TabneTkure TpsiOBa 1a ce MOTIIBINAT IIETH ¢ BOJIA U JIa CE MPUEMAT
C XpaHa, 3a Jia ce HaMaJIi BEPOSTHOCTTA OT raJIcHe U 3amaiiBane (BXk. Touku 4.8 u 5.2).

4.3 IIporuBomokaszaHus

o CBpBX4yBCTBUTEITHOCT KbM aKTHBHOTO BEMIECTBO MM KbM HSIKOE OT MMOMOIIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.
AHaMHe3a 3a aHTHOe/IeM TPH IpueM Ha mup(eHu0H (BK. Touka 4.4).
EnnoBpemenHa ynotpeba Ha ¢iyBokcaMuH (BX. Touka 4.5).
Tekko 4epHOAPOOHO YBpEXKAaHE WM TEPMHUHAIHA YepHOAPOOHA HEAOCTaTHYHOCT (BIXK.
Touku 4.2 u 4.4).

o Texxko 6b0pedHo yBpexkIane (KpeaTHHUHOB KiupbHC <30 ml/min) i TepMuHanHa 6p0pedHa
HEJOCTaThYHOCT, U3UCKBaIA auanu3a (Bx. Touku 4.2 u 5.2).

4.4 ChenuanaHu npeaynpesaeHus: U NpeANa3sHil MePKH NPU ynoTpeda

YepuoapobHa dhyHKIUS

[oBuiieHn TpaHCAMHHA3M CE CHOOIIABAT YECTO MPH MALMEHTH, JIeKyBaHu ¢ Esbriet. UepHoapoOHu
¢ynkunonannu tectoBe (AJIAT, ACAT u 6unupyOuH) TpsiOBa Ja ce MPOBEXKIAT PEAX 3al0YBaHE HA
nedyenuero ¢ Esbriet, kakTo u ciies TOBa e)KeMeCeuHO 3a MbPBUTE 6 Mecella, cjie/] KOeTO Ha BCCKH 3
Mecena (Bx. Touka 4.8).

AKO ManyeHT uMa MoBUILeHHE Ha aMuHOTpanchepasute >3 no <5 x ['TH 6e3 moBumenue Ha
OonnmpyOuHa U 6e3 CHMITOMH WM TIPU3HAILY Ha JIEKapCTBO-WHAYIIMPAHO YEPHOAPOOHO YBpEkKAaHe
cieq] 3armoyBaHe Ha Tepanusra ¢ Esbriet, TpsaOBa qa ce M3KIIIOYAT APYTH NPUYHUHH, KAKTO U MATUCHTHT
Ja ObJie ciaeqeH BHUMarenHo. TpsOBa ga ce 0OMUCTH MIpeyCcTaHOBSBAaHE HA MPHeMa Ha IPYTH
JIeKapCTBa, CBbP3aHU C YepPHOAPOOHA TOKCHYHOCT. AKO € TOJXO/ISIIO OT KIMHUYHA TJIeJHa TOYKa,
nozata Esbriet Tps6Ba 1a ce Hamanu Wi 1a ce npekpatu npuemMsT. Koraro yepHoapoOHUTE
(YHKITMOHAIHY TIOKa3aTeJIU BJIA3aT B HOPMAJIHU I'PaHMIIN, jJo3ara Esbriet Moxe 1a ce nmopuiasa
OTHOBO JI0 IIPENOPBUUTENIHATA THEBHA J]03a, aKO CE IOHACH.

JlekapCcTBO-UHAYLIMPAHO YEPHOAPOOHO YBPEXKIaHE

Heuecro nosumenusita B ACAT u AJIAT ca cBbp3aHu CbC CHITBTCTBAIIM ITOBUIIEHHUS HA
onnmpyOuna. Ciryuan Ha TEXKO JIEKapCTBO-UHIYIIUPAHO YEPHOAPOOHO YBPEKIIAHE, BKITFOUUTEITHO
SIMHUYHH CITy4Yad C JIETAJICH U3XO0JI, CE ChOOIAaBaT B MOCTMAPKETHHTOBUTE yCIIOBUS (BXK. TOUKa 4.8).

B nombneHne KbM NPenopBUUTETHOTO PETYIISPHO MPOCIIE/sIBaHE Ha YePHOAPOOHNTE (DYHKIIMOHAIHN
MOKa3aTeNy, CBOeBpEMEHHA KIIMHUYHA OIIEHKA M U3MepBaHe Ha YepHOAPOOHH (DYHKIIMOHAIHU
MoKa3areny TpsiOBa Jia ce U3BBPIIBAT IPH MAIMEHTH, KOUTO ChOOIIaBAT CHMITOMH, KOUTO MOXeE Ja ca
MOKa3aTeHH 32 YepHOJAPOOHO YBpEkKAaHe, BKIIOUUTEITHO YMOpPa, aHOPEKCHsl, TMCKOM(OPT B ropHaTa
JISICHA 4acT Ha KOpeMHaTa 00JIacT, ThMHA YPUHA WIIH JKBITCHHUIIA.

AKO ManueHThT UMa NOBUIIIEHNE Ha aMUHOTpaHcdepazure >3 go <5 x ['TH, npuapysxeHo ot
XUMepOWIMPyOUHEMHUS MITH KIIMHAYHH TPU3HAIA U CHMIITOMH, TIOKa3aTeTHH 3a YEPHOIPOOHO
yBpexkJaHe, npueMbT Ha Esbriet TpsiOBa TpaifHo Jla ce MpeKpaTH U NalMeHTHT He TPsiOBa Jia 3armovBa
MIOBTOPHO JICYCHHE.

AKO ManyeHT uMa IMoBUIleHne Ha aMmruHOTpancepasute >5 x [TH, npuemsT Ha Esbriet TpsioBa
TpalHO Jia ce MPEeKpaTu 1 MaIMEeHTHT He TPsAOBa J1a 3a1104Ba IOBTOPHO JICUEHHE.

Yepnodpobuo yepesicoane

[pu nanmenTu ¢ ymepeHo 4yepHopoOHo yBpexaane (T.e. Child-Pugh knac B), ekcniozurusita Ha
nupdenuon e yBeauueHa ¢ 60%. Esbriet TpsOBa 1a ce U3MoI3Ba ¢ MOBUIIIEHO BHUMAHUE MPU
MAIMEHTH ChC ChIIECTBYBAIIO JICKO JI0 yMEPEHO YepHOapoOHOo yBpexaaHe (T.e. Child-Pugh kinac A u
B), karo ce Ma npeIBU/I MOTEHIIMANA 32 TIOBUILICHA eKCIO3UIHs Ha mupdeHunon. [lanuenture
TpsIOBa BHUMATETHO JIa ce HaOII0aBaT 3a MpU3HAIKd Ha TOKCHYHOCT, 0COOCHO aKo ¢THOBPEMEHHO




npuemar u3BecteH HHXuOUTOp Ha CYP1A2 (Bk. Touku 4.5 u 5.2). Esbriet He e nmpoydeH npu
MaIMEHTH C TeXKO YepHOIPOOHO yBpexxaane, 3aroBa Esbriet He TpsOBa 1a ce mpuiara npy NauueHTH
C TEKKO YepHOAPOOHO yBpekaaHe (Bk. Touka 4.3).

Peakius Ha d)OTO‘IVBCTBI/ITCHHOCT HWIn 06DI/IB

Ilo Bpeme Ha neuenue ¢ Esbriet ekcrio3unusTa Ha MpsiKa CIIbHYEBA CBETJIMHA (BKJIFOUUTEIIHO KBAPIIOBU
JaMIIH) TpssOBa J1a ce M30sTBa Wi J1a ce CBeXAa 10 MUHUMYM. [laninenture TpsiOBa 1a Obnat
WHCTPYKTHUPAHU J1a U3I0JI3BAT KETHEBHO CIIBHIIE3AIIUTEH KPEM, J1a HOCAT JAPEXU, KOUTO JIa TH
3alIUTaBaT OT U3JIaraHe Ha CITBHIIE, KAKTO U Jia U30STBaT APYTH JICKAPCTBEHH MPOAYKTH, 32 KOUTO C€
3Hae, 4e NPeAU3BUKBAT (POTOUYBCTBUTEIHOCT. [larimenTuTe TpsiOBa Ja ObIAT MHCTPYKTUPAHH Ja
CHOOIIIaBaT CUMIITOMHUTE Ha peakiys Ha (POTOUYBCTBUTEIIHOCT UM OOPUB Ha CBOS Jiekap. TexKu
peakiuu Ha (POTOUYBCTBUTEIHOCT HE Ce cpeniat 4yecto. Moxe J1a ca HeOOXOIMMU KOPEKITUH Ha 703aTa
WM BPEMECHHO TPEKPaTsIBaHe Ha JICYCHUETO TIPH JICKH JI0 TEXKKHU CIydau Ha PEaKIus Ha
(OTOUYBCTBUTEIHOCT WK OOpHB (BK. TOuKa 4.2).

TeXKH KOKHU pEaKIIUU

BB Bpb3Kka ¢ neuenune ¢ Esbriet nmMa moctMapkeTHHIOBU chOOIICHUS 32 CHHIPOM Ha Stevens-Johnson
(SJS), Tokcnuna enunepmanta Hekposusa (TEN) u nekapcTBeHa peakius ¢ €03MHO(DUINS U CUCTEMHU
cumnromu (DRESS), xouto Moxe fa 0baatT ;kMBOTO3aCcTpalIaBallld WM JieTanHu. [Ipu mosiBa Ha
MPU3HAIM U CHMIITOMH, KOUTO MIPEATOJIaraT Te31 peakiyH, JieueHuero ¢ Esbriet TpsOoBa HezabaBHO na
ce npekpatu. Ako nauneHtsT pa3sue SIS, TEN nwnu DRESS npu ynorpe6a Ha Esbriet, neduenuero ¢
Esbriet He Tpsi0OBa 1@ ce MOTHOBSIBA, & TPSIOBA OKOHYATEIIHO J1a CE MPEYCTaHOBH.

Anrnoenem/ anaduiakcus

B mocTMapKeTHHTOBH YCIIOBUS ca IOTYYEeHHU ChOOIIECHHS (HSIKOU OT KOUTO CEPHO3HH) 32 aHTHOEIEM,
HanpUMep OTOK Ha JIMLETO, yCTHUTE W/UITU €3MKa, KOUTO MOTraT 1a ObIaT CBBP3aHU ChC 3aTPYAHEHO
JMIIaHE WK XPUITOBE, BBB Bpb3Ka ¢ ynorpedara Ha Esbriet. [loxydenu ca cbio u cho0IIeHus 3a
aHauIaKTHIHU peakiyu. [lopaau ToBa, NAMEHTH, KOUTO Pa3BUBAT IPU3HAIM WIIK CUMIITOMH Ha
AHTHOEJIEM WM TEXKKH aJIepTUYHU peakiuu cliell npuioxeHne Ha Esbriet, TpsOBa HezabaBHO aa
NpeKpaTAT JieueHneTo. [lameHTn ¢ aHTHoeeM UK TEeKKH alepruuHy Peakiuu TpsOBa Jia ce JeKyBar
B CbOTBETCTBHE ChC CTaHAapTHaTa npakThka. Esbriet He TpsiOBa 1a ce U3MoI3Ba MPH NAIUEHTH C
aHaMHe3a 32 aHTHOEIeM WM CBPBbXYYBCTBHTEIHOCT, MpuduHeHH OoT Esbriet (Bk. Touka 4.3).

3amaiiBane

Cro01eHu ca cilyvau Ha 3amaiiBaHe IpH NanueHTH, nprueMainy Esbriet. 3aToBa manuenture TpsoBa
Jla 3HASAT KaK pearupaT Ha JICKapCTBEHUS IPOYKT, MPEIH JIa ce BKIIOYAT B JIGHHOCTH, H3UCKBAIIH
M30CTPEHO BHUMaHHUE UM KOOpaAuHaus (BX. Touka 4.7). B KTUHHYHUTE IPOyYBaHUS IPU TIOBEYETO
MaIMeHTH, KOUTO ca MOJIYYHIIN 3aMaiiBaHe, ChOUTHETO € OMII0 eTHOKPATHO U MOBEYETO CHOUTHS ca
OTIIYMEJH ¢ MeIiaHa Ha MPOIBIKUTETHOCT 22 THU. AKO 3aMaiiBaHETO HE ce MOA00pY MIIH Ce BIIOIIN
TEIKKO, MOJKE J]a Ce HAJIOXKU KOPEKIIHs Ha J103aTa WK JIOpU IpeKpaTsBaHe Ha npuema Ha Esbriet.

Ymopa
CpoO111eHH ca cllydad Ha ymMopa IpH naiueHTH, npuemainy Esbriet. 3aToBa manueHTuTe TpsOBa ja
3HAST KaK pearupar Ha JIEKApCTBEHUS MTPOAYKT, IPEIM Ja C€ BKIOYAT B JCHHOCTH, H3UCKBAIIH

M30CTPEHO BHUMaHHUE WM KOOpaAuHaIuA (BX. Touka 4.7).

3ary0a Ha Terino

CpoO111eHH ca cliydad Ha 3ary0a Ha TerjIo IpH NalueHTH, JekyBanu ¢ Esbriet (k. Touka 4.8).
Jlexapure TpsiOBa J1a CJICAST TEIJIOTO HA MAI[MEHTa U KOraTo € IMOAXO/ISIIO0 J1a TOOIIPSBAT TOBUIIICHHUS
MpYEM Ha KaJIOPUH, aKO CE CUUTA, Ye 3arydarta Ha TErJio UMa KJIMHUYHO 3HAYCHHE.



XHUIoHATPUEMUSI

XumnoHaTprueMus ce ChoOIIaBa IMpy MalueHTH, JeKyBanu ¢ Esbriet (Bxk. Touka 4.8). Thit kato
CUMITOMUTE Ha XMIIOHATPUEMHS MOXKE J1a ObJIaT He3a0eIeKUMHI U MACKUPAHU OT HAJIMYUETO Ha
CHITBTCTBAIIM 3a00JIIBaHUS, CE TIPEMOPHYUBA PEIOBHO NPOCIIEASIBAHE HA CHOTBETHUTE JIA0OPATOPHU
MOKa3aTeNId, 0COOEHO B MPUCHCTBUETO HA CBHP3aHM MTPU3HAIM U CUMIITOMH KaToO rajicHe, II1aBo0oue
WY 3aMaliBaHe.

Harpuit

Esbriet cbabpika mo-manko ot 1 mmol Hatpwuii (23 mg) Ha TabneTka, T.e. MOXKE JIa C€ KaXxKe, ue
MPAKTHYECKU HE ChABPIKA HATPHUIA.

4.5 BsamMmopeiicTBHe ¢ IPYTH JeKAPCTBEHM MPOAYKTH M APYTH (JOpMH Ha B3aNMo/eiicTBHe

[Mpubnuzutenno 70-80% mupdenunon ce metadonmsupa upe3 CYP1A2 c He3HAUUTETHO yyacTue Ha
npyru CYP uzoensumu, Brirountenno CYP2C9, 2C19, 2D6 u 2E1.

Koncymanusita Ha cok oT rpeindpyT ce cBbp3Ba ¢ uaxubupane Ha CYP1A2 u tpsiOBa na ce n30srBa
0 BpeMe Ha JIeueHHUe ¢ TUP(EHUIOH.

dayBokcamu u nuxuonropu Ha CYP1A2

B npoyuBane ¢aza | exnoBpeMeHHOTO Mpuiiarane Ha Esbriet u ¢uryBokcaMuH (MOILIEH HHXUOUTOD Ha
CYP1A2 c uaxubutopen edekrt Bbpxy apyru CYP nzoenzumu [CYP2C9, 2C19 u 2D6]) Boau ao 4-
KpaTHO yBEJIUUCHHUE Ha EKCTIO3UIMATA Ha TUPQEHUIOH MPH HEMYIIaYH.

Esbriet e npoTHBONOKa3aH MpY MALMEHTH, KOUTO MpreMaT (GIyBokcaMuH (Bk. Touka 4.3), [lpuemMbT
Ha (IIyBOKCaMUH TpsiOBa Ja ObJie CIPsH MPear HA4aao0To Ha TepanusTa ¢ Esbriet u na ce uz0srea mo
BpeMe Ha Tepanusita ¢ Esbriet mopanu monmxenus kimpbsHC Ha nupdenunon. [1o Bpeme Ha nedeHue ¢
nupdeHnIOH TpsOBa Aa ce N30srBaT APyTH JieKapcTBa, kouto ca naxuburopu Ha CYP1A2 u Ha enuH
wiu noeeue apyru CYP u3oeH3uMu, yyacTpaiy B Metadbosu3ma Ha nupdenunon (amp. CYP2C9,
2C19 u 2D6).

