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TATTENNA ATERUNA NO NEKAPCTBATA
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bo3enTan 3entuBa 125 mg punmupanu tadbneTku

Bosentan Zentiva 125 mg film-coated tablets | Kom Pez. N ‘,(’J P ¢ o /.?J;'
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Ha 125 mg 0o3enTan(bosentan) .
3a ITbJICH CMUCHK HA MMOMOILHHUTE BCLICCTBA, BUXK TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana Tadnerka.

bo3zeHTan 3eHTHBa 125 mg: eMNCOBUIHH, IBOMHOMU3ITBKHAIN, CBETJIOOPAHKEBH (PHIMHPAHU
Ta0seTKH ¢ AbJDKHHA npuOs. 11 mm M wMpoynHa npudia. 5 mm.

4. KJUHUYHH JAHHU
4.1 TepaneBTHYHH NOKA3aHHUA

Jleuenune na 6enoapodHa aprepuanna xuneprouns (bAX) 3a nogodpsaBane Ha PU3HMUECKHA KanaLUTET
H CUMIITOMATHKaTa 1npy nauueHTn ¢ pynkunonanex knac Il no C30. EdektnBHoCcTTa € NI0Ka3aHa
[pH:
- [[bpBHYHA (MAHONATHYHA M HACJICACTBECHA) 0€/10po0OHA apTepHaIHA XHITCPTOHHS
- benoipoOHa apTepraiHa XHIIEPTOHUSA BTOPHYHA HA CKJICPOACPMHS O€3 3HAUYUMO
MHTEPCTHLIHAIHO 010 1poOHO 3a00/1BaHE
- benoapobna aprepuanHa XUNCPTOHHUA, CBbP3aHa C BPOJCHH CUCTEMHO-0€10ApOOHH LIBHTOBE

1 (HU3HON0THS HA AN3ECHMEHIEp

Habmo1aBanu ca v HAKOHM Mo00OpPEHHS 1P NALMEHTH ¢ Oes1oApoOHa apTepHanHa XHIEPTOHHS,
¢ynkunonasneH knac no C30 II (Bxk. Touka 5.1).

bo3eHTaH 3eHTHBA € MOKA3€CH ChILO 3a HAMAJIABAHE HA OpOsi HA HOBOIOSIBMJIM CC JIMTMTAJIHU SA3BH NPH
MalLMCHTH ChC CHCTEMHA CKJICPO3a, KAKTO M B X0/1a HA 3a00JIIBAHETO OT JIAaKTHJIHA sI3BCHA DosecT (BK.
Touka 5.1).

4.2 Jlo3HpOBKAa M HAYHH HA NMPHJIOKEHHE

Jlo3upoBKa

benoapobHa aprepuanHa XMIEPTOHUS
JleyeHueTo TpsAOBa aa ObAC Ha3HAYaBAHO M MPOCJICASIBAHO CAMHCTBCHO OT JICKAP C OMUT B JICYCHUETO

Ha bAX.
B onakoBkarta ¢ BKJIIOYCH CMIHAJIHA KapTa 3a MalMeHTa, NpeaocTaBsiila BaxHa HHpopmauus 3a

0€30I1aCHOCTTA, C KOATO MAalMCHTHUTE TPAOBa j1a ObJAT 3aM03HATH MPEIN U 110 BPEME HA JICUCHHETO C
boieHTaH 3¢HTHBA.

Bv3pacmuu
[Ipu BBb3pacTHH NaLMEHTH, JICUCHHETO ¢ bo3eHTaH 3eHTHBA TpsOBa 1a ce 3anf =
JBA MMbTH JIHCBHO B MPOAB/KCHUE HA 4 CCAMHIM, KOATO CJIC/I TOBA CC NMOBHIIE B&

ot 125 mg aBa nbTH AHEBHO. CHIINTE NPENOPHKHM CE OTHACAT 3a MOBTOPHOTC é«g‘
3eHTHBA CJIE/1 MPEKBCBAHE HA JICUCHHUETO (BXK. To4Ka 4.4).
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Heouampuuna nony ayust

[TeanarpuunanTe GapMakOKMHCTHYHH JaHHH MOKA3BAT, 4¢ MNA3MCHNTC KOHLCHTPAaUMH DO3CHTAaH npH
acua ¢ 0cnoapodHa apTepuanHa XMICPTOHHA HA Bb3pacT oT | roauRn 10 15 roanHu ca Ouan cpeaHo
NO-HUCKH, OTKOJIKOTO NPH Bh3PACTHH NAUMCHTH M HC €A €C NOBHULLHIIM ¢ TOBHUIABAHE HA 103aTa HA
boichTan 3eHTHBa Haa 2 mg/Kg TCNCCHO TEr10 UK NPH YBEJIHYABAHC HA YECTOTA Ha /103aTa OT JBa
NBTH JIHCBHO IO TPH ITbTH AHCBHO (BXX. TO4YKa 5.2). loBMwIaBaHCTO Ha 103aTa MK 4CCTOTATA HA
NMPHCM HA 103aTa BCPOATHO HAMA [1a JIOBCAC 10 AONBIHHUTEIIHH KJIMHHYHH [OT3H.

Bb3 ocHOBa Ha TC¢3M papMaKOKMHCTHYHH PC3YNTATH, KOraTo cC npHaara npu acua ¢ d6cnoapoOHa
apTCpHaNHa XUNCPTOHHR HA BB3PAcT | roMHA M NNO-TONCMH, IPCNOPbYBAHATA HAYaiHa K
nojuibprkaia aoia ¢ 2 mg/kg cyTpHH 1 Beuep.

[Tpy HOBOPOACHHU ¢ HIepcHCTHpalna 6cnoapodbHa xuneptoHus Ha HosopodeHoTo ([TBXH), edekTht OT
Do3cHTaH HE ¢ I0Ka3aH NPH CTAHIAPTHO MOJIaraHc Ha MCJIHUHMHCKH rpHxH. He Morar ga ce Hanpassr
NpecnopbKH 3a NO3MPoOBKaTa (BX. TOUKH 3.1 K 5.2).

boienTan 3¢cHTHBA He TpADOBa na c¢ npuitara npu acua ¢ tenecHo Terno nog 31 kg v tpsiosa 1a ce
M3M0JI3Ba aNTEPHATHUBCH NMPOAYKT, ChAbpKatl 0O3CHTaH.

HHevenue 6 civuait na Kinnuuro erouiasane na bAX

B cnyuad Ha KAMHMYHO BJOIIABAHC (HANPHUMCP, HAMAJIABAHC HA pascToaHueTo noHe ¢ 10% opu 6-
MHUHYTHHA TCCT € XOIACHC, B CPABHCHHC C M3CNICABAHCTO MIPCIHN J]C'-ICHHCTD), BBLIIPCKH [TOHC 8-
CCJAMHUYHOTO JicucHHC ¢ bo3zenTan 3cHTHRA (TapreTHa /103a Han-Manko 4 ccamMuum), TpadBa na cc
MHCIIH 34 AaITCPHATHBHA TCPAlIHA. Bcee nak, HIKOM NaLMCHTH, KOUTO cnca 8-CCAMHUYHO RCUCHUC C
bo3cHTaH 3CHTHBA HC Ca TTOKA3and OTMOBOP, MOraT J1a ce MOBJIUAAT 01aronpuaTHO cnca owe 4 1o &
CCAMMLLN JICUCHHC.

B cnyvail Ha KbCHO K/IMHUYHO B/OLIABAHC, BHNPCKHN NCHEHHCTO ¢ bolcHTan 3cHTHBA (T.€., cnel
HAKOJIKO MCCCYHO JICUCHHUC), TPpS0BA /1a CC HANIPABH NPCOLICHKa Ha JICHCHHETO. HsAKoM MauueHTH ¢
HC3aJ0BOJNIUTENECH OTroBop Ha 125 mg boicHTan 3eHTHBA ABA MTTH JAHCBHO MOTAT JICKO Ja nNOA00pAT
cBOA (QPHIMUCCKKM KANALMTCT MPY NOBHIUIABAHE Ha j03aTa 10 250 mg 18a nbTH AHCBHO. TpsabdBa na ce
HanpaBH BHUMATCNHA OLCHKA Ha 11013a/PUCK, KATO CC HMaA NpCABU/, Y¢ YEPHOAPOOHATA TOKCHYHOCT C
I0303aBUCHMA (BK. TOUKH 4.4 1 5.1).

Ipexkpamstieane na ieweHuemo

OnUTBT ¢ pA3IKOTO CNHpaHC Ha boscHTan 3eHTHBa NpH ilatucHTH ¢ bAX ¢ orpanuucH. He ca
Hab/I0AaBaHK JOKa3aTCACTBA 3a ocThp pcbayHa. Bee nak, 3a na cc npeAoTBpaTH BL3MOMKHATA 110ABA
HAa YBPC)KAALIO KJIMHHYHO BIOLIABAHC NOpaanl NOTCHUManHuA pebayua cdekr, TpabBa na ce MHCIIM 3a
MOCTCNCHHO HaMa/sBAHC Ha 103aTa (HaMaiABaHC /103aTa HaNoN0BYHA 3a 3 10 7 AHM). 3a nepuoaa Ha
CITHPAHC HA JICYCHUCTO CC MPCNopbYBa HHTCH3UBHO NMPOC/ICASBAHC.

AKO ¢ B3CTO PCLUCHHC A CC MIPCKPATH NCYCHHCTO ¢ bo3eHTaH 3CHTHBA, TOBa TPsOBa /1a CTAHE
[IOCTCNCHHO, AOKATO €C BLBCXKAA AJITCPHATHBHATA TCpanus.

CHCcTEMHA CKAEpO3a NMPU NSPCHCTHPALLA JAKTHIHA S3BcHA BosiecT

JleucuueTo TpabBa ga 6BaC 3an04HaTO U HAbMOAABAHO CAMO OT JICKAp C ONMUT B JICHCHHETO Ha
CHCTCMHA CKJICpO3a.

B onakoBkaTa € BKJIIOYCHa CHTHAJIHA KAPTA 33 MALKHCHTA, NMPC10CTaBala BaxHa HHPopMaLHa 3a
OC30MacHOCT, KOATO NALMCHTUTC TpADBA J1a 3HAAT NPCAX H 11O BPCMC HA ICUCHHCTO ¢ bo3cHTaH
JCHTHBA.

Bvapacnuiiu

JleuenueTto ¢ boicHTan 3cHTHBa TpAOBa da ce 3anmoyHe ¢ 103a oT 62,5 mg ABa MbTH AHCBHO B
MPOABLIIKCHUC Ha 4 CCAMMUM M CJIc TOBA €€ YBCIHYABA [0 JOCTHIAHC HA MOAIBDKALIA /10350
mg [IBa NbTH JHCBHO. (BLUMTC NPCNOPBKY CE OTHACAT 3a MOBTOPHOTO BKIOYBAHC H ARIMY; O/)Gtﬂo .

3eHTHBA C1cA OPCKBCBAHC HA JICUCHUCTO (BXK. To4YKa 4.4).
OnuTbLT OT KOHTPOJIMPAHHU KJIHHUYHHW NPOYYBAHHA NPH TC3H MOKA3aHHA € OCPAHHYUC
MPOILIPKUTCAHOCT OT 6 Mecctia (Bx. Touka 5.1).




PcakiuuaTa Ha NOBIUABAHC HA NALMCHTA OT JNCUCHHCTO H HCGGXO,}IHMOCTTH OT NpoABIAKABAHC HA
TCpallHATA TpHﬁBﬂ PCIJOBHO [1d CC NOAMAIdT Ha IPCLCHKA. TpHﬁBﬂ Aa CC NpdBH BHHMATCJIHA OlLICHKA Ha

CHOTHOLUCHHUCTO MOM3A/PHUCK, KATO CC OTYUTA HCPHOAPODHATA TOKCHYHOCT Hd 003€HTaH (BXK. TOUKH
4.4 u 4.8).

Ileduampuurna nonytanyus

Hsama nanHm 3a DC30NacHOCTTA H CPCKTHBHOCTTA HA JICHCHUETO MPH NALWCHTH HA BB3pacT nox 18
roadun. HamMa nannynn GapMakoKHHCTHYHH JaHHH 3a bo3cHTaH 3CHTHUBA NPpH MAJIKH JACLa C TORA
3a00JIBaHC,

CnenManHiy nonyaauuu

Yephodpoono yvepedcoane

bozcHTaH 3CHTHBA ¢ IPOTHBONOKA3aH MPH MaLKCHTH C YMCPCHA 10 TCXKKa YCPHOApoOHa JAHUCHYHKUHA
(Bvx TOukK 4.3, 4.4 u 5.2). IIpn nauncHTH ¢ N1cko yepHOApodbHO yrpexkaade (T.c. Child-Pugh knac A)
HC ¢ HCOOXOJIMMO KOPUTHPpAaHC Ha J03aTa (BXK. To4Ka 5.2).

byopeuno vepescdare
[Ipn nauMcHTH ¢ OBOPCUYHO YBPCIKAAHC HE CC HANara xopurupaHce Ha gosata. He cc Hanara
KOpPUIMpAHC Ha A03aTa NpH MauMCcHTH, MOUICKALIM HA AHanu3a (BK. ToUKa 5.2).

Cmapuecrka 6b3pact
He ce Hanara KOpCKUMs Ha 1034aTa NPH NAUMCHTH HA Bb3PACT Haa 65 roauHH.

Ha4yHH Ha nprIOGKEeHHE

Tabnerkure ¢¢ npUeMaT Npes ycrara CyTPHH M BCUCp, CbC HIH 0c3 xpaHa. QHIAMHPAHHUTC TaDACTKH
TpsOBa N1a CC IMOrbJHAT ¢ BO,IA.

4.3 [IporuBonIOKa3aHHUS

- CBPBXUYBCTBHTCIIHOCT KbM AKTHBHOTO BCLUCCTBO MJIH KBM HAKOC OT NMOMOUIHHTC BCUICCTBA,
H30POCHH B TOUKA 6. ]

- YMepcHO A0 TCXKO YepHOapoOHo yepexaaHe, T.c. Child-Pugh knac B wnu C (Bxk. Touka 5.2)

- ba30BH CTOMHOCTH HA UCPHOAPOOHHUTC aMHHOTPaHChepalM, 1.¢., acnapTaT aMMHoTpatchcpasa
(AST) u / vnn anaunH amuHoTpaHcohcepasa (ALT), no-ronamo or 3 X Hax ropHata HopMasHa
rpannua (I'T'H; Bx. Touka 4.4)

- EAHOBPCMCHEH IPHCM HA UMKIOCIIOPHH A (BUXK TOYKa 4.5)

- bpeMeHHOCT (Bxk. Touku 4.4 1 4.6).

- KeHu ¢ 1eTEpoACH NOTCHUMAN, KOMTO HC H3MON3BAT HAACKAHH MCTOAH 32 KOHTPALUCHLUMA {BK.
Toukt 4.4, 4.5 1 4.6)

4.4 CnenMajlHH NpeaAyNpeAA€HHA U NPeINa3HH MEPKH NPU NIPUHEM

EdukacHocTTa Ha DO3CHTAH NpH MaUMCHTH ¢ TexKa bAX HC € J0Kka3laHa. AKO KIIHHUUYHOTO ChCTOSHUC
c¢ BAowasa (Bx. Touka 4.2), tpsdsa aa ce 06ChaAH NPCMHHABAHC KbM TCpAliUs, PEnopbYBaHa 3a
TeKkaTta dra3za Ha 3abonsiBaHCTO (HANPHUMEP, CHONMPOCTCHON).