In vitro 1 in vivo eKCTparonalny MoKa3BaT, e CHITHHU U ceJeKTUBHU naxuoutopu Ha CYP1A2 (namp.
€HOKCAI[FH) MMaT MMOTEHI[MaNAa Ja YBeJIH4yaT eKCIO3UIHATa Ha TUPGEHUOH ¢ TPUOIU3UTEIHO 2 JI0

4 mbTH. AKO HE MOXE Jla ce U30erHe eIHOBpeMeHHaTa yrnoTpeda Ha Esbriet cbe cuiieH U CeNIeKTUBEH
naxubutop Ha CYP1A2, no3ara nupdennon tpsoBa na ce Hamanu 1o 801 mg nHeBHO (267 mg TpH
bTH JHEBHO). [lanuenTure TpsOBa 1a ObJaT HAOJIOJaBaHH BHUMATEITHO 3a [10sIBa Ha HEXKEJIaHH
peakiuu, cBbp3aHu ¢ Tepanusta ¢ Esbriet. [Ipexparere npuema na Esbriet, ako e HeoOxoaumo (BxK.
Touku 4.2 u 4.4).

EnnoBpemennoto npuioxkenue Ha Esbriet u 750 mg runpoduiokcanus (yMepeH uXuOuTop Ha
CYP1A2) noBumiaBa excrio3unusta Ha muppeHnaoH ¢ 81%. Axo He Moxke Jia ce n30erHe
MPUIOKEHHUE Ha IUIpodIIoKcalvH ¢ 103a 750 mg aBa MbTH JHEBHO, J103aTa Ha MUP(EHUIOH TpsOBa
na ce Hamanm Ha 1 602 mg nqHeBHO (534 mg Tpu bTH THEBHO). Esbriet TpsiOBa na ce u3monssa ¢
MOBHILIEHO BHUMAaHHUE, KOraTo ce yrnoTpedsiBa mupodiokcanyt B 1034 ot 250 mg wiu 500 mg
BEIHBXK WK JIBA ITBTH JTHEBHO.

Esbriet TpsioBa n1a ce yrnorpe0sBa ¢ OBUIIIEHO BHUMAaHKE NIPU MAIMEHTH, KOUTO Ce JIEKYBAT C Pyrd
ymepenn naxubutopu Ha CYP1A2 (Hamp. amMmuonapoH, nponadeHoH).

TpsibBa 1a ce 0OpbIa 0COOCHO BHUMAaHKE, ako ce u3non3BaT naxuouropu Ha CYP1A2
€IHOBPEMEHHO C MOIIHM HMHXHOUTOPH Ha efuH win noseue Apyru CYP m3oeH3uMu, yyacTamy B
MeTabonmu3ma Ha nuphenunod kato CYP2C9 (wanp. amuomapos, gurykonaszon), 2C19 (Hamp.
xynopampennkon) u 2D6 (Hamnp. GiyoKceTHH, MapOKCETHH).



TroTrononymene u nuaykropu Ha CYP1A2

®da3a 1 mpoyuyBaHe 3a B3aUMOJICHCTBHATA OIICHsBA e()eKTa Ha TIOTIOHOMYIICHETO (MHIyKTOP Ha
CYP1A2) Bbpxy (hapmakokuHeTHKATa Ha MUpPeHnoH. Excrio3unusaTa Ha mup(EeHUI0H py Myadu
e 50% ot Ta3u, HaOJ0JaBaHa MPY HeMmymavy. TITIOHOMYIIEHETO UMa MTOTCHIIMANIA 1a HHAYIUpa
MPOU3BOACTBOTO HA YEPHOAPOOHHU CH3UMH U TI0 TO3M HAYMH Ja ITOBUINIABa KIUPHHCA Ha JICKAPCTBCHH
MPOAYKTH U J1a IOHWXXaBa ekcro3unusaTa. EqHoBpeMeHHaTa ynorpeba Ha MOIIHU HHIYKTOPH Ha
CYP1A2, BKIIOYMTEITHO TIOTIOHOIYIIICHE, TPSOBA J1a ce U30sTBa 110 BpeMe Ha jeucHue ¢ Esbriet, Thi
KaTo ce HabJr01aBa Bpbh3Ka MEX/1y TIOTIOHOMYIICHETO M HeroBHs NoTeHuuan aa nagyuupa CYP1A2.
[NMaruentute TpsOBa 1a ObAAT HACHPYABAHU JIa IPEYCTAHOBSAT yroTpedaTa Ha MOIHU HHIYKTOPH Ha
CYP1A2, kakTo ¥ J1a cripat TIOTIOHOMYIICHETO MPEIU U 10 BpEeMe Ha JICUSHUETO C MUPPCHHUIOH.

B ciyuaii Ha ymepenn naayktopu Ha CYP1A2 (Hamp. omenpason), TEOpeTHUHO, €THOBPEMEHHATa
ynorpeba Moxke J1a JoBeJie 10 HaMaJIsIBaHE Ha IJIa3MEHUTE HUBA HA NMUP(EHUIOH.

EnHoBpeMeHHOTO MpUIOKEHUE Ha JIEKAPCTBEHU MPOYKTH, KOUTO ACHCTBAT KATO MOIIIHU UHIYKTOPU
Ha CYP1A2 u va apyru CYP u30eH3uMH, BKIIOYCHH B MeTa00JIM3Ma HA MUPGEHUIOH (HAMp.
pubaMIKIIMH), MOKE Jla TOBEJIE 10 3HAYUTEIIHO HaMAaJISIBAHE Ha TJIA3MEHUTE HUBA Ha MAP(GEHUIOH.
Te3u JiekapCTBEHH MPOJYKTHU TPsIOBa J1a ce M30ArBaT, KOraTo € Bb3MOXKHO.

4.6 dDepTHaUTET, OPEMEHHOCT U KbpPMeHe

BbpemeHnHoct

Hsma nannu ot ynotpebata Ha Esbriet npu OpeMeHHH jKeHH.

[Ipu XUBOTHH HACTHIIBA IPEMHUHABAHE HA MUPQEHUIOH H/WIIM HETOBH METa0OINTH Tpe3 IUTalleHTaTa
U € HaJIMIe OTEeHIHAI 32 KyMyJIMpaHe Ha Mp(EHUI0H /Wi HETOBH METa0OIUTH B aMHUOTHYHATA
TEYHOCT.

[Mpu Bucoku no3u (>1 000 mg/kg/nen) mrpxoBeTe MOKAa3BaT yAb/DkaBaHe HA OPEMEHHOCTTA H
HaMaJIsIBaHE Ha JKU3HECIIOCOOHOCTTA Ha ILIOJA.

Kato npeanasna mMsapka 3a npeArnodnTane e aa ce n3osrea ynorpedara Ha Esbriet mo Bpeme Ha
OpeMeHHOCT.

KespMmene

He e sicHo manu nmupeHnI0H WM HETOBUTE METa0OIUTH ce EKCKPETUPAT B KbpMaTa MpH YOBEKa.
Hanuunute dhapMakOKMHETHYHH JaHHU [IPH KUBOTHHU ITOKA3BaT KCKpelHs Ha MUPQEHUIOH 1/ HITH
HETOBH META0OJIHMTH B MIISIKOTO C ITOTEHIIMAN 332 KyMyJIUpaHe Ha MUP(EHUIOH U/UITN HETOBU
MeTaboNNUTH B MIIIKOTO (BXX. Touka 5.3). He Morke Ja ce M3KIIF0UM PHCK 3a KbpMaydeTo.

TpsOBa 1a ce B3eMe pelIeHne Aajiu Ja ce MPeKpaTH KbpMEHETO, MU J1a Ce NMIPEYCTaHOBU TepamnusTa ¢

Esbriet, kaTo ce ¥ma mpeaBu I 1MoJji3aTa 0T KbPMEHETO 3a JCTETO M I10J13aTa OT Tepanusra ¢ Esbriet 3a
MapKkara.

DepTunurer

He ca HaOmroaBaHy HeXeJIaHU PEAKIMK 10 OTHOLIEHHE Ha (epTHIINTETA 110 BpEeMe Ha
MPEIKINHIYHUTE TPOYyYBaHUs (BXK. TOUKa 5.3).

4.7 EdexTu BbpXy criocodHOCTTA 32 modupaHe U padoTa ¢ MAIIUHA
Esbriet Mosxe J1a mpeTu3BUKa 3aMaiiBaHe U YMOPa, KOUTO Jia TIOBJIHSSAT B yMEPEHA CTEICH

crocoOHOCTTA 32 mogupaHe U paboTa ¢ MalIMHK, TIOPAH TOBA NAIIMEHTHTE TPSIOBa Ja ca
MpeInasiuBH, ako MOYyBCTBAT T€3M CUMIITOMH, KOTaTo MIO(GUPAT WK PadOTAT C MAIIMHH.



4.8 HexenaHu JeKapcTBEeHH peaKIHU

O060061eHMe Ha podria Ha OE30I1aCHOCT

Haii-yecto cpobuiaBaHnTe HeXKeNnaHU peakuuu oT onuta ¢ Esbriet ¢ mo3a ot 2 403 mg/neH, B
CpaBHEHHE C M1anedo 1Mo BpeMe Ha KIMHUYHOTO MPOYyUBaHe, ca ChOTBETHO rajaeHe (32,4% crupsmo
12,2%), o6pus (26,2% cupsmo 7,7%), nuapust (18,8% crpsimo 14,4%), ymopa (18,5% crpsimo 10,4%),
mucnercus (16,1% capsmo 5,0%), vamanen anetut (20,7% copsimo 8,0%), rimaBo6onue (10,1%
cpsimo 7,7%) u peakuus Ha porouyBcTBuTETHOCT (9,3% crpsmo 1,1%).

Tabnu4eH CIUCHK HA HEWEIAHUTE PEaKIIHU

besomacHocTTa Ha Esbriet e orieHeHa B KIIMHUYHH MPOy4YBaHus, BKIoUBamy 1 650 moOpoBonmy u
nanueHTH. [ToBede ot 170 manueHTH ca u3cieIBaHu B OTBOPEHH POYYBAHUS B MIPOJIBIDKCHUE Ha
MoBeYe OT TeT TOJAWHM, a HAKOU U 10 10 ronuHw.

Tabnuua 1 moka3Ba HeXeTaHUTE PEaKLUKH, ChbOOLIEHHU C YyecToTa >2% npu 623 nauueHTH, NprueMariu
Esbriet B mpenopruntennara no3a ot 2 403 mg/neH, B Tpu COOPHU OCHOBHU poy4BaHus (aza 3.
HesxenannTe peakuy OT HOCTMapKETHHIOBHUS OIUT CHIO ca m30poeHu B Tadbmuna 1. Hexxenanute
peaxiuu ca u3bpoenu mo cuctemo-opraneH kinac (COK) u nmpu Besiko TpynupaHe B 3aBHCUMOCT OT
yecrorata [MHOrO yectH (>1/10), wectu (>1/100 no <1/10), vHeuectu (>1/1 000 mo <1/100), peaxu
(>1/10 000 mo <1/1 000), c HEn3BecTHA YecTOTa (OT HATMYHUTE NaHHU HE MOXKE Ja ObJie HarmpaBeHa
OLICHKA) | He)ETaHUTE PEaKIUH ca MPEJICTaBEHN B HU3XOIAII PeJl 10 OTHOIICHHE HA TSAXHATA
CEpPHO3HOCT.

Tadoauua 1 Hexenanu peakuuu no COK u yecrora no MedDRA

Nudexnun u nupecranumn

MHoro uectu Wndexnys Ha rOpHATE JUXATEIHNA IbTUILA
YecTu Wndexuus Ha MMKOYHHUTE TBTHIIA
Hapymenuss Ha KpbBTa U JUM@HATA CHCTEMAa

Heuectn | Arpanynonurosa’

Hapymenusi Ha IMyHHaTa cucTeMa

Heuectu AnrnoeneM’

C HeusBecTHa Anadunakcus'

YecToTa

Hapymenus Ha MeTa00JIM3Ma U XpaHEHETO

MHoro uectu Hamaneno Teryio; HaMaJieH areTuT
1

Heuectn XHIOHATPUEMUS

IcuxuyHu HapymieHust

MpHoro uectu BescrHue

Hapyumenusi Ha HepBHATa cUcTEMA

MHoro yectu I'naBoOoJne; 3amaiiBaHe

Yectn CBHHITUBOCT; TUCTEY3UST; JICTApT I
Cb10BH HApyHIEeHUs

Yectn ‘ lNopemy BbIHN

PecnimpaTopHu, rpbAHU U MeINACTUHAJIHA HAPYILEHUS
MHoro uectu JlucnHes; kanuiuna

Yectu IIponyxTrBHA KalllIULa

CToMalHoO-4YpeBHHM HAPYILIEHHA

MHoro yectn Hucnerncus; ragene; quapus; ractpoezodareanna pediaykcaa 6oiecT;
MOBPBIIAHE, KOHCTHUIIAIWA

Yectu AOmoMuHaIHA TUCTEH3MUS; TUCKOMGOPT B KOpeMa; KOPEeMHHU O0JIKH; OOJIKH
B TOpHATa 4acT Ha KOpeMa; CTOMAIICH JUCKOM(OPT; TacTpuT; (haaTyIeHIus




Tadoauna 1 Hexenanu peakuuu no COK u yectora mo MedDRA

XenaToOuauapHu HAPYIIEeHUsA

Yectn ITopumenu nuBa Ha AJIAT; moBumenn HuBa Ha ACAT; mOBUIICHN HYBA Ha
rama-TJyTaMHI TpaHcdepasza

Heuectn [oBumen o6m1 cepymeH OmmMpyOHH B KOMOMHAIINS C TIOBUIIIEH HUBA Ha
AJIAT n ACAT!; nekapcTBO-UHIYyLMPAaHO YEPHOAPOOHO YBpEkKIaHe>

Hapymeﬂvm HaA KO’KaTa M NOAKOKHATA ThbKAaH

MHoro yectn O6pus

Yectn Peakms Ha GOTOUYBCTBUTEITHOCT; IPYPUTYC; EPUTEM; CyXa KOXKa,
epUTEMaTO3¢H OOPHB; MaKyJIapeH OOPHB; IPYPUTHUCH 0OPUB

C HemsBecTHa Cunzapowm Ha Stevens-Johnson!; Tokcuuna enumepmania Hekponusa';

YecToTa JIEKapCTBEHA PeaKius ¢ eo3uHodunus u cuctemun cumntomu (DRESS)!

Hapymienusi Ha MyCKYJTHO-CKeJIeTHATA CHCTEMA H CheIMHUTETHATA THKAH

MHoro yectu ApTtpanrus

Yectu Muanrus

OﬁHII/I HapymeHust 1 eq)eRTI/I Ha MACTOTO HA NMPUIOKEHHUE

MHoro uectu Ymopa

Yectu Acrtenust; 00IIKa B ThPANTE, KOATO HE € OT ChPJICUYCH MPOU3XO0]]

HapansiBaHusi, OTpaBSIHUSI U YCJI0KHEHHSs, Bb3HUKHAJIM B Pe3yJITAT HA MHTEPBEeH UM

Yectn | CipHYEBO U3rapsiHe

1.  Wpentudwuupasu ype3 MOCTMApKETHHTOBO HaOMOAeHHE (BXK. TOUKa 4.4)
2. Ciy4au Ha TeXKKO JEeKapCTBO-UHAYLUPAHO YEPHOAPOOHO yBpEXKIaHEe, BKIFOUUTEIHO CHOOLICHHS C
JIeTalieH U3X0ll, Ca YCTaHOBEHH 110 BpeMe Ha MOCTMapKeTUHIOBOTO HabmoneHue (Bxk. Touku 4.3, 4.4).

Kopurupanu criopes eKCIo3uInsaTa aHaIN31 Ha COOPHUTE KIMHUYHU u3nuTBanus npu Ubd
NOTBBPKIABaT, 4e NpouiIbT Ha Oe30macHOCT U MoHOcUMocT Ha Esbriet npu nammentu ¢ Ub®D ¢
aBaHcHupaJo 3adomnsBaHe (n=366) cboTBeTCTBa Ha npodwuia nmpu manueHTH ¢ Ub®, ynero 3abosBaHe
He e aBaHcupaio (n=942).

Onucanue Ha I/136DaHI/I HEXCJIaHU pCaKnu

Hamanen anemum

1o Bpeme Ha OCHOBHUTE KIIMHUYHU U3MUTBAHUSA, CIIy9auTe Ha HAMAJICH alleTUT Ce OBJIAJIABAT JIECHO U
KaTo ISJI0 He ca CBBP3aHU ChC 3HAUMMH IOCHecTBUA. HeuecTo, ciryyan Ha HaMasieH aneTuT ca
CBBP3aHU ChC 3HAYUTEIIHA 3ary0a Ha TETJI0 U ce Hajara MeJIuIIMHCKa HaMeca.