He ¢ yctanoBcH DanaHchT nonsa/puck ot 603¢cHTad npH nauucHTH ¢ bAX | gpyHKIIHOHANCH KAaac,
crnopen knacugukanuata va C30.

bosextan 3eHTHBa Tp2OBa Aa CC NPHCMA CaMO aKO CHCTCMHOTO CHCTONMYHO KPbBHO HANATAHC C M10-
BHCOKO OT 85 mmHg.

He e nokaiaHo, uc 003CHTaH HMa OaronpHUaTeH 03ApaBUTENCH ¢(PCKT BbPXY CHIICCTBYBA
JAKTHITHH S3BH.




UepHogoGpHa GyHKUHS

CBbp3aHOTO ¢ DO3CHTAH NMOBHILABAHC HA YCPHOAPOOHHUTC AMHHOTpAaHC(CpasH, T.€., acnaprar H
anaHiH amuHoTpaHcdepasn (AST w/vnu ALT), ¢ nosozasuckmo. [IpoMcHUTE B 4epHOApOOHHTE
CH3UMH OOUKHOBCHO BB3IHHKBAT FIPC3 ALPBHTC 16 ccaAMUUM OT NCYCHUCTO (BXK. TOUKa 4.8). Te3u
MOKAYBRAHMUA MOXC /13 CC ABDKAT YACTHYHO HA KOHKYPCHTHOTO NOTHUCKAHC HA CAHMUHALMATA Ha
KITBYHHUTC COMH OT XCNATOLMTHTC, HO BCPOSTHO BbB Bb3HHKBAHCTO HA dcpROApOOHATA AMCHYHKUHNS
Ca BKJIKOUCHH H APYTH MCXAHH3MH, KOHTO HC Ca HAMBJIHO YCTAHOBECHH. HC ¢ HAKMOYCHA
AKYMYNAUHAATA Ha OO3CHTAH B XCINATOLMTHTE, BOACLIA A0 LLHTOMH3A C Bb3MOXKHO TEKKO YBPCKIAHC HA
yCpHHA Apo0, KAKTO H MMYHOJIOTHYCH MCXaHN3bM. PUCKBT OT HcpHOaApOoDHa NHCOYHKUHA MOXKE 1a cC
MOBHIIK M [PH CAHOBPECMEHHOTO NpHCMaHe ¢ 003CHTaH Ha JICKApCTBCHHU NPORYKTH, KOUTO Ca
HHXHOMTOPH HA CKCIOPTHATA IOMIIA 32 ¥/bUHH COMH, HANpHUMep, pudamMUUKH, IMHOCHKIAMKI H
LHHKIOCTIOPHH A (BXK. TOUYKH 4.3 1 4.5), HO JJaHHHUTC 3a TOBA Ca OrPaHHYCHHU.

Hugara Ha YyepHOAPOOHHTE TPAHCAMHHA3H TPAOBA 1a ceé H3MEPBAT IIPEAH 3aN0YBaAHE HA
JIe4eHHEeTO, A ¢J1e/1 TOBA HA BCEKH €1HH MECEl, 3a CPOKa Ha JieveHReTo ¢ bo3eHTaH 3eHTHBA.
OcBeH TOBA, HHBATA HA YepPHOAPOOHHUTE TPAHCAMHHAZH TPAOBA 1a ce HIMepBaT 2 ceAMULH
cJiell BCAKO YBeJIHYEHHE HA 103aTA.

[IpenopbLKH B c1yuyai HA nopHInaBane HA ALT / ACAT

Husa Ha ALT/AST ﬂEennben 32 JIeYeHHE H nmpocieanBaHe

>3un<5xULN PcayararsT TpaOBa aa 6bAC NOTBBP/ICH € BTOPO HCPHOAPOOHO M3C/CABAHC;
axo ¢ NOTBBLPACHO, TpAOBa aa ¢ pculd, Ha HHIMBHAYyanHa Dasa, nany aa cc
NPOABLJIKH 10 B3MOKHOCT ¢ HaMaJsicHa J03a bo3cHTan 3eHTHBA HIIH 14 cc
cripe npunaraseto Ha bolenTtad 3cHtHBa (BXK. Touka 4.2). Ilpocneassanero
Ha HUBATA HA AMUHOTpAHCPCPaIUTC TPAOBA Aa NPOALIXKH HAH-MaNKO Ha
BCCKH 2 CCAMKIUH. AKO HHBATa Ha dMHHOTPAHCPCPAIMTC CC BPHAT 10
CTOMHOCTHTC NIPCAU JICHCHKETO, TPAOBA 1a cc 00CHaH NPOABLNKABAHCTO HIIHN
[TOBTOPHOTO BKJIKOUBAHC Ha boscHTan 3cHTHBa, cnope ONMUCAHUTC NO-A07Y
YCIOBUSA.

>5and = 8 x ULN | PesynrarsT TpsadBa na 6bc NOTBLP,ICH € BTOPO YCPHOAPOOHO HICACIBAHC;
aKO ¢ NOTBbPACHO, JICYCHHUCTO TPADRBA 11 cC CIPC H HHBATA Ha
aMUHOTpaHCHCPaIUTE J1a ce MPOCACAABAT HAH-MANIKO Ha BCCKH 2 CCAMMUM.
AKO HHBATA HAa aMHHOTPAHCHEPA3ZHTE CC BbPHAT JI0 CTOMHOCTUTC MPCAH
NCHCHUCTO, TPADBaA na cc 00CHAM NMOBTOPHOTO BKJIKOUYBAHC HAa bO3CHTaH
3CHTHBA, CAOPE ONIUCAHHUTE MO-A0NY YCIOBHS.

> 8 x ULN JleucHueTo TpabOBa na 6bac NpekpaTeHo 0¢3 1a ¢ 00ChXKAa MOBTOPHO
BKIIOYBAaHC Ha boseHTaH 3cHTHBA.

B cay4aii Ha ¢BbP3aHA € IeHeHHETO KIMHHYHA CUMIITOMATHKA HA YepHOAPOOHO yBpeKaaHe,
T.C. FA/JICHC, NOBPBLLLAHC, TCMICpaTypa, 00/IKa B KOpEMa, KBJITCRHLA, HCOOHYANHA OTIIYCHATOCT KITH
YMOPACMOCT, FPHNONOR00CH CHHAPOM (apTpairus, MHAJITHA, TCMNCpaTypa), Je4eHHero Tpadea na
Ob/e COpSAHO H 1A He ce 00ChA/1a NOBTOPHO BKAYBAHe Ha bo3enTan JenTusa.

[Tosmopho eriON6ANe HA 1€ HIC MO

[losTOpHO BK/IKOUYBAHC Ha NeucHHCTO ¢ bo3cHTan 3enTrea TpadBa 1a c¢ 0bcbkaa, caMo aKko
NOTCHUHAMHUTC MO3N OT YCPHOAPOODHUTC aMUHOTpaHCdCpa3H ca B PAMKHTC HAa CTOHHOCTHTC OPEaM
ACUCHUCTO. TIpcopbUHTCIHO ¢ MHCHHETO Ha xcnaTtosor. [ToBTopHoTO BKAOUBAHC TpaOBa na cicaBa
yKa3aHuaTa, 130pocHH B TOUKa 4.2.