Cro0IaBate Ha MMOI03MPAHN HOWKEIIAHH PEAKITUK

Ch0o011aBaHeTO HA MOI03UPAHU HEKEIIAHU PEaKIIMHU Cliel] pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUs
MPOAYKT € BaKHO. TOBa IMO3BOJISIBA Ja PO IBIDKH HAOIIOICHUETO Ha ChOTHOIICHUETO I0JI33/PUCK 32
JIeKapCcTBeHUS NPOoAYKT. OT MEIUIIMHCKUTE CIICUAINCTH C€ U3MCKBA J]a ChOOIIaBaT BCAKA
M0I03UPaHa HeXKEIaHa PeaKils Ype3 HAI[MOHAIHA CUCTeMa 33 ChOOIaBaHe, MOCOYCHA B

Ilpunoxenue V.

4.9 Ilpeno3upane

Wma orpaHnveH KIMHUYEH OMHUT MPH Npeno3upane. [IpuiiokeHn ca MHOTOKPATHO 1031 MUPGEHUIOH
Jo obma yo3a ot 4 806 mg/neH moxa popmara Ha IIECT Karcyiau ot 267 mg Tpy IBTH JTHEBHO Ha
3/IpaBH Bb3PACTHHU JTOOPOBOJIIK B IPOABLDKEHUE Ha 12-THEBEH MEPUO/] Ha yBEIMYaBaHe Ha J103aTa.
Hesxxenanute peakiuu ca ciabu, MPEXOHU U OTTOBApST Ha Hali-4eCTO ChOOIIABAHUTE HEXETaH!
peakiuu 3a MupHEHUI0H.

B ciryqait Ha 1mogo3upaHo Ipeao3upane TPSOBa Aa ¢e OCUTYPH MOAIbPrKaIa MEAUIIHCKA TTOMOITI,
BKJTFOUHTEITHO TIPOCIIC/IIBAHE HA KU3HCHHUTE MTOKA3aTeIN M BHUMATEITHO HAOJII01aBaHe Ha KIIMHAYHUS
CTaTyC Ha MMalHeHTA.


https://www.ema.europa.eu/documents/template-form/qrd-appendix-v-adverse-drug-reaction-reporting-details_en.docx

5.  ®APMAKOJIOIT'MYHU CBOMCTBA
5.1 ®apmakoguHAMWYHH CBOMCTBA
®apmakoTepaneBTHUHA Tpymna: myHocynpecopu, npyru umyHocynpecops, ATC xoxa: L04AXO0S.

MexaHU3MBT Ha JeiicTBHe Ha MUP(EHUIOH HE € HAITBIIHO yCTaHOBeH. ChIeCTBYBAIIUTE TaHHH 00aue
npernonarar, 4e nupQeHnI0H nma anTH(HUOPO3HH U IPOTHBOBB3NATUTEIHA CBONCTBA B Pa3lIHYHHU in
Vitro CUCTEMU U )KUBOTHHCKH MOJieNin Ha OenoapoOHa ¢pubposa (¢udbposa, mHIyIMpaHa OT
OJICOMMIIMH M TPAHCIUIAHTAIIN ).

Nnuonatnunata 6enoapoOHa Gpudpo3a € XpoHUYHO (GUOPO3HO U BB3MATUTEIIHO OSIOAPOOHO
3a00JIsIBaHe, KOETO CE BIIMSIC OT CHHTE3aTa M OCBOOOK/IABaHETO HA NPOBB3MATUTEIHN IMTOKUHHY,
BKITIOUUTEITHO TyMOp-HeKpoTrdeH ¢daktop anda (TNF-o) n nuarepneskun-16era (IL-1B), a e qokazaHo,
ye mup(eHUI0H HaMaJlsiBa HATPYNBAHETO HA BH3MAIUTEIHN KICTKH B OTTOBOP HA PA3JIMYHU CTUMYJIH.

[Mupdennnon HamansBa nponudepanusaTa Ha GuOpodIacTUTE, MPOU3BOJCTBOTO Ha CBBP3aHU C
¢ubpo3aTa MPOTEUHH U ITUTOKUHU, KAKTO U TIOBUIIICHUS OMOCHUHTE3 M HATPyIIBaHE Ha
eKCTpalenyIapeH MaTPUKC B OTTOBOP Ha IIUTOKMHHU PACTEXHHU (PaKTOpH, HAIPUMEP
TpaHnchopmupaiius pactexxet dakrop 6era (TGF-B) u pombonuTHUs pactexeH pakrop (PDGF).

Knunnuna edukacHocT

Knunnunata edukacuoct Ha Esbriet e mpoydeHa B 4eTUpH MHOTOLIEHTPOBHU, PaHIOMU3UPAHH, ABOHHO
cieny, mianebo-KoHTponupany (asza 3 npoy4BaHus MPU MAIUSHTH C HIUOMATHYHA 010 IpoOHa
¢ubpo3a. Tpu ot daza 3 npoyusanusrta (PIPF-004, PIPF-006 u PIPF-016) ca MmyaTHHAIIMOHATHH, a
eano (SP3) e nmpoBeneHo B Slnonusl.

PIPF-004 u PIPF-006 cpaBusiBaT neuenueto ¢ Esbriet 2 403 mg/neH ¢ mane6o. [Ipoyuanusra ca
MOYTH MJICHTUYHHU I10 JIU3alH, C MaJIKH U3KJIFOUYEHHUs, KaTo TpyraTta ¢ MexauHHa jo3a (1 197 mg/nex)
npu PIPF-004. B nBete mpoyuyBaHus JIEKapCTBOTO C€ MpUiIara TpH MTH THEBHO 32 MUHUMYM

72 cenmuny. [IspBUYHATA KpaliHa TOYKA MPH JBETE MPOYUBAHUS € TIPOMIHATA OT U3X0HATA TOYKA JI0
cenMuIla 72 B MpOIeHTHO TipeaBueHus popcupan ButaneH kamanureT (FVC). B komOnHnpanara
nomynanus Ha PIPF-004 u PIPF-006, nekyBana ¢ no3ara 2 403 mg/neH, ChCTOSAIIA Ce OT 00110

692 narnmeHTH, MeuaHaTa Ha peaBuaeHuTe croiiHocTr Ha FVC B IpOIleHTH Ha H3X0THO HHUBO €
73,9 % B rpynara ¢ Esbriet u 72,0 % B rpymnara ¢ miamne6o (auana3zon: ¢crorBeTHO 50-123 % u 48-
138 %), a MeziMaHaTa Ha MPEBUACHUS TU(PY3MOHEH KalmaluTeT Ha OeIUTe JpOoO0BE 3a BHIJICPOJICH
moHokcu (DLco) Ha M3X0IHO HUBO B mpoleHT ¢ 45,1% B rpynata ¢ Esbriet u 45,6 % B rpynara ¢
iaine6o (auana3oH: choTBeTHO 25-81 % 1 21-94 %). [Tpu PIPF-004 2,4 % B rpynarta ¢ Esbriet u

2,1 % B rpynara ¢ wiane6o umar npeasuaeH FVC B mporentu o 50 % w/uimu npensuiied DLco B
nporeHTH moj 35 % Ha uzxoano HuBo. [Ipu PIPF-006 1,0 % B rpynara c Esbriet u 1,4 % B rpynara c
miane6o umat npeasugeH FVC B npouentu nmox 50 % w/unu npeasuaed DLco B porientu o 35 %
Ha U3XO0HO HHBO.

B mpoyusane PIPF-004 BiomaBanero Ha nmpeasuaeHns (hOpCcHpaH BUTAIEH KaMallTeT, B POIIEHTH,
CIIPSIMO U3XOJ/IHO HUBO Ha CEIMUIIA 72 OT JICUSHHETO € 3HAYMMO HAaMaJIeHO MPH MAIUeHTH, PHeMaIin
Esbriet (N=174), B cpaBHeHHE ¢ TalMeHTH, premMaiiy miamnedo (N=174; p=0,001, peax ANCOVA).
Cwiro Taka nedenrero ¢ Esbriet 3HaunMo HaMalsiBa BIIOIIABAHETO HA MPeBUICHHS HOpCHpaH
BHUTAJICH KaIlalUTET, B TIPOIIEHTH, CIIPSMO U3XO0IHO HUBO Ha ceamuIu 24 (p=0,014), 36 (p<0,001), 48
(p<0,001) m 60 (p<0,001). Ha cemmuria 72 BromraBaHe CpsMO U3XOTHO HUBO HA MIPEABUIACHIS
(dopcupaH BUTAJICH KaNamnuTeT, B IporeHTy, >10% (mipar, mokasaTelieH 3a pucKa OT CMBbPTHOCT MPU
uanonatuaHa 6enopodHa Gudposa) ce HabromaBa mpu 20% oT nareHTuTe, npuemary Esbriet, B
cpaBHeHue ¢ 35% ot npuemanute mianebo (Tabnuma 2).

10



Tabumna 2. Onenka Ha IPOMEHHTE 0T H3X0AHOTO HIUBO 0 ceIMULA 72 B IpeBHACHHS
(opcupan BUTAJIEH KananuTeT B MPOLEHTH B X01a Ha npoy4Banetro PIPF-004 no kaTteropuu
IMuppenunon
2 403 mg/nen &“:“1"7‘;‘;
(N=174)
0,
Bromasane ¢ >10% nmu cMbpT WK 35 (20%) 60 (34%)
OenoapoOHa TpaHCIUIAHTAIIHS
Biomasane ¢ mo-majiko ot 10% 97 (56%) 90 (52%)
bes Bnomasane (mpoMsHa Ha OpCHpPaHUS o o
BHUTaJIeH KamanureT >0%) 42 (24%) 24 (14%)

Brnpeku ue HsiMa pasiuka MEXIy NalueHTuTe, npueMaiin Esbriet, B cpaBHeHue ¢ manebo, cipsiMo
M3XO0JTHO HUBO Ha celMUIIa 72 10 OTHOLIEHHWE Ha pa3CTOSHHUETO, KOETO CE M3MHMHABA T10 BpeMe Ha
IIECTMUHYTEH TecT 3a XoaeHe (6MWT) ¢ npensapurenno 3aaaneH panr ANCOVA, B ad hoc ananus
37% oT manuenTuTe, nonyyasamy Esbriet, moka3satr HamassiBane >50 m B pa3crosHueto npu 6MWT
B cpaBHEHUE ¢ 47% OT manueHTuTe, npuemaiy miaiedo 8 PIPF-004.

B npoyusane PIPF-006 BnomasaneTo Ha npeaBuaeHust (OPCUPAH BUTAJICH KaallMTET B IPOLIEHTH OT
W3XOHO HUBO Ha ceIMUIa 72 OT JIeYeHHETO HEe € HaMalleHO NP MalueHTH, npuemany Esbriet
(N=171), B cpaBHEHHE ¢ TalMEHTUTE, MpreMaity miamneco (N=173; p=0,501). Benpeku Toa
neuenneto ¢ Esbriet 3HaunTEIHO HaMalIsBa BIOIIABAHETO HA PEABHACHHUS (POPCUPAH BUTAICH
KalalyTeT B MPOLEHTH CIPSMO U3X0IHO HUBO Ha cenmunu 24 (p<0,001), 36 (p=0,011) u 48
(p=0,005). Ha ceqmuna 72 ¢ HabmogaBaHo BioIIaBaHe npu (OPCUpaH BUTAJICH KanarureT oT >10%
npu 23% oT manueHTute, npuemany Esbriet , u 27% ot npuemamnute mianebo (Tabmiuima 3).

Tab6anua 3. Onenka Ha IPOMEHUTE OT U3XO0AHOTO HUBO 0 ceMHULA 72 B IpeBUACHUSA
(¢opcupan BuTAJIEH KAaNAlUTET B MPOLeHTH B X012 HA npoyuBaHeTo PIPF-006 no kaTteropuu
IMuppenugon
2 403 mg/nen lgli;:alll;’g;)
(N=171)
0
]gnomaBaHe ¢ >10% wnu cMBPT UITU 39 (23%) 46 (27%)
eJ101poOHa TpaHCIUTaHTALUS
Bromasane ¢ mo-manko ot 10% 88 (52%) 89 (51%)
Be3 BnomaBane (mpomsiHa Ha popcUpaHus o o
BUTaNeH KamanureT >0%) 44 (26%) 38 (22%)

HamansBanetro Ha m3MHUHATOTO pa3cTostHUE pu 6MWT cripsiMo M3X0HO HUBO Ha cenMuna 72 e
3HAUMTEITHO PeAyIMpaHo B cpaBHeHue ¢ ianebo B mpoyuBane PIPF-006 (p<0,001, paur ANCOVA).
OcgeH T0Ba B ad hoc ananus 33% oT nanueHTure, npuemaiiy Esbriet, moka3pa HamaiisiBane >50 m B
pascrosiauero mpu 6MWT, B cpaBHeHHE ¢ 47% OT nmareHTuTe, npuemariu miaiedo B PIPF-006.

B cbopen ananu3 Ha npexkussemoctra npu PIPF-004 u PIPF-006 cmbpTHOCTTA TipU rpymnaTa ¢ Esbriet
2 403 mg/nen e 7,8% B cpaBHeHue ¢ 9,8% npu miane6o (koedunuent Ha puck (KP) 0,77 [95%
noseputeneH natepsai, 0,47-1,28]).

B PIPF-016 e cpaBusiBano sieuenue ¢ Esbriet 2 403 mg/nen crpsimo 1uiaiie60. JledeHneTo e npuiaraHo
TPH ITBTH JHEBHO 3a 52 cenmuid. OCHOBHATA KpaifHa TOYKa ¢ Ouia mpoMsHaTa B MPEABUICHHS
(dopcupaH BUTalIeH KalalMTeT B MPOLIEHTH CIPSAMO W3XOHO HUBO Ha ceamuiia 52. [Tpu o0mio 555
MAIMeHTH MeIMaHaTa Ha IpeBUAeHUs (OPCUpPaH BUTAJICH KalalMuTeT B MpoueHTd u % DLco Ha
M3XO0JIHO HUBO ca OMIM ¢hoTBeTHO 68% (auanazon: 48-91%) u 42% (auamnazon: 27-170%). [Ipa
MPOIIEHTA OT MAIMEHTHTE Ca MMaJIH TIPeIBUICH (POPCHPaH BUTAJICH KaNamuTeT B potieHTH noa 50% u
21% ot maruenTUTe ca nManu npeasuaeH DLco B mporienT moa 35% Ha W3X0MHO HUBO.

B nmpoyuBane PIPF-016 Biomasanero Ha npeasuieHus GOpcrpaH BUTANICH KAlAIIUTET B IPOIICHTH
CIIPSIMO M3XOJHO HUBO Ha CEAMUIIA 52 Ha JISYEHUETO € 3HAYUMO PeIyIIpPaHO IPH NAIlMeHTHUTE,
npuemaru Esbriet (N=278), B cpaBHeHHe ¢ marueHTuTe, mpuemManty miaredo (N=277; p<0,000001,
paur ANCOVA). Ocsen ToBa Jiedennero ¢ Esbriet peaynnpa 3HauuMO BJIOIIABAHETO HA IPEIBUIACHUS
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(opcupaH BUTANICH KaNaIlUTET B MPOIIEHTH CIPSAMO U3XOIHO HUBO Ha ceamuly 13 (p<0,000001), 26
(p<0,000001) u 39 (p=0,000002). B ceqmuria 52 BiomiaBane Ha IpeABUACHUS (GOPCUPAH BUTAJICH
KaImaluTeT B MPOLEHTH CIPSIMO M3XO0IHO HHUBO C >10% uau cMbpT ce HaOmonasa npu 17% ot
nmanueHTuTe, npuemanu Esbriet, B cpaBaenue ¢ 32% ot npuemaniurte rianebo (Tadmuna 4).

Taboauna 4 OueHka Ha MPOMEHHUTE CIPSIMO U3XO0THOTO HUBO HA CeIMHUIIA 52 B MpeIBUACHUSA
(¢opcupan BUTAJIeH KaNalUTeT B MPOIEHTH B X012 HA nmpoyuBaHeTo PIPF-016 nmo kaTteropuu

IMupdenugon
2 403 mg/nen Inane6o
(N =278) N=277)
Bnomagsane ¢ >10% wiau cMbpT 46 (17%) 88 (32%)
Bromagane ¢ mo-manko ot 10% 169 (61%) 162 (58%)
bes BromaBane (mpomsHa Ha popcupanus 63 (23%) 27 (10%)
BHTaNEH KamaruTet >0%)

HamansaBaneTto Ha u3MHHATOTO pa3cTosiHue npu 6MWT cnpsiMo U3X0AHO HUBO Ha ceaMuLa 52 e
3HAYUTEJIHO PEAYLUPAHO IPH NMAUeHTH, npuemaniy Esbriet, B cpaBHeHHE ¢ TalMEHTH, IPHEMAIIN
wiane6o B npoyusane PIPF-016 (p=0,036, paur ANCOVA); 26% ot nanuenture, npuemamy Esbriet,
NoKa3BaT HaMmansBaHe >50 m B pazcTosHuero npu 6OMWT, B cpaBHeHue ¢ 36% OT nanueHTHre,
MpHeMaIIy 1miamnedo.

B npenBaputenno onpeaenen coopeH ananu3 Ha npoyuBanusata PIPF-016, PIPF-004 u PIPF-006 B
Mecel] 12, CMBpTHOCTTA I10 BCSIKAKBH NIPUYMHH € 3HAYUTETHO TO-HICKA MpH rpymnara ¢ Esbriet

2 403 mg/neH (3,5%, 22 ot 623 mamuenTn) B cpaBHeHHE ¢ anedo (6,7%, 42 ot 624 manueHTH),
KOETO BOJH JI0 penyuurpane ¢ 48% Ha prcKa OT CMBPTHOCT TIO BCSIKAKBU MPUYHHN B paMKHUTE Ha
mepBuTe 12 Mecena (koeduruent Ha puck 0,52 [95% moepurenen untepsan, 0,31-0,87], p=0,0107,
JIOT-PaHT TECT).

IIpoyusaneto (SP3) npu simoHckuTe manuenTH cpaBHsBa nupdennnon 1 800 mg/nen (cpaBHUMO C

2 403 mg/neH npu amepuKaHCKaTa 1 eBporierickara nomynarys Ha PIPF-004/006 na 6a3a
HOpMaJM3¥paHe Ha TeroTo) ¢ maredo (crorBeTHO N=110, N=109). Jleuenuero ¢ nupdeHn0H
3HaYMMO HaMallsiBa CPeIHOTO BiomaBane Ha ButanHus kananureT (VC) Ha ceamuna 52 (mbpBUYHATA
KpaiiHa Todka) B cpaBHeHUe ¢ Tuiane6o (crorBeTHO -0,09+0,02 1 cripsimo -0,16+0,02 1, p=0,042).

THayuenmu ¢ UB® ¢ nanpeonano Hapywenue Ha benoopobrnama yukuus

B 060061menu post hoc ananuzu Ha nipoyuBanust PIPF-004, PIPF-006 u PIPF-016, B momymanusra c
HanpeHana Ub® (n=170) ¢ FVC < 50 % nHa uzxoaHo HuBO n/niu DLco < 35 % Ha n3xoaHO HUBO,
roqunrHOTO HamaneHne Ha FVC npu narnmentute, nomydasamm Esbriet (n=90), B cpaBHeHuUe ¢
MAIMeHTHTE, rmory4aBaniy miamnedo (n=80), e crorBeTHO -150,9 ml u -277,6 ml.

B MA29957, nonkpensiio_52-ceAMIYHO MHOTOIIEHTPOBO, PAHIOMH3UPAHO, ABOWHOCIISTIO, TUIaIebo-
KOHTPOJIMPAHO KIMHUYHO m3nuteane (hasa [Ib npu nanmentn ¢ Ub® ¢ HampenHano HapyiieHne Ha
oenoapoOHara ¢pynkuus (DLco <40 % ot mporHo3HuUS) U C BUCOK PHUCK OT O€10ApOOHa XUIIEPTOHUS
creneH 3, 89 nanuenTy, JiekyBaHu ¢ MoHOTepanus ¢ Esbriet, umar cxogno Hamanenune Ha FVC ¢ ToBa
NpY TTaLMEeHTUTe, JieKyBaHu ¢ Esbriet B post hoc ananuza Ha 0000mennTe n3nutBanus ¢asa 3 PIPF-
004, PIPF-006 u PIPF-016.

He)_H/IaTDI/I‘IHa nonyJianuvsa

EBponeiickaTa areHuus 1o JiekapcTBaTa 0cBOOO0KAaBa OT 3aIbJDKCHUETO 3a MIPEJOCTaBSIHE Ha
pesyiaTaTuTe oT npoyuBaHusTa ¢ Esbriet BbB BCHUKM MOATPYNH HA IeAUATPUYHATA MTOIYJIALMS TPU
uanonaTudHa 6enoapoOHa pudposa (Bxk. Touka 4.2 3a uHGOpMALMA OTHOCHO yoTpeba B
NeINaTpUsITa).
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5.2 ®dapmMakoKWHeTHYHH CBOMCTBA

AOGcopouus

[TpuemsbT Ha Esbriet kancynu ¢ xpaHna Boau 10 rojisiMo HamaneHue Ha Cmax (¢ 50%) u no-
He3HauuTeseH eekT Bbpxy AUC B cpaBHeHHUe ¢ pueM Ha riagHo. Cien nepopaiHo NpHIoKeHHe Ha
eaHokpaTHa no3a oT 801 mg Ha 371paBu MO-BB3pacTHU A0OPoBOIIH (50-66 rOIMHK) CiIel XpaHEeHE,
CKOpOCTTa Ha abcopOius Ha mupheHUI0OH HaMasBa, Jokato AUC cien XpaHeHe € IPUOJIM3UTEITHO
80-85% ot AUC Ha rnagno. JlokazaHa e OMOEKBUBAICHTHOCT Ha TJIQJHO MIPU CpaBHsIBaHE Ha
tabnetkara ot 801 mg ¢ Tpu xancymnu ot 267 mg. Cnen xpanene tadbnerkara ot 801 mg oTroBaps Ha
KpUTEpHUTE 32 OMOCKBUBAJICHTHOCT Bb3 OCHOBA Ha n3MepBaHe Ha AUC B cpaBHEHHUE C KallCyJIHUTE,
kato 90% noBeputenHu HHTEPBAIHN 32 Crax (108,26% - 125,60%) nexo npeBuIaBaT TOPHUS Mpar Ha
CTaHJapTHATa rpaHuIa 3a buoekBuBajieHTHOCT (90% moepurenen unatepsai: 80,00% - 125,00%).
EdexTsT Ha Xpanata Bpxy AUC npu nepopaiHo NpuIoXKeHne Ha TUPPEHUIO0H CH ChOTBETCTBA IIPU
nexkapcTBeHuTe GopMu TabneTka 1 Karcyna. B cpaBHeHHE CbC ChCTOSHUETO HA IIIaJHO MPHIOKESHUETO
Y Ha JIBEeTe JICKapCTBEHU POPMHU C XpaHa MOoHMKaBa Crax HA MUPPEHUIOH, KaTo Esbriet Tabnerku
noHmKaBaT Cax MaIIKO MO-Maiiko (¢ 40%) otkonkoTo Esbriet kancynu (¢ 50%). HaGmonasa ce
HaMmaJieHa YeCTOTa Ha HeXKENaHUTe peakuuu (TaJeHe U 3aMaiiBaHe) MPY MallUeHTH, KOUTO Ca MPHEIH
XpaHa, B CpaBHEHHE C rpynara, KosTo He € mpreMalia XxpaHa. 3aTtosa e npenopbuuteiano Esbriet ga ce
npreMa ¢ XpaHa, 3a ia ce HamMaJli 4YecToTaTa Ha raJieHe 1 3aMaiiBaHe.

AOcomoTHaTa OMOHAIMYHOCT HAa MUP(EHUIOH HE € ONpeIeicHa MPH Xopa.

PasnpeneneHue

[Mupdennon ce cCBbP3Ba C YOBEIIKUTE ITa3MEHH MTPOTEUHH, TJIABHO ChC CEPYMHHUS allOyMHUH.
O010TO CpeaiHO CBBbp3BaHe Bapupa oT 50 10 58% npu KoHICHTpaliK, HAaOIF01aBaHU TP KIIMHUYHU
npoyuBanus (1 go 100 ug/ml). CpenHUAT NPUBUICH CTAI[MIOHAPESH 00eM Ha pa3npeeiicHUe PU
nepopajieH rnpueM e npuodnausutenno 70 1, koeTo mokassa, ye pa3npeneneHueTo Ha nupQeHuI0H B
THKAaHUTE € YMEPEHO.

Buorpanchopmarus

[Mpubnuzutenno 70-80% ot nupdenunnon ce meradoimzupar upe3 CYP1A2 ¢ He3HauuTEICH IPUHOC
Ha apyru CYP uzoenszumu, Bxmrountenno CYP2C9, 2C19, 2D6 u 2E1. [JanuuTe in vitro nokaspaT
W3BECTHA (papMaKOJIOrHYHO 3HAYMMa aKTHBHOCT Ha OCHOBHUSI META00JIUT (5-KapOOKCH-TUPPEHUIOH )
B KOHUEHTpAllUK HaJl MAKCUMAJIHUTE TUIAa3MEHU KOHUEHTpauuu rnpu nanuentu ¢ Ub®. Tosa moxe na
uMa KIIMHUYHO 3HaYCHUE TPH MAIlMEHTH C YMepeHO ObOpeYHo yBpexaaHe, TPy KOUTO IIa3MeHaTa
EKCIO3HIIUS Ha 5-KapOOKCU-MUP(EHUIOH € TIOBHIICHA.

EnumMunupane

KnupbHCHT nipu miepopasieH npueM Ha MupQeHuIoH € yMepeHo HacuiaeM. B mpoyuBane ¢
MHOTOKPATHO MpWJIaraHe ¢ Bapupally 03U MPH 3/[paBy IMO-Bb3pacTHH JOOPOBOJIIIH, HA KOUTO Ca
MIpUJIaraHy 1031 B Anara3zoHa oT 267 mg mo 1335 mg Tpu IbTH AHEBHO, CPEIHUAT KIMPHHC HaMaJIsBa
¢ mpubnusutenHo 25% mnoseue Haf 1032 oT 801 mg Tpu mbTH qHEBHO. Ciien mpuiarane Ha
€IHOKpaTHA 71032 MUPQEHUIOH MIPHU 3APaBH [TO-BB3PACTHU JOOPOBOIIIH CPETHHUAT MPUBHICH
TEpPMHHAJICH eJIMMHHUAIIMOHEH TOIYXHUBOT € pudausutento 2.4 yaca. [Ipubnuzurenno 80% ot
MepopaTHO TpUIIaraHaTa J03a MupQEeHUIOH ce eTMMUHIpPA C YpHHATA B PaMKUTE Ha 24 daca OT
npuinaraneTo. [To-roisiMarta 4act ot mupeHUI0H ce eKcKpeTrupa moj popmara Ha MeTabOIHTa
5-xap6okcu-mupdeHnoH (>95% OT Hero ce Bh3CTaHOBSIBAT), C TIO-MaJKo OT 1% nmupdeHuI0H,
EKCKpEeTHUPaH HEMTPOMEHEH B ypUHATA.

CrernyansHu oIy IAIHA

YeproodpobHo yspexxcoane

dapmakoknHeTHKaTa Ha MUPPEHUIOH U MeTabouTa S-kapOOoKCH-TUPPEHUIOH € CpaBHEHA TIPU
NaIMUeHTH ¢ yMepeHo uepHopobHo yBpexaane (Child-Pugh xmac B) u npu naruenTs ¢ HopMaiiHa
yepHOJpoOHa (QyHKIMs. PesynraTure mokassar, 4e MMa CpeiHo moBuIieHue ot 60% Ha eKCIIO3UIIHTa
Ha TUpEHUAOH ciien eqHokpaTtHa no3a ot 801 mg (3 x 267 mg karcysa) npy NarueHTH ¢ YMEPEHO
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yepHOApoOHO yBpexkaane. [Tupdennnon TpsOBa ga ce U3Moi3Ba ¢ MOBUIIEHO BHUMAHHUE IIPH
MalMEHTH C JIEKO J0 YMEPEHO YepHOAPOOHO YBpEKAaHEe U NAlMEHTHTE TPsIOBa BHUMATEIHO J1a Ce
IpocieasBaT 3a MPU3HAIM Ha TOKCUYHOCT, 0COOEHO aKO €THOBPEMEHHO IIpUeMaT U3BECTEH
naxubutop Ha CYP1A2 (Bx. Touku 4.2 u 4.4). Esbriet e mpoTHBONIOKa3aH NpH MAIIMEHTH C TEKKO
YepHOAPOOHO YBpEXKIaHE U TEPMUHAIIHA YePHOAPOOHA HEOCTATHYHOCT (BK. TOukH 4.2 u 4.3).

Bvbpeuno yepeacoane

He ca HaOnro1aBaHy KIIMHUYHO 3HAYMMHU PA3JIMKU BbB (papMakOKWHETHKATa Ha MUPPESHUIOH TIPH
HalUCHTH C YMEPEHO JI0 TeXKKO ObOpEevHO YBpeKIaHe B CpaBHEHHE C MALIMCHTH C HOpMaiHa ObOpeyHa
¢dyHkims. OCHOBHOTO BEILIECTBO ce MeTaboIM3upa rIaBHO 10 S-kapOokcu-nupdennnon. CpenHara
(SD) AUCO-0 Ha 5- xapOOoKcH-TTUPPEHUAO0H € 3HAUYUTEIHO MT0-BUCOKA B TPYIHUTE C yMEpEHO (p =
0,009) u ¢ Texko (p < 0,0001) 6pOpeyHO yBpEXkKAaHE, OTKOJIKOTO B TpyIMaTa C HOpMaiHa ObOpeuHa
¢ynkuus; 100 (26,3) mgeh/l u 168 (67,4) mgeh/l B cpaBHeHme cboTBeTHO € 28,7 (4,99) mgeh/1.

I'pyna ¢ AUCy- (mgehr/l)
yﬁlzzﬁel;f::lfe CraTucruka Mupdennnon 5- kapGokcu-nupdeHnI0H
Hopmainno Cpenno (SD) 42,6 (17,9) 28,7 (4,99)
n=6 Menuana (25-tu—75TH) 42,0 (33,1-55,6) 30,8 (24,1-32,1)
Jlexo Cpemno (SD) 59.1(21.5) 49,3a (14,6)
n=6 Menauana (25-tu—75TH) 51,6 (43,7-80,3) 43,0 (38,8-56,8)
YmepeHo Cpenno (SD) 63,5 (19.,5) 1006 (26.3)
n=6 Menauana (25-tu—75TH) 66,7 (47,7-76,7) 96,3 (75,2-123)
Texxko Cpenno (SD) 46,7 (10,9) 168 (67.4)
n=6 Menuana (25-tu—75TH) 49,4 (40,7-55,8) 150 (123-248)

AUCy. = mWiIoII moj KpuBaTa KOHICHTPALUA-BpEME OT HyJIa 10 OS3KpaiHOCT.
4 p-croitroct cripsivo HopMata = 1,00 (cpaBHeHHe 1o 1BoiiKH ¢ Bonferroni)
6 p-croitHoct cripsmo HopMata = 0,009 (cpaBHeHue 1o JBoFiKHM ¢ Bonferroni)

Bp-croitroct cripsimo Hopmata < 0,0001 (cpaBrenue mo xBoiiku ¢ Bonferroni)

Excrnozunusita Ha S-kapOoKcH-UPp(EHUI0H ce yBenn4aBa 3,5 MbTH WK MOBEYE MPH MAIUEHTH C
yMepeHo 0b0pedHo yBpexnane. KimmHuaHo 3HaunMa papmMakognHAMUYHA aKTHBHOCT Ha METa0OJIMTa
MIpU MAIMEHTH C YMEpEeHO OBOpEedHO yBpeKIaHe HE MOXKeE Jla Ce U3KITIOYH.

He ce u3nckBa KopekIus Ha J103aTa IpH NAIHEeHTH C JIEKO YBpeXIaHe, KOUTO pueMaT mupQeHuI0H.
[Mupdennon TpsOBa ja ce U3MOJ3Ba C MOBUIICHO BHUMAHUE [TPH NAIMEHTH C YMEPEHO ObOPEUHO
yBpexkIaHe. YrnorpebaTa Ha TUpGEHUIOH € MPOTHBOIOKA3aHa ITPH MAIUEHTH C TEXKKO OBOpeYHO
yBpexkIaHe (KpeaTHHUHOB KIHpbHC <30ml/min) wim TepMuHania 0b0pevyHa HeJJOCTaThYHOCT, KOSITO
M3HCKBa auanusa (Bx. Touku 4.2 u 4.3).

[omynanyonanTe GpapMakOKUHETUYHU aHAIW3U OT 4 MPOYYBAHHS TIPH 3/IPaBH WHIIUBUIN HITH
nanueHTH ¢ 0bOPEYHO YBpEXKIaHE U €THO TPOyYBaHe MPH NAaMEHTH C UANONaTHIHa OetoIpoOHa
¢ubpo3a He ca MoKa3aIM KIMHIYHO 3HAYNM e(eKT 10 OTHOLIEHHE Ha Bb3PacT, MOJI HIIH pa3Mepa Ha
TSUIOTO BBPXY (hapMaKOKHMHETHKATa Ha TUPQEHHUIOH.