B To3x cayyail HuBaTa HAa aMHHOTpaHc(pepa3uTe TPAOBA A2 ObAAT HIC/IeIBAHK 10 3 /IHH ¢/1€¢]
NOBTOPHOTO BK/JIIOMBAHE, C/1€]1 TOBA OTHOBO CJ1e] owle 2 CeAMHIH H NI0-BRATATHK CIIOP§S
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KoHueHTpau 1 Ha XCMOr1o0uH

JleducHueTo ¢ 003CHTaH € OHIIO CBBP3aHO € A0303aBUCHUMO MOHHKCHHC Ha KOHUCHTpaUHATA HA
XCMOTTOONHa (8. TouKa 4.8). [Ipy nnauebo KOHTpONHpaHH NPOYYBAHKSA, CBLP3AHOTO ¢ 0O3CHTaH
[TOHMXKCHHC Ha KOHLCHTPAUHATE Ha XCMOIJIO0OMHA HE CC ¢ 3aab/1004aBaso, a ce ¢ crabwinimpano ciea
nspBATC 4—12 ccamuum ot nedcHueto. [Ipenopbusa ¢¢ KOHUICHTpaLMATA Ha XCMOT0OMHa J1a ¢¢
H3CJICABA NPC/IY 3aNIOYBAHE HA JICUCHUCTO, BCCKH MCCCLL NPC3 MBPBHTC 4 MECCLa, Caea KOCTO BCAHDBXK
Ha TPH MCCCLA. AKO BB3HMKHC KJIMHUYHO 3HAYMMO MOHHXCHHMC HA XCMOI10OMHOBAaTa KOHLCHTpaLM4,
TpAOBa ja CC HaNpaBK JOMBAHHTCIHA OLCHKA M H3CACABAHC 3a YCTAHOBABAHC HA NMPHYNHATA U
HcoOX0oAMMOCTTa OT cneunpryHo neycHue. B neproaa cnea nyckade Ha nasapa, ce cboluasa 3a
C/y4yau Ha aHCMHSA, KOSTO M3KUCKBA BJIMBAHE HA UCPBCHH KPBbBHH KJICTKH (BX. TO4Ka 4.8).

JKeHH ¢ ACTCPO/IcH NOTCHUHAJ

Twit kaTo OO3CHTAH MOXKE 13 HANPABH XOPMOHAJIHUTC KOHTPALCNITHBH HCCPCKTHBHH, OCBCH TOBA

ChIICCTBYBA PHCK OT BAOWIABaHC Ha OcnoapobHaTa XMNCPTOHMA MPH OPCMCHHOCT, KaKTO M

TCPATOrCHHUTC ¢CKTH, HAONI0JABAHH IPK XXHBOTHH:

- JIcucHreTO ¢ boscHTaH 3cHTHBA HC TpaOBA 1a OB/AC 3aMOUYBAHO OPH HKCHHU € ACTCPOJICH
[MOTCHLHAR, OCBCH aKO TC HC H3IMOI3RAT HAACKIHA KOHTPALCILKA H PC3yATaThT OT TCCTA 34
OPEMCHHOCT NPC/AH JICHCHHCTO HE € OTPHUATCIICH.

- XOpMOHATHHTC KOHTPAUCIITHBH HC MOTAT 71a 0BJ1aT CAMHCTBCH KORTPALICNITUBCH MCTO1 110
BpPCMC Ha JicucHHE ¢ bo3cHTan 3CcHTHBA.

- [To BpcMC Ha IEMCHUC CC NPCNOPBYBA Ja CC NPABAT CKCMCCCUHHM TCCTOBC 3a OPCMCHHOCT € LICH
PaHHO OTKPHUBAHC HA OPCMCHHOCTTA.

3a nonbaHHTCNHA HHPOPMaLHMA BHKTC TOUKH 4.5 1 4.6.

benoapobHa BeHOOKIY3HBHA DoaccT

MUma crobutcHKa 3a cnyyau Ha O¢cnoapoOCH OTok Npu ynotpcebata Ha Ba3oaAHAaTaTopH (r1aBHO
NPOCTAUMKIMHU) OT NAUMCHTH ¢ OcnoapobHa BCHOOKNY3MBHA Doacct. (CneaoBaTeaHO, ako NpH
JCHCHHUCTO ¢ DO3CHTAaH Ha NAUMCHTH ¢ BcnoapodHa apTCpHanta XMNCpToHUA cC NOABAT NPH3HALIK Ha
odenoapodbcH oTok, TpAbdBA Aa CC MMA NPCABKUA BH3MOMKHOCTTA 33 CBbpP3aHa BCHOOKY3HBHA OosiccT. B
MOCTMAPKCTHHIOBUA NEPHUOA € UMAJIO PCAKH CbOOLICHMS 3a O€10ApOOCH OTOK MPH MALKMCHTH,
NICKYBaHH ¢ OO3CHTAaH, MPH KOHUTO ¢ HMAI0 ChbMHCHHA 3a OenoapobHa BCHOOKIY3HBHA DOJICCT.

[TaiumcHTH ¢ O¢aoApodHa apTCpHAIHA XUICPTOHUA ChC CHIBTCTBALIA JCBOKAMCPHA HCAOCTAThYHOCT
Hc e npoBexaaHo cacuupyyHo 1IpoyuBaHe nNpy nalueHTH ¢ benoapodbHa XMIICPTOHUA H ChLIBLTCTBALIA
ncokamcpHa auchyukuma. Obauc |1 611 naunentu (o1 kouto 804 ca nonyuasann 6o3cHTan M 807 ca
[IOaydaBaigu nnanchdo) ¢ Texka XxpoHHYHa CbpacyHa HeaocTaTbyHOCT (XCH) ca nekyBaHH cbC Cpc/aHa
MPOABHKHTCAHOCT OT 1,5 roavHH B r1auedo KORTPOAHPAHO npoyuBaHc (npoyyBane AC-052-301/302
[ENABLE | & 2]). B ToBa npoy4BaHC UMa MOBHUILICHA YCCTOTA HA XOCMHUTAMH3ALUHUTC, AbJI/KALLMN CC
Ha XPOHHYHATa CBPACYHA HCAOCTATHYHOCT, MPC3 NBPBHTC 4—8 CCAMMUM OT JICUCHUCTO € DO3CHTaH,
KOCTO MOKC Ja C B PCIYATAT OT 34APHKKATA HA TCUHOCTH. B TOBa 1npoyuBaHe 3aapbKKarta Ha
TCYHOCTU CC NPOABSABA C PAHHO HAJIaBaHC HA TCr0, MOHWYKCHA KOHUCHTPALUA Ha XCMOTJIOOHHA U TO-
4YCCTAaTa N10ABa Ha OTOUH NO KpakaTa. B Kpasg Ha npoyyBaHCTO HC ¢ YCTaHOBCHA pa3/iiKa B YUCCTOTaTa
HA XOCITHTAINIAUMHTE BLE BPb3IKA CBC ChPACHHATA HCAOCTATHYHOCT, HUTO B CMBPTHOCTTA MCKAY
MALUCHTHTC, NMpHCManH 003CcHTaH Wik miauebo. CacaoBaTciHo, NPCnopLUBa CC MALUUCHTHTC Aa Obaart
[pOCACAABaHH 3a MPU3IHALM 3a 3aAPbKKA Ha TCHHOCTH (HanpuMcp HaL1aBaHC Ha TCrio), 0CoOCHO ako
CTPajaT OT ChIIBTCTBALLA TCHKKA CHCTONHA AUCHYHKUHA. AKO TaKHUBa NPHIHALHN CC NOABAT, CC
npenepbyBa Aa ce 3anoyHe ACUYCHNC ¢ AHYPCTHILM UM Ja CC NMOBUILM [103aTa Ha NIPUCMAHHUTC
avypeTuu. Tlpy natMcHTH ¢ JIaHHU 3a 33JIpBHKKA HA TCUHOCTH, JICHCHUCTO ¢ AMYPCTHUM TpaOBa Aa cc
00CHAN NMPC/H 3aNOYBAHE HA JICYCHHUCTO ¢ boszenTan 3¢HTHBA. '