5.3 IlpeakJMHUYHU AAHHH 32 0€30MACHOCT

HexknuHndHMTE TaHHU HE TIOKa3BaT OCOOEH PUCK 3a XOopa Ha 0a3aTa Ha KOHBEHIIMOHATHUTE
(bapMaKoJIOTHYHH IPOYYBaHUS 32 OE30MACHOCT, TOKCHYHOCT ITPH MHOTOKPATHO TIpUIIaraHe,
T€HOTOKCUYHOCT U KapLIMHOT'€HEH IMOTEHIUAI.

B npoyuBanusaTa 32 TOKCHYHOCT P MHOTOKPATHO TpHiIaraHe ca HaOJIro1aBaHN yBEITUYEHHUS B
TErJIOTO Ha YepHUs APO0 MPU MMIIKH, IUNIHXOBE M Ky4eTa; TOBa YeCTO ce IMPHUPYKaBa OT YEPHOIPOOHA
neHTpunoOynapaa xuneprpodus. HabmoaaBa ce 00paTuMOCT Mpu NpeKpaTsBaHe Ha JICUSHHUETO.
HaGmonaBa ce moBuIeHa 4ecToTa Ha YepHOAPOOHUTE TYMOPH IPH MPOYYBAHMS 338 KaPIIHHOTCHHOCT,
U3BBPIIBAHU BHPXY IUTbXOBE M MUIIKH. Te3u 4epHOIPOOHH HAXOAKH OTTOBApAT HA MHIYIIMPAHETO HA
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YepHOAPOOHUTE MUKPO30MAITHH €H3UMH, €EeKT, KOWTO HE € HaOM0AaBaH NPy NAMeHTH, TpUeMallH
Esbriet. Te3n HaxoIKK HE ce CYMTAT 332 3HAUUMH IIPH XOPa.

HabntomaBaHo e cTaTHCTHYECKH 3HAYMMO MIOBUIICHUE HA YeCTOTaTa Ha TYMOPU Ha MaTKara IpH
JKEHCKH TIbxoBe, npueMainn 1 500 mg/kg/nen, 37 mpTu no3ata 3a xopa ot 2 403 mg/aeH.
Pesynratute oT mpoy4BaHusATa HA MEXaHU3Ma [TOKa3BarT, ue MosiBaTa Ha TYMOPH Ha MaTKaTa BEPOSITHO
€ CBbp3aHa C XpOHUYEH JOTIaMUH-MEeIMUpaH TucOaaHC Ha MOJIOBUTE XOPMOHH, BKIIIOUBAILl BUIOBO
cnenr(uieH eHA0OKPHHEH MEXaHU3bM MPU ILTBXOBETE, KOWTO HE CHILECTBYBA IIPH XOpaTa.

[TpoyuBaHusTa HA pENPOAYKTUBHATA TOKCHKOJIOTHS HE AEMOHCTPUPAT HEXKETaH! PEaKiy Mo
OTHOIICHNE HAa MBXXKHS U )KEHCKHsI QEePTUIINTET, WU MOCTHATATHOTO Pa3BUTHE HAa TIOTOMCTBOTO TPH
TUTBXOBE, U HAMA JaHHU 3a TepaToreHHocT npH mibxose (1 000 mg/kg/nen) nnm 3aiinu

(300 mg/kg/nen). Ilpu »KMBOTHHU HACTHIIBA TPEMHUHABAHE HA MUP(ESHUOH /WA HETOBU METa0OIUTH
npe3 IUIaleHTaTa ¢ MOTeHIMAN 3a KyMyJIMpaHe Ha TUPQEHUI0H W/WIK HETOBU METaOOIUTH B
aMHHOTHYHATa TeuHocT. [Ipu Bucoku mo3u (>450 mg/kg/nen) mrpxoBeTe Mokas3Bar yIbbDkaBaHe Ha
eCTpaJIHUsI LMKBJ ¥ BUCOKA YECTOTa Ha HepeAoBHH Lukiu. [Ipu Bucoku go3u (=1 000 mg/kg/nen)
TUTBXOBETE TIOKA3BaT yAbIDKaBaHe Ha OpeMEHHOCTTa M HaMaJIsiBaHe Ha KU3HECIIOCOOHOCTTA Ha TUIOJA.
[MpoyuBaHusTa NPYU JIAKTUPAILHN TLTBXOBE TIOKA3BaT, 4Ye MUPQEHUIOH 1/HITH HETOBH META0OJIUTH ce
EKCKpEeTUpPAaT B MISIKOTO C MOTEHIMAN 32 KyMyJIMpaHe Ha MUPQEHUAOH U/ HETOBU METabOJINTH B
MIISIKOTO.

HI/Ip(beHI/IILOH HC ITOKa3Ba MHAWKAIUU 34 MYTar€cHHO WM T'CHOTOKCUYHO I[GI\/'ICTBI/IC B CTaHJapTHa
OaTepHst OT TECTOBE M HE € MyTareHeH Ipu TecTBaHe ¢ ekcriozunus Ha UV. Korarto e TecTBaH ¢
excriosunus Ha UV, nmupdeHnon faBa MOoN0XKUTENIeH pe3yaTaT Ipu (pOTOKIACTOreHEH aHaIn3 B
0enopoOHM KIETKH OT KUTalCKH XaMCcTep.

HaGuronaBanu ca pOTOTOKCHYHOCT U Ipa3HEHe NPU MOPCKHU CBUHYETA CJIE/ IIEPOPATHO NPHUII0KEHHE
Ha nupdenunon u ekcro3uuus Ha UVA/UVB cBernnna. Texxectra Ha (POTOTOKCUYHUTE JIC3UH CE
CBCXKIa 10 MUHUMYM IIpU IPHUTTOKCHUEC HA CIIBHIC3AIIUTCH MIPOAYKT.

6. DAPMALIEBTUYHU JAHHU

6.1 Choucbk Ha NIOMOIIHHUTE BelIECTBA

Sapo Ha TabieTKaTa

MUuKpoKpuCTaIHa LETyJ103a
Kpockapmernosa Harpuit

ITosuaon K30

Cunuies TUOKCHU, KOJIOUIEH 0e3BOAeH
Maruesues creapar

DHriIMOBO IOKPUTHE

TIoAMBUHUIIOB aKOXOJ
TuranoB nuokcux (E171)
Makporon 3350

Tank

Tabremxa om 267 mg

Keneszen oxcun, xbat (E172)
Tabremxa om 534 mg
Keneszen oxcug, xbat (E172)
JKenesen okcun, uepseH (E172)
Tabremxa om 801 mg
JKenesen okcun, uepseH (E172)
XKenesen oxcun, uepen (E172)
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6.2 HecbBmMecTMoOCTH

Henpunoxumo

6.3 Cpok Ha roaHOCT

Tabremxa om 267 mg u mabremxa om 801 mg

3 roauHu 3a OIMcTepUTe
4 roguaM 32 Oy TUIIKHUTE

Tabnemka om 534 mg
2 TOAUHU

6.4 Crhenuananu yca0BHs HA CbXpaHeHHe
To3u ekapCTBEH NPOAYKT HE U3UCKBA CIIEHUAIIHU YCIOBUS HAa ChbXPaHEHHUE.
6.5 Buau chabp:kaHue HA ONAKOBKATA

Bbyrtunka ot monuetwnen ¢ Bucoka mwrbTHOCT (HDPE), che 3ammrena oT nena u 3aiumTeHa oT OTBapsiHe
Kallauka Ha BUHT.

Buniose onmakoBKH

Qurmupanu mabremxu om 267 mg
1 OyTtuika, cpabpxama 90 puaMupaHu TabIeTKU
2 OyTHIIKH, BCAKa OT KOUTO chabpika 90 dunmupanu tabnerku (06mo 180 ¢punmupanu TabIeTKm)

Quamupanu madbaemxu om 534 mg
1 Oytunka, ceappikaiia 21 GuaMupanu TadJIeTKA
1 Oytuika, chabspikaiia 90 ¢punMupanu TabIeTKH

Quamupanu madbaemxu om 801 mg
1 OyTuika, chabspikaiia 90 ¢punMupanu TabJeTKH

Bbiuctepu ot PVC/Aclar (PCTFE) anymunueso ¢onuo
BunoBe onmakoBku

Ounmupanu TabIETKH OT 267 mg

1 6mucrep, coabpkai 21 dunmupanu tadbnetku (00mo 21)

2 Giuctepa, BCEKH OT KOUTO ChIbpka 21 puimupanu tabnetku (00mo 42)
4 GnucTepa, BCEKH OT KOUTO chabpxka 21 ¢punmupanu Tadnetku (061mo 84)
8 OsincTepa, BCEKU OT KOMTO ChAbpka 21 dhunmupanu tadieTku (0010 168)

OnakoBKa 3a Ha4aJIHO JIEYeHHE 32 2 CeIMHIIN: TPYTIOBa OMAKOBKa, Chabpxamia 63 (1 omakoBka,
chabpkamia 1 omucrep ¢ 21 u 1 onakoBka, chappikaia 2 oiucrepa ¢ 21) puiMupanu TabaeTku

OrmakoBKa 3a MPOIBIDKATETHO JICUCHHE: TPYIIOBA OIMAKOBKA, Chabprkaia 252 (3 omakoBKH, BCAKA OT
KOUTO ChIbpiKa 4 6muctepa ¢ 21) punmupanu TabiaeTku

Dunmupanu tabuerku ot 801 mg
4 6rmmcrepa, BCEKH OT KOUTO Chabpka 21 dummupanu TadieTku (o61mo 84)

OrmakoBKa 3a MPOIBIDKATETHO JICUCHHE: TPYIIOBA OITAKOBKA, Chabprkama 252 (3 omakoBKH, BCAKA OT
KOUTO ChIbpKa 4 6muctepa ¢ 21) punmupanu TabiaeTKu

He Bcuuku BHIOBE OITAKOBKM MOTaT fa ObJIAT MyCHATH B IPOAKOa.
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6.6 CrnenuajaHu NpeanasHu MepKH NP U3XBbPJIsIHE

Hewusnonszsanusr JICKApPCTBCH NPOAYKT WIN OTHAABYHUTC MAaTCPpUAJIU OT HETO Tp}l6Ba Aa CC U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3MCKBaHM.

7. HNPUTEXATEJI HA PABPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

®paHuus

8. HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/11/667/007
EU/1/11/667/008
EU/1/11/667/009
EU/1/11/667/010
EU/1/11/667/011
EU/1/11/667/012
EU/1/11/667/013
EU/1/11/667/014
EU/1/11/667/015
EU/1/11/667/016
EU/1/11/667/017
EU/1/11/667/018
EU/1/11/667/019

9. JATA HA IT'bPBO PAZPEINABAHE/IIOJTHOBABAHE HA PAPELIEHUETO 3A
YIIOTPEBA

[Jara Ha mepBo paspemasane: 28 dpespyapu 2011 1.
[ata Ha mocnenHo nmonHoBsiBaHe: 08 centemBpu 2015 r.

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IMoxpoOHa nH(popMaIus 3a TO3U JICKAPCTBEH MPOJIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIys 110 JieKapcTBaTa https://www.ema.europa.eu.
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HPUJIOKEHUE I1

MMPOU3BOUTEJ (M), OTTOBOPEH(HU) 3A
OCBOBOXJABAHE HA ITAPTHIH

YCJIOBUA NJIN OT'PAHUYEHMUA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUA N U3CKBAHUSA HA
PASPEHIEHUETO 3A YIIOTPEBA

YCJOBUA NJIN OT'PAHNYEHUS 3A BE3OITACHA "
E®OEKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITIPOAYKT
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A. NPOU3BOIUTEJI(HM), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTU/U

HmMe u aapec Ha HDOI/I3BOI[I/IT6J'I}I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KILaBaHe Ha MapTuauTe

Delpharm Milano S.r.l.
Via Salvatore Carnevale 1
Segrate 20054

Uranusa

IleyaTrnara MCTOBKA Ha JIEKAPCTBEHUS MMPOIYKT TPsiOBa Ja ChABPIKAa UMETO U aapeca Ha
MPOU3BOJMTEINS, OTTOBOPEH 32 OCBOOOKIaBAaHETO Ha CHOTBETHATA MAPTHA.

b. YCJI0OBUA WIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MPOLYKT €€ OTIIyCKa 10 OTPaHUUEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
KpaTka xapakTepucTrka Ha IpOAyKTa, TOUKa 4.2).

B. JPYI'M YCJIOBUA U U3BUCKBAHUS HA PASPELHLIEHUETO 3A YIIOTPEBA
. IlepuoguyHu aKkTyaJau3npanu aokiaanu 3a oesonacuocr (ITAIB)

W3uckpanusra 3a nogaBane Ha [TAJIB 3a TO3U 1eKapCTBEH MPOAYKT €A IOCOYEHH B CIHUCHKA C
pedepentauTe natu Ha EBpormetickus cpro3 (EURD cnmcek), npeasunes B wi. 1078, an. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKHU CIIC/IBAIIM aKTyalIn3alluy, TyOIuKyBaHu Ha EBponeiickust
yeOropTa 3a JeKapcTBa.

. YCiaoBus NWJin Or'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHMUS ITPOAYKT

. Ilnan 3a ynpasiaenue Ha pucka (ITYP)

[Mputexatensar Ha pa3penieHrero 3a ynorpeda ([TPY) TpsiOBa 1a u3BbpIIBa U3UCKBAHUTE
JIEHHOCTH U ACHCTBHS, CBBP3aHHU C MIPOCIIEAsIBAHE HA JIEKApPCTBEHAaTa 0€301acHOCT, IIOCOYEHH B
onobpenus [IYP, npeacraen B Moayn 1.8.2 Ha pa3pelienuero 3a ynorpeda, KakTo 1 BbB
BCUYKH CJIC/IBAIY OJ00peHH akTyanu3aiuu Ha [TYP.,

Axryanusupan [IYP tps6Ba na ce mopasa:

o 1o UckaHe oT EBporneiickara areHuus 1o jJeKapcTBara;

o BUHArd, KOTaTo Ce M3MEHsI CHCTEMAaTa 3a yIpaBJIeHHE Ha PHCKa, 0OCOOCHO B pe3yiTaT Ha
NoJy4aBaHe Ha HOBa MH(OPMaLKSs, KOSTO MOXKeE /1a JOBEIE 10 3HAYMMHU IIPOMEHH B
CHOTHOIIIEHHUETO T10J13a/PHUCK, WIIH CJIe]T IOCTUI'aHEe Ha Ba)KEH eTall (BbB Bpb3Ka C IPOCIIE/IIBaHEe
Ha JIeKapcTBeHaTa 0€30MacHOCT WM CBEKIAAHE HA PUCKA 1O MUHHMYM).

L IIOII'[)JIHI/ITeJIHI/I MEPKH 32 CBECKIAaHE HA PUCKA 10 MUHUMYM

IIPY Tpsa6Ba ma rapanTHpa, 4e MpH MyCKaHETO Ha Mperapara B MpoaakOda BCHUYKH JIEKapH, 3a
KOHTO ce O4aKBa ja npexanucear Esbriet, ca cHabneHn ¢ HPOPMAITMOHHHUS TTIAKET 3a JieKaps,
KOHTO ChIbpPIKa CIETHUTE EIEMEHTH:

o Wndopmanus 3a npoaykra (KXIT)
o Wudopmanus 3a nekaps (CIUCHK 3a TpOBepKa Ha 0€30MaCHOCTTA)
° Nudopmartus 3a manueHTa (JINCTOBKA 3a IMAIIMECHTA)
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ChnuchKbT 3a MPoBepKa Ha Oe3omacHocTTa Ha Esbriet TpsiOBa fa chabpika CIICAHUTE OCHOBHU
€JIEMEHTH, CBhP3aHH C YepHOApOoOHATA (PYHKIHS, JIEKAPCTBO-UHAYIIUPAHOTO Y€PHOAPOOHO
YBpEKIaHE U (POTOUYBCTBUTCITHOCTTA:

Yeproopobna (yHKyus, 1eKapcmeo-uHOyYupaHo YepHoopoOHO Y8pedcoane:

Esbriet e mpoTHBOIIOKa3aH MPU MAUEHTH C TEKKO YSPHOAPOOHO YBPESIKIAHE UITH
TEepMUHAITHA YePHOAPOOHA HEIOCTATHYHOCT.

ITo Bpeme Ha neuenueto ¢ Esbriet morar ia ce HaOmronaBaT MOBUIIICHHUS HA CEPYMHUTE
TpaHCaMHHA3H.

Hanwie e Heo6XxoauMoCT OT TpocIiesiBaHe Ha YepHOAPOOHNTE (PYHKIIHOHATHU
MOKa3aTeJIM NPeI HAaYalloTo Ha Tepamnus ¢ Esbriet u BociencTeue - mpe3 peioBHU
WHTEPBaJIH OT BpEMeE.

Heob6xomumo € BHUMATETHO TPOCIICAsBaHe MPH BCHYKU MAIIMEHTH, Pa3BUJIM TOBUIIICHUE
Ha 4epHOPOOHHUTE CH3UMH, Ype3 CHOTBETHO KOPUTUPAHE HA J103aTa HITH
NpeycTaHOBSABAHE HA MPHUEMA.

CBoeBpeMeHHA KIIMHUYHA OIICHKA M YePHOAPOOHU (PYHKITMOHAITHN TECTOBE 32 MAIMCHTH,
KOUTO Pa3BUAT MPU3HAIM WM CUMIITOMU Ha YEPHOAPOOHO YBpPEXKIaHE.

cbomoqyecmeumefmocm

[MaumenTure TpsiOBa na ObIAT HHGOPMHUPAHH, Ye UMA JJAHHU 3a Bpb3Ka Mexay Esbriet n
peakiy Ha OTOIYBCTBUTEITHOCT M Y€ TPsIOBa Jja ce B3EMAT MpeITa3Hi MEpPKH.
ChbBeTBaT ce MaMeHTHTE Ja M30ATBaT WIN J1a HAMAIAT U3JIaraHeTo Ha MpsKa CIbHYeBA
CBETJIMHA (B TOBA YMCIIO ¥ KBAPIIOBH JIAMIIH).

Ha manmenTture TpsiOBa 1a ce 1ajie yKa3zaHue Ja U3I0JI3BAT CI'BHIE3ANIUTEH KPEM
BCEKUIHEBHO, J1a HOCSIT IPEXH, KOUTO Ja M 3alllUTaBaT OT M3JIaraHe Ha CI'bHIIE, KAKTO U
Jia U305TBAT IPYTH JIEKAPCTBA, 38 KOUTO CE 3Hae, Ye MPEAU3BUKBAT (POTOUYBCTBUTEIHOCT.

NudopmarusTa 3a nexaps TpssOBa Aa HachpUaBa MIPEIMTUCBAIINATE TIpenapara J1a CboOmanaT
CCPUO3BHUTEC HECKCJIAHU PECAKIIUN U KIIMHUYHO 3HAYUMHUTE HEKEIIaHU JICKAPCTBECHU PCAKIIUN OT
CIIeIaJIeH HHTEPEC, BKIIOYUTEITHO U:

Peakuun Ha POTOUYBCTBUTETHOCT M KO’KHU OOpHUBU

OTKIJIOHEHUS B PE3YJITATUTE OT YePHOAPOOHHUTE PYHKIIOHATHH TECTOBE
JlexapcTBO-UHAYLIMPAHO YEPHOAPOOHO YBpEKAaHE

BeskakBy Apyry KIIMHAYHO 3HAYMMHU HEKEJIAHU JIEKapCTBEHH PEaKIMH 110 MpeIeHKa Ha
NpEeANKCBaIIs Ipernapara
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HPUJIOKEHUE I11

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHH BBPXY OITAKOBKATA

22



JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHNI0H

‘ 2. OBSBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabppka 267 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tadnerka

90 TabneTkn
180 TabneTkn

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba mpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CHELOUAJIHO HPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT TPOAYKT TPSBBA
JA CE CbXPAHSBA HA MSICTO JAJIEYE OT IIOTJIEJA U TIOCET'A HA JIEITA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a JACLa

‘ 7. JAPYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

I'oxen no:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CHELOUAJIHU NPEAITA3HU MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/007 90 Tabnetku
EU/1/11/667/008 180 Tabnetku (2 x 90)

13. MAPTHUJIEH HOMEP

ITapT. Neo

| 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

[ 16. MH®OPMAIUSI HA BPAIJIOBA A3BYKA

esbriet 267 mg TabneTkn

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoa ¢ BKJIIOYEH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHHUKAJIEH UIEHTUOUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JJA ChbABPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTHUS

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 534 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpappika 534 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmvupana TabiaeTka

21 tabnerku
90 TabneTKn

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba mpovereTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHEHLUAJIHHU IIPEAITA3SHA MEPKU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/009 21 TabaeTku
EU/1/11/667/010 90 tabneTkn

13. MAPTHUJIEH HOMEP

ITapT. Neo

| 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

[ 16. MH®OPMAIUSI HA BPAIJIOBA A3BYKA

esbriet 534 mg TabneTkn

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoj ¢ BKJIIOYEH YHUKAIEH HACHTU(DHUKATOD

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 801 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpaspka 801 mg muphennmon.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

90 TabneTkn

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba nmpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHNUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MsICTO JAJIEYE OT IIOTJIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHEHLUAJIHHU IIPEAITA3SHA MEPKU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/011 90 tabnerkn

13. TAPTHUJIEH HOMEP

ITapT. Neo

| 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

[ 16. MH®OPMAIUSI HA BPAIJIOBA A3BYKA

esbriet 801 mg TabneTkn

‘ 17. YHUKAJIEH UAEHTUOUKATOP — IBYU3MEPEH BAPKO/]

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS ®uaMupanu TadaeTKUA B 0JIHCTEPH

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabppika 267 mg nupheHnIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

1 6nmcrep, chabpxkaig 21 punvupann Tadbnetku (00mo 21)

2 Onmcrepa, BCEKU OT KOUTO chabpxka 21 dumupanu tadnetku (00mo 42)
4 6mmctepa, BCEKH OT KOUTO Chabpxa 21 punmupanu tadnerku (06mo 84)
8 OnmcTepa, BCEKH OT KOUTO ChAbpka 21 dhunvupanu tabnetku (oomo 168)

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba nmpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CIEIMAJIHU INTPEAIIA3ZHU MEPKU ITPU N3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

®paHuus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/11/667/012 21 TabaeTku
EU/1/11/667/013 42 tabnerku (2 x 21)
EU/1/11/667/014 84 tabnerku (4 x 21)
EU/1/11/667/015 168 Tabmetkn (8 x 21)

13. HNAPTUAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 267 mg TabneTKn

‘ 17. YHHUKAJIEH WIEHTUO®PUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJi C BKIIIOUEH YHUKAJICH UICHTU(DUKATOD

‘ 18. YHHUKAJIEH WJIEHTUHPUKATOP — JAHHHU 3A HETEHE OT XOPA

PC
SN
NN
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS ®uamupanu Tadaetku B 61ucrepu I'pynoBa onakoBka c 63
(BKJIFOYEH BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpka 267 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

I'pymoBa omakoBka: 63 ¢punvupann TabneTku (1 omakoBka, ceappikama 1 6muctep ¢ 21 u 1 omakoBka,
chabpiKama 2 6nucrepa ¢ 21)

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba nmpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE
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10. CIEIMAJIHU INTPEAIIA3ZHU MEPKU ITPU N3XBBPJISIHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHBA

11. HME U AAPEC HA ITPUTEKATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

®paHuus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/11/667/016 63 tabnetku (21 + 42)

13. HMAPTUIAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 267 mg TabneTKn

‘ 17. YHHUKAJIEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JIAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS ®uamupanu Tadaetku B 6s1ucrtepu I'pynosa onakoBka c 252
(BKJIFOYEH BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpka 267 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

I'pymoBa omakoBka, chabpxaima 252 dhuamupaHu TadmeTK (3 OIMakoBKH, BCSKA OT KOUTO ChIbpxka 4
ommcrepa c 21)

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba nmpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIAZHU MEPKH I1PU NU3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/017 252 Tabnerku (3x84)

13. TAPTHUJIEH HOMEP

ITapT. Neo

| 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHUA 3A YIIOTPEBA

[ 16. MH®OPMAIUSI HA BPAIJIOBA A3BYKA

esbriet 267 mg TabneTku

| 17. VHUKAJIEH WJIEHTU®UKATOP — JBYU3MEPEH BAPKO/I

JByn3mepeH 0apKo ¢ BKJIIOYEH YHUKAJIEH HACHTU(HUKATOP.

‘ 18. YHHUKAJIEH WIEHTHOPUKATOP — JAHHH 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS ®uaMupanu TadaeTKUA B 0JIHCTEPH

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 801 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpaspka 801 mg nuphennmon.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

4 6muctepa, BCEKH OT KOUTO Chabpxa 21 punmupanu tadnerku (06mo 84)

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXKXJIAHE

[Mpeau ymorpeba nmpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHNUAJIHO IPEAYHNPEXIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIAZHU MEPKHU I1PU U3XBBPJIAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKNBA
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11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/667/018 84 tabnerku (4x21)

13. MAPTHUIEH HOMEP

ITapT. Neo

| 14. HAYUH HA OTIIYCKAHE

‘ 15. YKA3AHWA 3A YIIOTPEBA

[ 16. MH®OPMAIUSI HA BPAIJIOBA A3BYKA

esbriet 801 mg TabneTkn

‘ 17. YHHUKAJIEH WIEHTHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS ®uamupanu TabdaeTku B 01uctepu I'pynoBa onakoBka ¢ 252
(BKJIFOYEH BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 801 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpappika 801 mg nmuphenumon.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

I'pymoBa omakoBka, cbabpxaia 252 ¢huamupaHu TadmeTk (3 OIMakoBKH, BCSKA OT KOUTO ChIbpxka 4
ommcrepa c 21)

S. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba nmpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO IPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHITIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIAZHU MEPKH I1PU NU3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/019 252 tabnetku (3x84)

13. HNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 801 mg TabmeTkn

‘ 17. YHHUKAJIEH WIEHTUHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

ETUKET - MEKJIMHHA KAPTOHEHA KYTHUS HA I'PYIIOBUTE OITAKOBKH (BE3
BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpka 267 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

21 ¢unmupanu TabneTku. YacT OT TpyIoBa ONakoBKa, HE MOKE Jia ce MpojiaBa OTJCITHO

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npoyereTe TMCTOBKATA
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO NPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

[a ce cexpansBa Ha MSCTO, HEJOCTHITHO 32 JeIa

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIA3ZHU MEPKH IIPU U3XBBPJSAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/016 63 Ttabnerku (21+42)

13. HNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 267 mg TabneTKn

‘ 17. YHHUKAJIEH WIEHTUHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

ETUKET - MEKJIMHHA KAPTOHEHA KYTHUS HA I'PYIIOBUTE OITAKOBKH (BE3
BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpka 267 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

42 ¢punmupanu Tabnetku. YacT oT rpynoBa OmnakoBKa, HE MOKE JIa ce pojiaBa OTJEITHO

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npoyereTe TMCTOBKATA
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO NPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

[a ce cexpansBa Ha MSCTO, HEJOCTHITHO 32 JeIa

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIA3ZHU MEPKH IIPU U3XBBPJSAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/016 63 tabnetku (21 + 42)

13. HNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 267 mg TabneTKn

‘ 17. YHHUKAJIEH WIEHTUHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

ETUKET - MEKJIMHHA KAPTOHEHA KYTHUS HA I'PYIIOBUTE OITAKOBKH (BE3
BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpka 267 mg nupheHuIoH.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

84 ¢puimMupanu TabnaeTku. YacT oT rpynoBa OnakoBKa, He MOXKE Jia Ce MPOoJaBa OTACITHO

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npoyereTe TMCTOBKATA
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO NPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

[a ce cexpansBa Ha MSCTO, HEJOCTHITHO 32 JeIa

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIA3ZHU MEPKH IIPU U3XBBPJSAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/017 252 tabnetku (3 x 84)

13. HNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 267 mg TabneTKn

‘ 17. YHHUKAJIEH WIEHTUHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBbABbP/KA BTOPUYHATA OITAKOBKA

ETUKET - MEXXIMHHA KAPTOHEHA KYTHUS HA I'PYIIOBUTE OITAKOBKH
(BE3 BLUE BOX)

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 801 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpappika 801 mg nmuphenumon.

3. CHHUCBK HA IOMOUIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana TadneTka

84 ¢puimMupanu TabnaeTku. YacT oT rpynoBa OnakoBKa, He MOXKE Jia Ce MPOoJaBa OTACITHO

‘ 5. HAYUH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBEXK/IAHE

IIpeau ynorpeba npoyereTe TMCTOBKATA
IlepopasiHo npuIIOKEHHE

6. CIIEHUAJIHO NPEAYHNPEXIEHUE, UE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSBA HA MsICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

[a ce cexpansBa Ha MSCTO, HEJOCTHITHO 32 JeIa

‘ 7. JAPYI'U CHHEHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXOJINUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

9. CIIEHUAJIHU YCJIOBUSI HA CbXPAHEHUE

10. CIEIWMAJIHU NIPEMIA3ZHU MEPKH IIPU U3XBBPJSAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKHUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opanuus

12. HOMEP(A) HA PASPEIHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/019 252 tabnetku (3 x 84)

13. HNAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

esbriet 801 mg TabmeTkn

‘ 17. YHHUKAJIEH WIEHTUHOUKATOP — IBYU3MEPEH BAPKO/JI

JByn3mepeH 0apKoJI ¢ BKJIFOYEH YHUKAJICH HICHTH()HUKATOD.

‘ 18. YHHUKAJIEH UWIEHTUO®PUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET - BYTHWJIKA 200 ML

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 267 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabpika 267 mg nupheHuIoH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tadnerka

90 TabneTkn

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba mpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHELOUAJIHHU INPEAITA3SHUA MEPKU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/007
EU/1/11/667/008

13. NAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIITYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHUKAJIEH UIEHTUOUKATOP — JAHHHU 3A HETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET - BYTUIKA 70 ML

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 534 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabppika 534 mg nupheHuIoH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tadnerka

21 tabnerkun

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba mpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHELOUAJIHHU INPEAITA3SHUA MEPKU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/009

13. NAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET - BYTHWJIKA 200 ML

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 534 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabppika 534 mg nupheHnIoH.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tadnerka

90 TabneTkn

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba mpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHELOUAJIHHU INPEAITA3SHUA MEPKU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/010

13. NAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CBABP/KA IITBPBUYHATA OITAKOBKA

ETUKET - BYTHWJIKA 200 ML

‘ 1. HNME HA JIEKAPCTBEHUA TPOAYKT

Esbriet 801 mg ¢punmupanu TabneTkn

nupheHnI0H

‘ 2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika Tabnerka cpabspka 801 mg nuphennmon.

‘ 3. CITMCBK HA IOMOIIHUTE BEIIECTBA

‘ 4. JIEKAPCTBEHA ®OPMA N KOJIMYECTBO B EJIHA OITAKOBKA

Ounmupana Tadnerka

90 TabneTkn

5. HAYUH HA ITPUJIOKEHUE U I'bT(MIIA) HA BBBEXJIAHE

[Mpeau ymorpeba mpoveTeTe IUCTOBKATA
[TepopanHo npunoxeHue

6. CIIEHUAJIHO TPEAYHNPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSABBA
JA CE CBXPAHSABA HA MSICTO JAJIEYE OT IIOTJVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a JACLa

‘ 7. APYI'U CHELHUAJIHU NPEAYHPEXIEHUS, AKO E HEOBXOJIUMO

‘ 8. JATA HA UI3TUYAHE HA CPOKA HA TOJHOCT

T'onen mo:

9. CIHHEHUAJIHU YCJIOBHUSI HA CbXPAHEHUE

10. CHELOUAJIHHU INPEAITA3SHUA MEPKU ITPU U3XBBPJISAHE HA HEU3ITIOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU WJIN OTITAABYHU MATEPHUAJIN OT
TAX, AKO CE U3UCKBAT TAKUBA
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11. HWME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/11/667/011

13. NAPTUJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWS 3A YIIOTPEBA

‘ 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

‘ 17. YHHUKAJIEH WIEHTUOUKATOP — IBYU3MEPEH BAPKO/]

‘ 18. YHHUKAJIEH UWIEHTUOPUKATOP — JAHHHU 3A YETEHE OT XOPA
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE

BJIMCTEPHU

| 1. UME HA JIEKAPCTBEHUS NPOAYKT

Esbriet 267 mg ¢punmupanu TabneTku

nupheHnI0H

[ 2. UME HA INTPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

[3. JJATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

|5.  JPYTO
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MUHHUMYM JAHHHU, KOUTO TPABBA JJA CbABPXAT BJINCTEPUTE

BJIMCTEPHU

| 1. UME HA JIEKAPCTBEHUS NPOAYKT

Esbriet 801 mg ¢punmupanu TabneTkn

nupheHnI0H

[ 2. UME HA INTPUTEXATEJIS HA PASPEIIEHUETO 3A YIIOTPEBA

H.A.C. Pharma

[3. JJATA HA U3TUYAHE HA CPOKA HA TOJJHOCT

EXP

| 4. HHAPTUJAEH HOMEP

Lot

|5.  JPYTO

WAl
D

IIH BT Cp 4T OT cO HO
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b. JUCTOBKA
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JIncroBka: nH(popManus 3a MOTpedUTENA
Esbriet 267 mg ¢puamupann TadjieTku
Esbriet 534 mg ¢puamupann TadjieTku
Esbriet 801 mg ¢punamupann TadjeTku

nupdenunoH (pirfenidone)

IIpoyerere BHMMATEIHO USJIATA JIMCTOBKA, IIPEeIH 1A 3alI0YHeTe 1a NpUeMarTe TOBa JIeKapcTBO,
ThH KaTo TS ChABbP:Ka BaxkHa 3a Bac nndopmanus.