benoapobhna aprepuanHa xuneptoHus, cebpi3ada ¢ HIV uHdekus
OnnTeT OT KAHHHUYHHTE NPOYYBAHHUA ¢ yNOTpeha Ha 0OICHTAH NPH NAaUHCHTH ¢ Beno
aApTEPHATHA XUIICPTOHMA, CBBP3aHa ¢ HIV undexkuns, 1CKyBaHU ¢ aHTHPCTPOBUPYCH
NPOAYKTH, ¢ OIpaHHUCH (BXK. Touka 5.1). [Ipoyusane 8bpXxy B3anMOACHCTBHATA MEK
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JTONHHABHP+PHUTOHABHP MPH 3ApaBH XOpa [MOKA3BA MOBHILCHH [1A3MEHH KOHUCHTPALUMH Ha DO3CHTaH,
¢ MAKCHMaJIHY HHBA NPC3 NBPBUTC 4 THHM HaA NCUCHHUE ( BXK. TouKa 4.5). [Ipu 3anouBaHe HA JICUCHMC C
bo3cHTaH 3¢HTHBA NP NALUCHTH, KOUTO CC HYXAAT OT PUTOHABHP-AKTHBUPAHH MPOTCAIHH
HHXHONTOpH, MOHOCHMOCTTA HA NauneHTa KbM bo3eHTaH 3cHTHBA TpAOBa BHHMATEIHO Ja CE CICIH,
KaTo cc 00bpHE 0COOCHO BHHMAHUC, B HAYANOTO HA BHBCKAALIATA ¢a3a, Ha PUCKA OT XMIOTOHUSA U Ha
YCPHOAPOOHUTC PYRKUMOHAMHYN TCCTOBE. [IOBHILICKUAT PHCK OT YepHOAPOOHA TOKCHUHOCT H
XCMATONOTHYHHUTC CTPAHHYHK CPCKTH HE MOTaT Aa ObaaT Wi3KIUYCHH NpH KOMOuKHKpana ynotpeda Ha
003CHTaH ¢ aHTHPCTPOBUPYCHH NckapcTBa. [lopaan noreHuHana 3a TakMBa B3aHMOACHCTBHS,
CBBP3AHH C HHAYLHpalKng ¢pekT Ha 6o3eHTana Bupxy CYP450 (Bxk. Touka 4.5), KONTO MOXC 1a
OKaXC CPCKT BbPXY CPHKACHOCTTA HAa AHTHPCTPOBUPYCHATa TCPanKs, TC3H NMAaUMECHTH CbLIO TpAOBa a
ObaaT npoCcnCaAsBaHH BHUMATCIHO MO OTHOWCHHE HA HIV uugekuuiTa.

benoapobHa XxMNCpTOHUS BCJICACTBHC HA XpPOHMYHA 00CTpykTHBHA Benojpobha bonect (XObD)
besonacHOCTTa ¥ TOHOCUMOCTTA HA DO3CHTAH ca NPOYUCHH MPH EKCIIOPATOPHO, HCKOHTPOIMPAHO

| 2-ccaMUUHO npoyuBaHe npu | | mauneHTH ¢ OcnoapoOHa XHNCPTOHU BCacacTere Ha TexKa XObb
(Il ctencH no knacudukauuara GOLD). HabniogaBanu ca noBHIIEHa MUHYTHA BCHTHJIAUHUA H
NMOHHWKCHO KHUCIOPOAHO HACHUIAHC, KATO HAH-YCCTOTO HCKC/IAHO CHOUTHE ¢ OMTa AUCTTHEA, KOATO ¢
OT3BYHaBasa CJic/l CIHPAHCTO HAa OO3CHTAH.

EanoBpcMeHHa ynoTpeba ¢ Apyr JICKapCTBCHH NPOAYKTH

EavospeMcHHaTa ynotpeba Ha bosenTtan 3cHTHBA M LHKIOCIIOPHH A € IPOTHBONOKA3dHA (BXK. TOUYKH
4.3 n 4.5).

EnnoBpecMeHHaTa ynotpeba Ha boiseHTan 3eHTBa © ranberknamul, ayKoHaszon v puaMnuuUH HC
CC MpenopbyBa. 3a noBeye noapobHOCTH BHX TodKa 4.5.

EaHoBpeMeHHOTO npunarane Ha boiscHTan 3cHTHBA, KakTo ¢ HHXHOUTOp Ha CYP3A4, Taka n c
HHXHOuTOp HA CYP2C9 Tpsabea na ce n30area (Bx. Touka 4.5).

[loMmouIHK BellleCcTBA
To3u nckapcTBCH MPOAYKT ChABPXA N0-MAAK0 0T | mmol natpui (23 mg) Ha CAMHKYHA A03a
TabJICTKA, KOCTO 03HA4YaBa Mo CbLUCCTBO ,,0¢3 HATPUH™.

4.5 BizanmoaeHcTBHE ¢ APYIH J1IEKAPCTBEeHH NPOAYKTH H APYIrH ¢opMH Ha B3aHMOAEHCTBHE

bo3cuTan ¢ unayktop Ha uutoxpoM P450 (CYP) uzocH3umure CYP2CY9 1 CYP3A4. lanuwnte un
eumpo npeanonarat 1 HHAykuus Ha CYP2C19. Cncaosareiino, MaasMCHHTE KOHUCHTPALUHHK Ha
BCILICCTBATA, KOUTO ¢C METADOMH3UPAT OT TC3IM HIOCHIMMH, LIC 0bAAT MOHHKCHHN MPH
CAHOBPCMCHHOTO npunaraiHe Ha boicHtan 3cutHBa. TpsbdBa aa cc MMa npeaABHI BB3MOXKHOCTTA 1a CC
NMPOMCHH CPCKTHUBHOCTTA HA JICKAPCTBEHUTC MPOAYKTH, KOUTO CC METAOOJIMIMPAT OT TC3H HIOCHIUMM,
Moe Ja C€ HATOKH KOPHUTUpAaHe Ha 103aTa Ha TC3H NPOAYKTH CJICH 3aNOuBaHC, NPOMAHA HA 103aTa
HJIH CIMTUPAHE HA CBIBTCTRALLOTO NCcUcHUC ¢ bolcHTaH 3CHTHBA.

bo3schTan ce McTaboausupa ot CYP2C9 u CYP3A4. MuxubupaHeTo HA TC3U HIOCHIUMH MOXE 12
YBC/IHYH KOHUCHTPAUMATA Ha 003CHTAH B Nna3mata (BWXX KeTOKoHa3on). Bauanunero va CYP2C9
HHXHOUTOPH BBPXY KOHUCHTpARUATa Ha O03CHTAH HE € npoyucHo. Taszu xoMOuHauus tpadBa aa ce
M3110J138a C MOBHLICHO BHUMAHHC.

daykonazon i apyru nHxubutopn Ha CYP2CY9 u CYPIA4:
EnHoBpcMCHHOTO npuiaraic ¢ ¢aykoHason, koo notucka rnasdo CYP2(C9, HO 10 H3BCCTHA CTENCH
u CYP3A4, moxc aa JoBeac A0 roisaMo NMOBHIIARAHE HA MAA3MCHUTC KOHLICHTpALUK HA DO3CHTaH.

KomOuHnauusaTa He ce npenopbusa. [1o chuiata npHyuHa HE CC MPCIopbYBa CAHOBPCMCH
npuaarade Ha boscHTan 3eHTHBa KaKTO ¢ MOLWICH HHXHOUTOp HAa CYP3 A4 (kaTo x¢TO
HTPAKOHA30J1 HJIH PUTOHABUP), Tdka U ¢ HHXHOUTOp HA CYP2(CY (kaT0o BOPUKOHA301

Lukinocnopun A
EAHOBPCMCHHOTO NpHnaralc Ha bo3enTad 3CHTHRA C LMKIOCHIOPUH A (HHXHOUTOD
C IPOTUBOIIOKA3aHO (BX. To4Ka 4.3). [1pn caAHOBPECMEHHOTO NpHAAraHe, HAYANHUTC 1l
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KOHUCHTPAUKWHU HA DO3CHTAH ¢a nprUONH3HTCIHO 30-NbTH IO-BHCOKH OT TC3H, H3MCPCHH CJICH
Do3cHTaH, NPHNOKCH caMocToATENHO. [IpH cTauMOHApHO CHCTOAHNUE, NJIa3MEHHTC KOHUCHTPALIKH HA
003CHTaH ca 3- 10 4-0BbTH MO-BUCOKHK OT TC3H, HIMCPCHH cac 003CHTaH, NPHIOKCH CAMOCTOATCIHO.
M¢XaHU3MBT HA TOBA B3aUMOACHCTBUC ¢ HAN-BCPOATHO UHXHUOHPAHC OT CTPaHa HAa UMKIOCNOPHUHA HA
MCIMHPAHOTO OT TPAHCIIOPTHUTE MPOTCHHM NMOCMAHE HA 0O3CHTAH OT XCMATOUUTHTC.
KoHueHTpaunuTe Ha UHKIocnoprH A (cybctpat Ha CYP3A4) B kpbBTa HAMaNABAT NPHOIH3NTECAHO C
50%. Tosa Hal-BCpOATHO ce ObJKHN Ha HHAayKuuaTa Ha CY P3A4 ot cTpaHa Ha DO3CHTaH.