3amazere Tasu JUCTOBKA. MoKe /1a Ce HAJIOXKH JIa S POYETETE OTHORBO.

AKO UMate HIKaKBH JIOMBIHUTEIIHA BBIIPOCH, TonuTaiiTe Bamus jiekap wiu GapmarieBT.

Toga nekapcTBO € mpeanucano JnyHo Ha Bac. He ro mpeoTcrriBaiite Ha Apyru xopa. To Moxe
Jla M HaBpeJy, HE3aBUCHMO Ue MPU3HAIIMTE Ha TSXHOTO 3a00JIsBaHe ca ChIUTE KaTo BamuTe.
AKO TIOJTyYnTe HAKAKBU HEXKEJIAHU PEaKllny, yBeaoMeTe Bamus ekap wiu dapmanent. ToBa
BKJIFOYBA M BCHUKU Bh3MOKHU HEKEJIAHU PEaKIIUU, HCONMCAHU B Ta3H JIMCTOBKA. BukTe

Touka 4.

Kakso CbABbPiKa Ta3u JIMCTOBKA

AN

Kakso mpencrasmnsBa Esbriet n 3a kakBo ce n3mon3Ba

Kakso TpsiOBa na 3naere, npenu aa mpuemere Esbriet

Kak na npuemare Esbriet

BBb3M0KHM HEXETaHU peaKuU

Kak na cexpansiBare Esbriet

ChbabppkaHue Ha ONIaKOBKATa M JOIMBIHUTEIHA UHPOPMALIUS

Kakso npencrasiasia Esbriet u 3a kakBo ce u3noJizpa

Esbriet cpabpika aKTUBHOTO BEIECTBO MHUP(EHHUIOH U CE M3II03Ba 32 JICUCHHE HA HAHOTIATHIHA
oenonpobHa pudpoza (MbD) mpu Be3pacTHH.

WNnunonatnunata 6enoapoOHa Gubposa e 3a0osiBaHe, IpHU KOETO ThKaHHUTE B OenuTe ApoOOBe OTHIAT
U C BPEMETO BBPXY TSAX OCTaBaT OeJe3H, M B pe3yJITaT Ha TOBA CE 3aTPY/IHSABA IBJIOOKOTO JHIIAHE.
Toa 3aTpyaHsBa npaBuIIHATa JeHOCT Ha Oennte Bu npoGose. Esbriet momara 3a HamansiBane Ha
Oexe3nTe U OTHYAHETO Ha Oenute 1podoBe 1 Bu momara na aumate no-goope.

2

Kakso TpsdBa na 3Haere, npeau ga npuemete Esbriet

He npuemaiite Esbriet

aKo CTe aJlepruvHu KbM MUPQEHUIO0H WIH KbM HSAKOS OT OCTAHAJIMTE ChCTABKH HA TOBA
JeKapcTBo (M30poeHu B TOUKa 6)

aKo CTe MOJy4aBajy U MPeId aHTHOeIeM IIPH yrioTpeda Ha MUp(EeHUI0H, BKIIOUUTETHO
CHUMIITOMH KaTO OTOK Ha JIMIETO, YCTHUTE W/WITH €3UKa, KOUTO MOTaT Jia ObJIaT CBbP3aHU ChC
3aTPYAHEHO JUIIAHE WA XPUIIOBE

aKo IpHeMare JIEKapcTBO, HapeueHO (PIyBOKCaMMH (M3IMIOJ3BAHO 32 JIEYEHUE Ha JIeTIPecus 1
o0cecuBHO-KOMIYJICHBHO paszcTporcTBo [OKP))

aKo UMaTe 4epHOAPOOHO 3a00JIIBaHe, KOETO € TeKKO WIM B KPacH CTaTui

ako nmare ObO0pedHo 3a00IIsIBaHe, KOETO € TEXKO WM B KpaeH CTaJui M M3UCKBA AUANIN3A.

AKO UMaTe HSKOE OT TOPETIOCOYCHUTE ChCTOSIHUS, He npreMaiite Esbriet. Ako He cTe curypHH,
nmonuTaiTe Bamms mekap wim GapmanesT.
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[penynpexaeHust ¥ Mpeana3sHl MEPKH

T'oBopere ¢ Bamus siekap wiu gpapmarieBT, npenu aa npuemete Esbriet

° BB3MOXKHO € J1a cTaHeTe MO-4yBCTBUTEIIHU KbM CIIbHUCBA CBETIIUHA (peakiys Ha
(oTouyBCcTBUTENHOCT), KoraTo nmpuemare Esbriet. M30srBaiiTe crpHIIETO (BKIIOYHTETHO
KBapIIOBY JIaMIIH ), TIoKaTo npuemate Esbriet. M3mon3Baiite cirpHIE3aIMTEH KPEM €XKETHEBHO U
MOKPUBANTE PBIETE, KpaKaTa v TiaBaTa CH, 3a Jla HAaMaJUTe U3JIaraHeTo Ha CTbHUYCBA CBETIIMHA
(BmxTe TOUKa 4: BB3MOXKHI HEKETTAaHU PEaKITHH ).

° He Tpsa6Ba na mpuemate qpyru JekapcTBa KaTo TETPAIIMKIMHOBY aHTUOMOTHUIIH (HATIP.
JOKCHIUKIINH), KOUTO MOTAaT /ia YBEINYaT YyBCTBUTEITHOCTTa B1 KbM CI'lbHUEBA CBETIIMHA.

° Tpsa6Ba na crobmuTe Ha Bammst mekap, ako uMaTte OBOpedHN IPOOIIEMH.

° Tps6Ba ga crobmuTe Ha Bammms nekap, ako ©Mare OT JISKH IO yMEPEHH YepHOAPOOHH
npobiIeMu.

° Tps0Ba ga cpeTe MyLIEHETO MPEaU U Mo BpeMe Ha JieueHneTo ¢ Esbriet. TioTioHomymeneTo
MOXKe 11a HaMaau edekra Ha Esbriet.

° Esbriet Mo>xe 1a mpenu3BUKa 3aMaiiBaHe U yMopa. bblieTe BHUMATEIHU, ako TpsIOBa a B3eMaTe
y4acTueC B IICﬁHOCTI/I, KOHMTO M3UCKBAT MOBUIICHO BHUMAaHHEC U KOOpJAUHAIUA.

° Esbriet Mmo>xe ma mpeau3BrKka 3ary0a Ha Tersio. Bammwust ekap mie cieau Tersioto Bu, mokaTto
TpreMaTe TOBa JIEKapCTRBO.

. CroOmaBa ce 3a cuanpoM Ha CTUBBHC-/[)KOHCHH, TOKCHYHA €THAIepMaTHa HEKPOJIH3a ’

JIeKapCTBEeHa peakius ¢ eo3uHopunus u cucreman cumntomu (DRESS) BBB Bpb3Ka ¢ eueHue
¢ Esbriet. Cnpere ynorpebata Ha Esbriet u moTbpcere He3a0aBHO MEIUIIMHCKA TIOMOIII, aKO
3a0eNIeKUTE HAKOW OT CUMIITTOMUTE, CBEP3aHU C TE€3U CEPHO3HU KOXKHU PEaKIINH, OTIHCAHH B
TOuKa 4.

Esbriet Mo>xe 1a mpUYUHY CEPHO3HU MPOOIEMH C YEPHHS IPOo0 U HAKOM CIydau ca Omiu (aTaiHm.
[Ipenu na 3amouneTe nmpuema Ha Esbriet, Tps0Ba 1a cv HampaBuTe KPBBHU U3CIEABAHUS, KAKTO U
€KEMeCeyHO Ipe3 MEPBUTE 6 Mecela, e KOeTO Ha BCEKH 3 Mecela, JOKaTo nprueMare JISKapCTBOTO;
TaKa IIe ce MpoBepsBa Jaiu YepHUAT Bu 1pod GpyHKIMOHMpa nmpaBuiiHO. BakHO € 1a mpaBuTe TE3H
PEIOBHH KPBBHH M3CIeBaHMs, 10KaTo pruemare Esbriet.

Jleua u roHOIIHN
He nasaiite Esbriet Ha nera v roHOIIM Ha BB3pacT 1moj 18 roauHu.

Apyru aexkapcrBa u Esbriet
Wndopmupaiite Bamms nexkap nim ¢papManesT, ako IprueMaTe, HaCKOpo CTe pHeMalli Uil €
BB3MOXHO J1a IPHEeMaTe APYTH JIeKapCTBa.

ToBa € 0cOO0EHO BaXKHO, aKO TIPUEMATE CIICTHUTE JISKApCTBA, Thi KATO T€ MOTAaT JIa MPOMEHST eeKTa
Ha Esbriet.

JlekapcTBa, KOUTO € BH3MOXKHO J1a YBEIHYAT HeXKelaHUTe peakiuu Ha Esbriet:

° €HOKCAIMH (BHJ aHTHOUOTHK)

nunpodIIoKcanyH (BUJ aHTUOMOTHUK)

aMuoJIapoH (M3IOJI3BaH 32 JICYCHUE Ha HAKOU BUJIOBE ChPACYHH 3a00IIIBaHMU)
nponadeHOH (M3M0JI3BaH 3a JICYCHHE Ha HAKOU BUIO0BE ChPACUHH 3a00IsIBaHNS)

¢yBOKCaMUH (M3MOJI3BAH 3a JICUEHHE Ha JeTpecusi 1 00CECUBHO-KOMITYJICUBHO Pa3CcTPOHCTBO
(OKP)).

JlekapcTBa, KOMTO € Bb3MOXKHO J1a HaMaJIAT JeicTBreTo Ha Esbriet:

° OMernpasolt (M3M0JI3BaH 3a JICUEHHE Ha ChCTOSIHUSI KaTO HAapyIIEHO XpaHOCMMIIAHE,
ractpoe3odareanna pediykcHa 0osecr)

) pudamMnunyH (BUI aHTHONOTHK).

Esbriet ¢ xpana u HamUTKH

He nmiite cok ot rpeindpyt, 10KaTo MpreMarte ToBa JIEKapcTBO. I peindpyTsT MOXKe 1a Monpeyu Ha
NPaBUITHOTO JieiicTBue Ha Esbriet.

59



BpemMeHHOCT M KbpMeHe

Karo npenmasna msipka e 3a mpeanoynTane aa ce u3bsrea ynorpebdara Ha Esbriet, ako cte 6peMenHa,
TUTaHUpaTe OPEMEHHOCT WM CMsITaTe, 4e MOXKE Ja CTe OpeMeHHa, Thi KaTO Bb3MOXKHUTE PHUCKOBE 32
IUIOZIa HE Ca U3BECTHH.

AKO KbpPMHTE WJIH TUTaHUpaTe Aa KbpPMUTE, TOBOpeTe ¢ Bamms nexap munu papmanesT, npeau Aa
npuemete Esbriet. Twit kaTo He e u3BecTHO Aanu Esbriet npemrHaBa B kbpMaTa, Bamusr nekap uie
00CHIM PUCKOBETE U MOJI3UTE OT MpHUEMa Ha TOBA JIEKapCTBO IO BpeMe Ha KbpMEHE, aKo TaKa PeIIuTe.

lodupane u padora ¢ MalIMHU

He modupaiite u He paboTeTe C MAIIMHK, aKO C€ YyBCTBATE 3aMasiHU MJIM YMOPEHH CJIe]] IPHEM Ha
Esbriet.

Esbriet cbabp:xa HaTpmii

Esbriet cbabppxka mo-manko ot 1 mmol Hatpwmii (23 mg) Ha TableTKa, T.€. MOXKE Ja ce Kaxe, 4e
MPaKTUYECKU HE ChAbPKa HATPUHL.

3 Kak na npuemare Esbriet

Jledenueto c Esbriet TpsiOBa 1a ce 3amouHe v MPOCIIEIBa OT JISKAp CICIUAINUCT, KOWTO MMa OIUT B
JIMarHOCTHIIMPAHETO U JICYCHUETO Ha uaronaTuyHa oennoapoOHa Gpuodposa.

BuHaru npuemaiite TOBa JICKAPCTBO TOYHO KakTo Bu € kazan Bamwsit jgekap win dapManeBT. AKO He
CTe CUTYpHH B HEIlO, monuTaiite Bamus nexap wiu gpapmanesT.

Bamero JICKapCTBO OOMKHOBEHO me Bu ce 1apa B HapacTBallX 1031, KAKTO CJICABA:

° Tpe3 MbPBUTE 7 THU mpuemaiite 103a ot 267 mg (1 xbaTa TabneTka), 3 MbTH THEBHO C XpaHa
(o6mmro 801 mg/nen)

° ot aeH 8 1o 14 npuemaiite 103a oT 534 mg (2 xxbaTH TabJeTKN UK | opaHkeBa TableTKa),
3 mbTH AHEBHO ¢ XpaHa (00mo 1 602 mg/neH)

° ot feH 15 HaTaThk (moIbpIKalo JiedeHne) npuemaiite 1o3a ot 801 mg (3 xbaTH TaOIETKH

i 1 kadsBa Tabnerka), 3 TbTH JHEBHO ¢ XpaHa (06110 2 403 mg/nen).

[IpenopruntenHara nmorbpikaiia qaeBHa no3a Esbriet € 801 mg (3 xbnTu TadbneTky wiun 1 kadsa
TabJIeTKa) TP IBTH THEBHO ¢ XpaHa, o010 2 403 mg/neH.

HoranaﬁTe TabJIeTKUTE eiau, ¢ BoJa 1o BpEME Ha XpaHCHE WK CJICA HaXpaHBAHE, 34 /1a C€ HaMaJlk
PHUCKDBT OT HCKCIJIAHU PCAKIINU KATO raICHE (H03I/IBI/I 3a HOBp’BH_IaHe) ¥ 3aMaiiBaHe. AKO CHMIITOMHUTE
npoabJIKaBar, 06T>pH6Te ce KkbM Bamms JICKap.

HamansgBane Ha J03aTa nmopaar HEXKCIaHW PEAKITUNA

Bammsar JICKap MOKC a HaMaJIi O03aTa BI/I, AKO IOJYYUTC HCKCIIaHU PCAKIIUU KaTO HpO6J’IeMI/I ChC
CTOMAaxa, KOXXHHU pCaKIIMU KbM CIIbHYCBA CBCTJIMHA WJIW KBAPIIOBU JIAaMIIU, U] 3HAYUTCITHU
OTKJIOHCHHA B IleHO}IpO6HI/ITe CH3HUMHM.

AKO cTe IpHeJIn MoBevYe 0T HeoOxoanMmara 103a Esbriet

Cebpikere ce He3abaBHO ¢ Bamms nekap, papMaleBT WM CIIEIIHOTO OTAENICHUE Ha Hail-OMu3KaTa
0oJIHMIA, aKO CTE MPHUEIU MOBeUe TabJETKH 0T HEOOXOAMMOTO, KaTO B3EMETE JIEKapCTBOTO Che cebe
CH.

AKo cTe mponmycHaJIM 1a npuemerte Esbriet

AKo cTe NpoITyCcHaJIM 103a, B3EMETE 5 BeIHara ciej kato ce cerute. He B3emaiite n1BoitHa 103a, 32 Aa
KOMIIEHCHpaTe IpoIlycHaTara 103a. Mexay oTIelHuTe 103U TpsOBa 1a nMa Haii-majiko 3 yaca. He
npreMaiiTe Ha JIeH MmoBeue TabJeTKu OT npeanucanaTa Bu nneBHa go3a.

AKko cTe cripesu npuema Ha Esbriet

B nsikon cimyuau Bammsar nexap moxe na Bu nocbBeTBa na cripere npuema Ha Esbriet. Ako mopaau
HSIKaKBa NIpUYMHA TPAOBa Ja cupeTe mprema Ha Esbriet 3a moBeue ot 14 mociiegoBaTeIHy AHU,

60



Bammwsat nekap 1ie 3anoyHe JICUEHUETO OTHOBO ¢ 032 OT 267 mg 3 MbTU AHEBHO, KATO IOCTEIICHHO
e yBenuyu Ta3u ao3a 10 801 mg 3 bt JHEBHO.

AKO uMare HIKaKBH JIOMBIHUTEITHA BBIIPOCH, CBHP3aHH C YIIOTpeOaTa Ha TOBA JICKAPCTBO, IIOMUTANTE
Bamus siekap wiu gpapMariesT.

4.