TakponumMyc, CHPOIHMYC

ENAHOBPEMEHHOTO NPHJIATAHE HA TAKPOJIHMYC H/IHM CHPOIIHMYC ¢ DO3CHTAH He € HW3CIICABaHO 1P X0pa,
HO IO AHANOT 1S C CAHOBPCMCHHOTO TNPHITATAHE C UHKJIOCHOPHH A, CIHOBPCMEHHOTO MPHNAraHe Ha
TAKPOIUMMYC MM CHPOJIUMYC € DO3ICHTAH MOXC /18 1OBCAC A0 NMOBUILIABAHC HA MIA3MCHHUTC
KOHUCHTpauuK Ha 003cHTaH. CbMBbTCTBALOTO JICYCHHUC C BO3CHTAH MOXC J1a HAMANIH TJ1Ia3MCHHUTC
KOHL{CHTPALMH HA TaKpOIKUMYyC ¥ cuponrmyc. [lopaau ToBa, caHoBpeMcHHaTa ynotpceda Ha boicHTaH
3CHTHRA U TAKPOIUMYC HIIH CHPONMMYC He ¢¢ npenopbyBa. [TaunueHTHTe, NpH KOMTO KOMOHHAUMATA C
HaOXKHUTENHA, TPROBaA 1a ObAAT NPOCACAABAHA BHHMATEJIHO 3a HCXKCIAHW PCAKLIHH, CBBP3aHH C
0O03CHTaH, H 3a NJa3MCHHTE KOHLCHTPAUHH HAa TAKPOIHMYC H CHPOJIUMYC.

["nubcHKnaMmu g

EnnospeMendoTo npuaarade ¢ 0o3cHTaH 125 mg ABa 0bTH AHCBHO B MPOABIAKCHUC HA 5 JIHH
[IOHKKABA MNA3MCHUTC KOHLUCHTpaLlMH Ha riaudcHknaMua (cyberpar Ha CYP3A4) ¢ 40%, ¢ BB3MOXKHO
JHAYMTC/IIHO HAMANABAHC HAa XUOOTIMKCMHUYHUA eekT. [TnaimMeuuTe KOHUCHTpaLuu Ha 0O3CHTaH
Cb1UO c¢ MoHMkKaBaT ¢ 29%. OCBCH TOBA 11PH MAUMCHTHTC, NOAYyyaBalli KOMOMHHPAHA TCpanus, CC
HaDMORaBA NO-I'O/IAMA YCCTOTA HA MOBUILABAHC HA aMuHOTpaHcdepasuTe. Kakto randcHKNaMuIbT,
Taka U 003CHTAHDBT NOTHCKAT CKCMOPTHATA IMOMITA HA XKITBYHHTC CONH, KOCTO OH MO0 1a 00sACHH
[MOBHUICHHTC aMHHOTpaHchepa3n. Tain koMOHHauMA He TpADBa Ja cc U3nos3Ba. HaMa HasiMuHu
NaHHH 3a JCKApPCTBCHUTC B3aUMOACHCTBHA C APYTUTC CYNMaHUNYPCHHH NPCnapaTu.

Pudamnuuuu

[Ipn 9 3apaBH MauUMCHTH CAHOBPCMCHHOTO MNPUNATAHC B IIPOABIKCHHC HA 7 AHKU HA Do3cHTaH 125 mg
7BA [TbTH JAHCBHO ¢ pHpaMIHLUKH, MOUICH HHAYKTOP HAa CYP2C9 n CYP3A4, noHuxaBa nna3MCHHUTC
KOHLCHTpaUHH Ha D03cHTaH ¢ 58%, KaTo B OTACNCH CJY4YaH TOBa MOHMKaBaHC OM MOIJIO Aa JOCTHTHC
nouyTH 90%. B pe3ynTar Ha TOBa € OYAaKBa 3HAYHTCIAHO HaMalICH ¢CKT Ha DO3CHTaH MpH
CAHOBPCMCHHOTO MY lIpHnarate ¢ pupamMnuumry. ETHOBPEMCHHOTO NpHAarane Ha puaMnuumg o
boscHTaH 3eHTHBA HC cC NpenopbuBa. JIMNCBAT AaHHM 3a ApYrUTC HHAYKTOPH Ha CYP3A4, nanpumep
Kap0aMas3CnuH, GecHO0ApOUTAN, PCHUTOHMH H XBAT KAHTAPHOH, HO TAXHOTO CAHOBPCMCHHO fIPH1AraHc
CC OMaKBa /Jia JOBC/IC 10 HAMAaJIABAHC HAa CUCTCMHATAa CKCMo3uuMsa Ha 0o3cHTad. He Moxce na 6bac
H3KMKOUCHO KIIMHHYHO 3HAYUMO HAMANRBAHC HA CPUKACHOCTTA.

JlonuHaBHp + pUTOHABUP (M APYIH YCUJICHHU C PUTOHABHP MPOTCA3HK HHXHONTOPH)

EnHoBpeMCHHOTO IpHiarale Ha DoicHTad 125 mg aABa NbTH AHCBHO M NONMHMHABHD + puToHaBup 400 +
100 mg aBa NbTH AHCBHO 3a 9.5 NHU NpH 3apaBH JOOPOBOJIUH BOJAH 10 HAYANHH M1a3MCHHI
KOHLUCHTpAUHH Ha 003ICHTaH, KOMTO ¢a NPUOAHIUTCIHO 48-1BTH NO-BUCOKH OT U3MCPCHUTC CJICT
CAMOCTOATC/IHO NPUIOKCHUC Ha O03CHTaH. B ncH 9 nna3MeHUTC KOHUCHTPALMK HA DO3CHTAH ca
NPUOMU3UTCIAHO 5 BTH NO-BHCOKHU OT TC3H IIPK CAMOCTOATCIIHO [TPHIOMKCHUC HA DO3CHTAH.
HHXHOHpaHETO OT CTpaHa Ha PUTOHABHP Ha MCAMHPAHOTO OT TPAHCHOPTHHUTC POTCHHM [IPOHUKBAHC
Ha 0o3cHTaH B xcnatoudTHTC U Ha CYP3 A4, soactuo 10 peayuHpaHe Ha KIHPBHCA Ha 0O3CHTAH, Hall-
BCPOATHO NPHUHHABA TOBA B3aUMOACHCTBHC. KoraTo c¢ npunara CAHOBPCMCHHO C NOMUHABHP +
PHTOHABHUP HIIH APYIH PHTOHABHUP-MOACHICHH NPOTCA3HH HHXHOMTOPH, MOHOCHMOCTTa Ha MALMCHTA
KbM O03¢HTAH TpAOBA A4 CC CHCAH.
Cnen CAHOBPCMCHHOTO fIpMnarate Ha 003¢cHTaH 3a 9,5 AHK NNAa3MCHHUTC CKCMO3HLIKUY
PHTOHABHP HAMaNABAT 10 KIMHHUYHO HE3HAYUMA CTCNCH (C npubansuTeiHo 14% u
HesaBucrMMO OT TOBA NbJHA HHAYKUMA HA 003CHTaH MOE A1a BRC Ob/c AOCTUIHATA
NOHM)KABAHC Ha NMPOTCA3HHUTE HHXHOHTOPH HC MOXe Oa ce u3kmo4vH. [lpenopbusa




npocncasBadc Ha HIV tepannsTta. [Tono6uun cdexTy MOraT aa ¢ 04akBaT K NpH Apyrd pUTOHABHP-
[MOACKICHH [IPOTCA3HN HHXHONTOPH (BXK. TOUYKa 4.4).

Jpyr1 aHTUPCTPOBHPYCHH JICKAPCTRA

He Morar aa ¢¢ HanpasaTt CliiCUMPHYHH IPCnopbKU MO0 OTHOUICHHC HA JAPYTH HAIUYHH
aHTHPCTPOBHPYCHHU NCKAPCTBA, MOPAJAH NHUICa HAa AaHHU. [lopaay nogucpraHaTa XenaToTOKCHUHOCT
Ha HCBHUPAIIMH, KOATO MOXKC Ja CC aKYMYJIHPA ¢ XCNATOTOKCUYHOCTTA Ha OO3CHTaH, Ta31 KOMOKHAlIHA
HC CC NpCnopbYBa.

XOpPMOHaJHH KOHTPAUETITUBH

EaHOBPCMCHHOTO npHaaraHe Ha 003cHTaH |25 mg aBa MbTH AHCBHO B MPOIBLIKCHHC HA 7 AHM C
CAMHHUYHA /103a NICPOPAICH KOHTPALCNTHR, ChAbLPKALL HOPCTHCTCPOH | mg + CTHHUA CCTPaavon

35 pg, namangea nnotura nox kpusara (AUC — Area Under the Curve) Ha HOPCTHCTCPOH M CTHHUN
eCTpanno, CbOTBCTHO ¢ 14% u 31%. Ho HaManaBaHCTO Ha CKCIOZUUMATA NIPH OTACIHUTC MALUCHTH C
ChOTBCTHO 10 56% u 66%. CncaoraTenHo, CaMOCTOATCAHO NPUIOMKCHU KOHTPALICNTUBH HAa OCHOBATA
Ha XOPMOHH, HC3aBHCUMO OT MIbTA HM HAa BLBCXK/AAHC (T.C. MCPOPANIHH, HHKCKLIMOHHH, TPAHCACPMATHH
HJITH HMIIAHTHPYCMH ICKAPCTBCHU POPMH), HC CC CHMUTAT 3a HA/ICHKHH MCTOAY 32 KOHTPAUCTUNA
(BxK. ToukH 4.4 1 4.6).

Bapdapun

EanoBpeMcHHOTO npunarade ¢ 0o3entan 500 mg aBa 0bTH JHCBHO B NMPOABLKCHHC HA 6 IHH
MOHHXABA MJIA3MEHUTC KOHUCHTPALMHK KakTo Ha S-BapdapuH (cydctpat Ha CYP2(C9), Taka 1 Ha R-
apdapun (cydbctpatr Ha CYP3A4), ¢cboTBCTHO € 29% U ¢ 38%. KNHHHYHHAT ONIUT ¢ KOMOHHHPAHOTO
NprJarade Ha 0o3eHTal 1 BapdapuH npH MauvcHTH ¢ BAX He ¢ 10BCA A0 KITMHHUYHO 3HAYHMM
npoMcHH B Mexaynapoauna HopMannsupad kochpuuueHt (INR - International Normalized Ratio) unu
B J03aTa Ha BapdapHHa (B HAa4aJIOTO CpCIly Kpasi Ha KMTHHUYHHTC npoyuBaHusn). OCBCH ToBa,
4eCcTOTaTa Ha MPOMEHNATE B 103aTa Ha BapdapHHa 10 BPECME Ha NPOYYBAHHATA, IBJIKALLA CE Ha
npoMcHi B INR uny Ha HCXKCIAHW peaKUnH, ¢ CXOAHA NMPH NALIMCHTHTC, NOJAy4YaBatluy O03CHTaH WITH
nnaiucho. He ce Hanara xopekuns Ha no3arta Ha BapdapHHa WIH Ha APYTH MOJ00HU OpasIHH
AHTHKOAry/JJaHTHH CPEACTBA 1PH 3aM0YBAHC HA NICUYCHHEC € BO3CHTAH, HO CC NPCNOPHLYBA HHTCH3UBHO
npocacasBaHe Ha INR, ocobcHo B Ha4anoTo Ha NCUCHHUCTO M B NMCPHOAa HA MOKAYBAHC HA j/103aTa.

CuMBacTaTHH

EaHOBpPCMCHHOTO npunarale ¢ 603¢cHTad 125 mg 1Ba NbTH AHCBHO B NPOIb/IAKCHHUC HA 5 OHH
MOHH¥ABa NJIA3MCHUTC KOHUCHTPALHUK Ha cHMBacTaTHH (cyocTpar Ha CYP3A4) u Ha HeroBu4
AKTUBCH MCTA0ONUT B-XHAPOKCH KHCCNHHA, CBOTBRCTHO € 34% u ¢ 46%. I11a3MCHHTC KOHUCHTpaumnHy
Ha 003CHTAH HC CC MOBJIHABAT OT CbOBTCTBALIOTO JICYCHHUC ChC CHMBACTAaTHH. TpsAOBa Aa ce MMa
NpeABKA NPOCNCAABAHC HA HHBATA HA XOJICCTCPOIA M NOCACABALLO KOPHIUpAHE Ha no3aTa.

KeToKoHa30n

EAHOBPCMCHHOTO MPH/IAraHe B MPOIB/KCHHAC HA 6 THH Ha Do3cHTAH 62,5 g aBa NbTH JHCBHO C
KETOKOHA30/1, MOILIECH HHXUONTOp Ha CYP3 A4, noeMiuaBa naa3MCcHUTE KOHLCHTPAUKHY HA O03CHTAH
npuoans3uTceiso 2 meTH. He ce cuuTta, ue ¢ Heobxoammo aa ce kopurupa naosarta Ha boicHTan 3cHTHBA.
Binpcky, 4e He € A0Ka3aHOo ¢ NPOYYBaHHUA i 6160, NOAOOHO NMOBUUIABAHE HA [UIA3MCHUTE
KOHUCHTpauuH Ha DO3CHTAaH CC O4aKBa M ¢ APYruTe MouiHH HExHOuTOpH Ha CYP3A4 (kato
HTPaKoHa301 Hau putToHaBup). Ho korato cc koMbuHupa ¢ nuxuduntop Ha CYP3A4, npu nauncHTHTC,
cnabu Mctabonnizaropu Ha CYP2(9, HMa pHCK OT MOBHLLIABAHE HA ITIa3MCHHTC KOHUCHTPAUHH HA
003CHTAH B NMO-BHCOKA CTCIMCH, KOCTO Ja JOBCIAC A0 Bb3MOKHM BPCAHH HCIKCIAHW PCAKLHH.

FnonpocTcHOo ¢
OrpaHdycHH JaHHH, noayucHu ot npoyyBaue (AC-052-356 [BREATHE-3]), B ko (&31% .

CA¢ NPUCM HAa CAMHMYHA, TAKA H CJIC MHOTOKPATHH J03H, CTOHHOCTHTC Cmax
Ca CXO/HH MPH MAUKCHTH HA HIK OC3 HCNPCKBCHATA HHQY3HA HA CHONPOCTCHOJ




CunacHadun

EnHospcMcHHOTO npunarade Ha 6o3cHTal 125 mg 1Ba NbTH JHCBHO (0C3 H3MCHEHHS) CbC
cunaenapun 80 mg TpH NBTH Ha JicH {0C3 H3MCHCHHA), B NPOABIKCHUC HAa 6 JHH, [IPH 31paBH
N0OpOBOJILM, BOAN A0 HamaicHUC ¢ 63% 8 AUC Ha cunacHagun n yseanyasane ¢ 50% B AUC na
0o03¢cHTaH. [IpcopbyBa e aa ¢c NoaAXoX1a BHHMATCAHO [TPH HA3HAYABAHC HA CIHOBPCMCHCH [TPHCM.