Bb3MOKHH HeKeJTaHU peakuuun

KakTo Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKEC 1a MPEAN3BUKA HEIKCIIAHU PECAaKIIUH, BHIIPEKU Y€ HC
BCCKH I' TIOJTy4aBa.

Cupere ipuema Ha Esbriet u He3a0aBHO OThPCETE METUITMHCKA ITOMOIII, aKO 3a0€IIeKUTE HAKON OT
CJICJTHUTE CUMITTOMH WJIH TIPU3HAIA

OTOK Ha JIMIETO, YCTHUTE W/UITH €3HKa, ChPOSK, YPTHKAPHUS, 3aTPYAHEHO JAUIIIAHE HITH
XpHUIIOBE, WJIN IMMPU3JIABAHE, KOUTO Ca IIPU3HALM 3da AaHTMOCACM, TCIKKA aJICpruida peakuusa 1jin
aHa(UITaKCHsL.

[MoxbNTSIBaHE HA OYNUTE WM KOXKATA, WM TIOThMHSIBAHE HA YPHUHATA, EBEHTYaHO ChITTCTBAHU
OT ChpOEX MO KOXkaTa, 00JIKa B ropHaTa JsCHA 4acT Ha KopeMHarta o0act (abgoMuHaHa
obmacr), 3ary0a Ha aneTuT, KbpBEHE WM HACHHSIBAHE MO-JIECHO OT OOMKHOBEHO, HITH aKO CE
yyBcTBaTe yMopeHH. ToBa Morar Ja ObJaT MPU3HAIIN 32 OTKIOHCHHUS B YSPHOAPOOHHUTE
(bYHKIIMOHAIHY MTOKa3aTeIn U MOJKE J1a YKa3BaT YepHOIPOOHO YBpEKIaHe, KOETO € HeuecTa
HekenaHa peaknms Ha Esbriet.

YepBeHHUKABH, IFIOCKH KPBIJIM TIETHA IO TOPCA, Y€CTO ¢ MeXypUeTa B IIEHThpa, OclieHe Ha
KOJXKaTa, S3BU B yCTaTa, I'bPIOTO, HOCA, TIOJIOBUTE OPraHu, U ouuTe. Te3n CepUO3HU KOXKHHU
00pHBHU MOXeE J1a Ce MPEAXO0XKAAT OT MOBHIIICHA TeMIIepaTypa U IPUIIONO00HN CUMIITOMH
(cuaapom Ha CTUBBHC-/[)KOHCHH MJIM TOKCHYHA CMUICPMAaTHA HEKPOJIH3a).

[Iupoxko pasmpocTpaHeH Mo TSIIOTO 0OPUB, BUCOKA TeJIECHA TEMIIEpaTypa U yBeIHYSHN JIUMPHH
BB31H (DRESS cunapom mim cuHAPOM Ha CBPBXUYBCTBUTEITHOCT KbM JIEKapCTBA).

Jpyrure He:keJIaHU peaKIIUM MOKe 1a BKJIIOYBAT
I'oBopere ¢ Bamusg nekap, ako NoJy4uTe HIKAKBU HEXKEIAHU PEAKIIUHU.

MHOro 4ecTH HexKeJIaHU peakuuu (Moxe 1a 3acertar mosede ot 1 Ha 10 gymm):

WHQEKIUY Ha IBPJIOTO WK Ha IUXATEITHUTE IIBTUIIA KbM O€IUTe APOOOBE W/ HIIU CUHY3UT
MTO3MBH 3a MOBPBIaHe (TaJICHE)

CTOMAIITHH MTPOOJIEMH, HAITPUMEP KUCEIMHEH pediyKe, MOBPBIIAHE U yCeIaHe 3a 3aIeK
TUapus

HApYIICHO XPaHOCMIJIaHE UM CTOMAIITHO Pa3CTPONCTBO

3ary0a Ha Terio

HaMaJIeH alleTUT

MPOOJIEMU ChC CHHS

ymopa

3amaiiBaHe

ri1aBoOosme

3a11yX

KaIlUTAIA

OOJIKH B CTaBHTE.

YecTH HexeTaHH peakuuu (Moxe jaa 3acerHar a0 1 Ha 10 gymm):

MH(EKIUN Ha TUKOYHUS MEXYP
CBHHJINBOCT

MpoMsIHA Ha BKyca

TOpely BbJIHU
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o CTOMAIITHH MTPOOJIEMH, HAIpUMEP YyBCTBO 3a TO{yBaHEe, KOpeMHa 00JIKa U TUCKOMQOPT,
KHCEIIMHY U OTHAENISHE Ha Ta30Be

BB3MOXHO € KPbBHUTE W3CJICABAHUS J1a IOKAKAT MOBUILEHN HUBA HA YePHOAPOOHH SH3UMHU
KOXKHU PEaKIMy CIe] U3JIaraHe Ha CI'bHIIE WM yIoTpeda Ha YATPaBHOJICTOBH JIAMITH

KOXKHH ITPOOJIEMH KaTo ChpOEK Ha KOXkKaTa, 3a4epBsBaHe Ha KOXara, cyxa Koxa, KOXXeH 00puB
0OJKY B MYCKYJIHTE

YYBCTBO Ha C1a00CT WM OTIAJHAIOCT

0oJKa B I'bpIOUTE
CI'bHYEBO M3rapsiHe.

HeuecTu Hexkenanu peaknuu (Moxe 1a 3acerHat 10 1 va 100 qymm):

L HHWCKH HHMBaA Ha HanHI;'I B KPBBTA. Tosa moxe Ja IpUIruHA I‘J'IaBO6OJ'II/Ie, 3aMaI>iBaHC, O6’BpKaHOCT,
CJ'Ia6OCT, MYCKYJIHU CIIa3MU WJIM I'aACHC U MMOBPHIIAHE
L BB3MOXHO € KPbBHUTC U3CJICABAHUS A MMOKaXXaT HAMAJICHHUC Ha Oemute KPBbBHU KJICTKHU.

Cho0maBaHe HA HesKeJIAHH PeaKINu

AKO TIOITyunTe HIKAKBU HEXEJIaHH JICKApPCTBEHH pPeaKkliy, yBeaoMeTe Bammus nexap uium gpapmanesT.
ToBa BKJIIOYBA BCHYKHM B3MOYKHH HEOMMCAaHH B Ta3M JMCTOBKA HEXENaHU peakunu. MoxeTe ChIIo 1a
ChOOIIUTE HEXKENAaHH PEaKIMU JUPEKTHO Ype3 HallMOHAJIHATa CHCTEMa 3a ChoOIIaBaHe, IOCOYeHA B
[punoxenue V. Karo cbolimaBare HexXeJlaHU pPeaklny, MOXKETe J1a JaJieTe CBOsI IPUHOC 3a
HOJIyyaBaHE Ha NoBe4e MHPOPMAIMs OTHOCHO 0€30M1acHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na coxpansiBate Esbriet
[a ce cpxpaHsiBa Ha MACTO, HEIOCTBIIHO 32 JeLa.

He u3non3BaiiTe TOBa JIGKAPCTBO CJI]] CpOKa HA TOAHOCT, OTOEsI3aH BhPXY €THKeTa Ha OyTHUJIKaTa,
OJyincTepa ¥ KapTOHEHATa onakoBka cie ,,['ofgen no:“ wim ,,EXP“. CpokbT Ha rOIHOCT OTTOBAps Ha
IOCJIEAHUS JIEH OT IIOCOYEHUs Mecell.

ToBa JlekapCcTBO HE U3UCKBA CIIELUAIHY YCIOBUS Ha ChbXpaHEHUE.

He usxBbpisiiTe nekapcTBaTa B KaHAIU3alMATa WIM B KOHTEMHEpPaA 3a JJOMAIIHU OTHaAbIIH.
[Momuratite Bamus apMalnieBT Kak jia U3XBBPIISATE JIEKapcTBaTa, KOUTO Bede He M3Mo3Bare. Te3n
MEpKH 11I€ CIOMOTHAT 3a Olla3BaHE Ha OKOJHATa cpeaa.

6. Cobabp:kaHue HA OMAKOBKATA M I0NbJIHUTETHA HHpopManus
Kakso cpabp:ka Esbriet

Tabremrxa om 267 mg

AKTHBHOTO BelecTBo ¢ nupdenuion. Beska puiamupana tabieTka chabpxa 267 mg nmupheHuI0H.
Jpyrure cbcTaBKH ca: MUKPOKPHCTAIHA IETYJI03a, KpOCKapMelno3a HaTpull (BUKTe Touka 2 ,,Esbriet
CchaABpka Hatpuii*), moBunoH K30, komouaeH 0€3B0/IeH CHIIMITUEB TUOKCHUJI, MarHE3UEB CTeapar.
DUIMOBOTO MMOKPUTHE CE CHCTOU OT: OJUBUHUIIOB aJTIKOXOJI, TUTAaHOB nuokcun (E171),

Mmakporod 3350, Tank, xbaT xKenesen okcuna (E172).

Tabremxa om 534 mg

AKTHBHOTO BeliecTBo ¢ nupdenuion. Beska hunmupana tadbneTka cbabpxa 534 mg nmuppeHu10H.
Jpyrure cbcTaBKH ca: MUKPOKPHUCTAIHA IENYJI03a, KpOCKapMelno3a HaTpull (BUkTe Todka 2 ,,Esbriet
chaABpka Hatpuii*), moBunoH K30, konouaeH 0e3B0/ICH CHIIMITUEB TUOKCHUJI, MAarHE3UEB CTeapar.
DMIMOBOTO MMOKPUTHE CE CHCTOW OT: MOJUBUHIIIOB aJTKOXO0JI, TUTaHOB nuokcun (E171),

makporod 3350, Tank, xbaT kene3er okcua (E172) u uepsen xenesen okcug (E172).
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Tabremxa om 801 mg

AKTHBHOTO BeliecTBo ¢ nupdenuion. Beska punmupana tadbnetka cbabppxa 801 mg mupdeHuIoH.
Hpyrurte cbcTaBKH ca: MUKPOKPHCTATHA ETYII03a, KPOCKapMeno3a HaTpui (BIKTe Touka 2 ,,Esbriet
ChIObpKa HaTpuii™), moBumoH K30, komonaeH 0e3BOICH CHITHITNECB THOKCHI, MarHE3UEB CTeapar.
DHUIMOBOTO IOKPHUTHE C€ CHCTOU OT: IMMOJIMBHUHUIIOB aJTKOXO0J, TUTaHOB Auokcua (E171),

Makporoia 3350, Tank, yepBeH xenezeH okeun (E172) u yepen xenesen okenp (E172).

Kak m3riexxna Esbriet 1 kakBo cbIbpKa ONMaKOBKAaTa

Tabnemxa om 267 mg

Esbriet 267 mg dhumupanu TaOJIETKU ca KBJITH, OBATHHA, TBOWHOM3ITBKHAIHN (PHIIMHUpPAHU TaOJIETKH C
BITBOHATO penedHo o3HadeHue “PFD”.

OnakoBKUTE ChABpPKAT eaHa OyTHiKa ¢ 90 TabneTkn win ABe OyTHIIKH, BCSIKA OT KOUTO ChIAbPKa

90 tabnetku (06mo 180 TabieTkn).

OmnaxkoBkurte ¢ onmcrepu cpabpxat 21, 42, 84 nnm 168 punmmupanu TabneTkn, a TPyNOBHTE OMTAKOBKH
ChABPKAT 63 (OIMaKOBKa 3a HAYAITHO JedeHue 3a 2 ceqmunu 21+42) nmm 252 (omakoBka 3a
MPOABIDKUTENHO JIedeHne 3x84) dunmupanu Ta0IeTKy.

Tabnemxa om 534 mg

Esbriet 534 mg dhvMupanu TaOIIETKH ca OpaHKEeBH, OBATHH, IBOMHOM3ITEKHAIH (PHIIMHPAHT
TabJeTKy ¢ BATpOHATO penedHo o3HadeHue “PFD.

OnakoBKUTE ChIbPKAT eaHa OyTHIKA ¢ 21 TabneTku wnn eana OyTmika ¢ 90 Tabnerku.

Tabnemxa om 801 mg

Esbriet 801 mg dhmamupany TabeTKH ca Ka(saBU, OBATHU, TBOHHOU3IIEKHAIH (PHIMUpPAHU TaOIETKA C
BIUTEOHATO penedro o3Hayenne “PFD”.

OmnakoBkata chappika efaHa OyTuika ¢ 90 TabieTkw.

OmnakoBkuTe ¢ OnucTepr ChabpxkaT 84 hruaMupaHu TabIETKY, a TPyHOBaTa OMAaKOBKa ChIbpxka 252
(omakoBKa 3a MPOABIHKUTEIHO JieueHrne 3x84) dummupaHu TaOIeTKH.

BJ'II/ICTepI/ITe ot 801 mg ca 0003HAYEHH CHC CJICAHUTC CUMBOJIN U CBKPAILICHUS Ha JHUTC 3a
HAIIOMHSHE Aa IpueMarte 103aTta CU TPpU IIbTHU JHEBHO:

Wil
K eSS D
(m3rpes; cyTpemHa 1o3a) (cpHIIE; 00€MHA 103a) H (;ryHa; BeuepHa J103a).

OH BT Cp 4T NT ¢0 HJ
He Bcuuky BHOBE OMAKOBKU MOTarT Jia ObJaT IMyCHATH B IPOIaxo0a.
IIpuTeikaTen HA pa3pelIeHUETO 32 yOTpeda

H.A.C. Pharma

Péricentre 2

43 Avenue de la Cote de Nacre
14000 Caen

Opannus

IIpoussoaure
Delpharm Milano S.r.1.
Via Salvatore Carnevale 1

Segrate 20054
Hranus
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3a JOBIHATENHA HHPOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJISI, CBBPIKETE CE C JIOKATHHSI

NpEeICTABUTEN Ha MPUTEKATEIS Ha Pa3pelieHreTo 3a yrnorpeoa:

Belgié/Belgique/Belgien
H.A.C. Pharma
contact-esbriet@hacpharma.com

bbarapus
H.A.C. Pharma
contact-esbriet@hacpharma.com

Ceska republika
H.A.C. Pharma
contact-esbriet@hacpharma.com

Danmark
H.A.C. Pharma
contact-esbriet@hacpharma.com

Deutschland
H.A.C. Pharma
contact-esbriet@hacpharma.com

Eesti
H.A.C. Pharma
contact-esbriet@hacpharma.com

Elrada

APPIANI PAPMAKEYTIKH A.E.

TnA: +30 210 668 3000
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Latvija
H.A.C. Pharma
contact-esbriet@hacpharma.com

Lietuva
H.A.C. Pharma
contact-esbriet@hacpharma.com

Luxembourg/Luxemburg
H.A.C. Pharma
contact-esbriet@hacpharma.com

Magyarorszag
H.A.C. Pharma
contact-esbriet@hacpharma.com

Malta
H.A.C. Pharma
contact-esbriet@hacpharma.com

Nederland
H.A.C. Pharma
contact-esbriet@hacpharma.com

Norge
H.A.C. Pharma
contact-esbriet@hacpharma.com
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Espaiia
H.A.C. Pharma
contact-esbriet@hacpharma.com

France
H.A.C. Pharma
contact-esbriet@hacpharma.com

Hrvatska
H.A.C. Pharma
contact-esbriet@hacpharma.com

Ireland
H.A.C. Pharma
contact-esbriet@hacpharma.com

Island
H.A.C. Pharma
contact-esbriet@hacpharma.com

Italia
H.A.C. Pharma
contact-esbriet@hacpharma.com

Kvbmpog

APPIANI PAPMAKEYTIKH A.E.

TnA: +30 210 668 3000

Osterreich
H.A.C. Pharma
contact-esbriet@hacpharma.com

Polska
H.A.C. Pharma
contact-esbriet@hacpharma.com

Portugal
H.A.C. Pharma
contact-esbriet@hacpharma.com

Romania
H.A.C. Pharma
contact-esbriet@hacpharma.com

Slovenija
H.A.C. Pharma
contact-esbriet@hacpharma.com

Slovenska republika
H.A.C. Pharma
contact-esbriet@hacpharma.com

Suomi/Finland
H.A.C. Pharma
contact-esbriet@hacpharma.com

Sverige
H.A.C. Pharma
contact-esbriet@hacpharma.com

I[aTa Ha MOCJCIHO MpepasrjckaaHne Ha JIMCTOBKaTa

ITonpoOHa uHpOpMalKs 3a TOBA JIEKapCTBO € IpeocTaBeHa Ha yeOcaiiTa Ha EBporetickara areHIus
10 JieKapcTBaTta https://www.ema.europa.eu.

ITocoyenw ca ChIIO JMHKOBE KbM JPYTH YeOCaWTOBE, KbICTO MOXKE Jla C€ HaMepy HHpOopMaIHs 3a

peaKu 3a00JIIBaHUS U JICUCHUS.
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