Taganadun

bBo3enran (125 mg aBa mbTH JHCBHO) NMOHHXKABa CUCTCMHATa CKCNO3MLMs Ha Taganadun (40 mg
BEIHBX JHCBHO) ¢ 42% n HeroBata Cmas ¢ 27% cnejl MHOTOKPAaTHO CAHOBPCMCHHO NpUJlaratc.
Tananadun e nopnusiBa ckeno3uuuaTa (AUC u Ciad) HA DO3EHTAH MK MCTADOJIMTHTE MY.

JHroKCcHH

EaHoBpeMCHHOTO npunarade Ha 6o3cHTal S00 mg B IPOABIDKCHHUC HA 7 [IHM, J1Ba ITbTH JHCBHO,
3acAHO ¢ AMToKCHH, Hamanaea AUC, Cmax u Cmin Ha ANTOKCHH ChOTBCTHO ¢ 12%, 9% u 23%.
MexaHu3MbT 32 TOBA B3aHMOJACHCTRUC MOXKE 13 CC AbJKH HA HHAYUMPAHCTO Ha P-riuKonpoTeHH.
Tora B3aMMOACHCTBUE € ¢nabo BCPOATHO J1a UMA KNIHHHYHA 3HAYHUMOCT.

[legnaTpryHa nomnysialms
[IpoyuBaHHA Ha B3aHMOACHCTBHATA €A MPOBCKIAHO CAMO MPH BH3PACTHH.

4.6 @epruaurter, PEeMEHHOCT H KbPMEHE

bpeMcHHOCT

[[poyuBaHMsATa IPK KUBOTHH Cd NOKaA3aNH PEPOAYKTHBHA TOKCHYHOCT {TCPAaTOICHHOCT,
CMOPHOTOKCHHHOCT, BXK. TOUka 5.3). Hama HancxkaHa ungopmaums 3a yrnorpedbara Ha 003CHTaH nipH
OpemeHHM KCHH. [JOTCHUMANHHUAT PUCK NpH XOopaTa BCC OLUC HE € M3BCCTCH. bo3cHTaH 3cHTHBA €
NpOTHBOIIOKA3CH NpH OpEMCHHOCT (BXk. TOUKa 4.3).

ZKCHHM ¢ ACTCPOACH NOTEHUNA

[Ipeau 3anouBaHce Ha nedeHHe ¢ boicHTan 3CHTHBA [PU XKCHU CbC ACTCPO/ICH MOTCHUKAN TPaOBa aa ce
NPOBCPH, HC HC ¢ Hannuue OpeMcHHOCT, TpsabBa Aa ¢¢ Aanat noaxoAqutH CbBCTH OTHOCHO HAJCKAHH
MCTOOH 33 KOHTpAUCNIHA, KaTO TPAOBA 1a CC 3aNOYHC H MPHIIATAHCTO HA 1T0AX0AA1IAa KOHTPALCIILIHA.
[TauneHTHTC H CKAPHTE, NPCAIHCBALUM JICUCHUCTO, TPAOBA Aa 3HAAT, 4C 1OpaaH BL3MOKHH
(apMaKOKHHCTHYHH B3aUMOJCHCTBHA, DO3EHTAH MOXKC 1a HANpaBy HCCPCKTHBHU XOPMOHAJIHHTC
KOHTpaUcnTHBH {BX. Touka 4.5). [Topaau ToBa, )KCHUTE ¢ ACTCPOACH NOTCHIIMA HE TpADBa J1a
H3MO/3BAT XOPMOHAJHUTC KOHTPAUCOTHBY (B TOBA YMCJIO NCPOPANHH, HHKCKLIMOHHH, TPAHCACPMAJIHH
K noa GopmMaTa Ha UMILTAHTATH) KaTO €AMHCTBCH MCTO/1 Ha KOHTPAUCIIUMA, a 1a U3N0a3BaT
JOMBIHHTCICH KWK ANTEPHATHBCH HAJICKACH MCTO Ha KOHTpAUCHUHA. AKO CBUICCTBYBd CbMHCHHC
OTHOCHO TOBa, KAKbB CbhBCT J1a CC /1a/1¢ HA KOHKPCTCH NMAUKCHT, Tpsa0bBa aa My ¢c npcropbya
KOHCYNTAUNA ¢ THHCKONOT. [1opajH cbLUICCTBYBALlaTa BCPOATHOCT OT HCYCINCX OT NMPHIATaHCTO Ha
XOPMOHAJIHA KOHTPAUCHLUHA 1O BPCMC HAa NCUYCHHUC ¢ bO3CHTaH 3CHTHBA H KAaTO €€ HMa NPCABH
PHCKBT OT TCXKKO BfiowlaBaHe Ha OcnoapobHaTa XUNCPTOHKSA NPH OPCMCHHOCT, 110 BPCMC Ha
neyeHHeTo ¢ bo3cHTaH 3CHTHBA CC MpenopbyBa Ad CC MPABAT CKEMECCUHHM TCCTOBE 32 OPCMCHHOCT ¢
LICN1 pAHHO OTKPUBAHE HA OPCMCHHOCTTA.

KspMcHe
JlaHHK OT cbOOIUCHHE HA CIyYaH OMHCBAT HAMTHYKNC HAa DO3CHTAH B KbpMaTa ¢ HHCKa KOHUCHTPalUA,

Mma HeaocTaThuHa HHQOpMaLHA 3a cPekTUTE Ha DOICHTAH NpH KbpMaycTa. He MOXe na cc HikIouH
PHCK 3a KbpMaucTaTa. He cec npenopbyBa 1a ¢¢ KbPpMH N0 BPCME HA JICUCHUE € bO3EHT

GepruauTcT

[IpoyyuBaHHATA NMPH XKUBOTHH €A MOKA3aIH TCCTHKYTAPHH CPCKTH {BXK. TOUKA
MPOYUYBAHC, H3CACABALLO ¢PCKTUTC HA OO3CHTAH BbPXY TCCTHKYIAPHATA PYHK
MBXKH non ¢ BAX, wecTt ot 24-1¢ cybekTa (25%) ca nokasanu HamasncHa KOH
cnepMato3zonanTe (noHe 50%) B CpaBHCHHUC ¢ H3XOAHOTO HMBO ciaea 6 Mccela
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B13 ocHOBA Ha T€3HW HAXOKH H I[IPCAKNAHHHYHHKUTC JdHHH, HC MOYKC /1d CC H3KJ/THOYHH, HC 003CHTaH MOXC
Ada HMaA YBPCKdalll CCIJCE{T BbpXY CIICPDMATOICHC3dTd IIPpH MbAXKCTC. He moxke Aa ¢C H3IKITHO4YH
ABJITIMOCPOHHO BJIIHAHHC BLDXY [t)CpTHHHTCTH CJICTK MCUYCHHUC ¢ DOICHTAH IpH Acld 0T MbAKRKH I10JI.

4.7 EdexTu Bbpxy cnocobHOCTTA 32 INOPHpaHe # padora ¢ MalIHHH

He ca npoeexaaum cncungrytp npoyysaHus 3a OUCHKA Ha NpCKUa ¢PekT Ha boscHTaH 3cHTHBA
BLPXY cnocobHOCTTA 3a wodupaHe 4 padbota ¢ MmawikHy. Benpeku Tosa, boscHran 3eHTrra Moxce aa
NPUYHHH XHIIOTOHHUA, CbC 3AMASHOCT, 3aMBIICHO 3PCHUC UIIH CHHKOIT, KOUTO DHXa MOINH Ja
[MOBAHAAT CN10CODHOCTTA 3a wWodgUpaHe MM padoTa ¢ MALUHHH.

4.8 HexelaHH JTeKAPCTBEHK peaKUUH
[Tpu 20 nnauco KOHTpOAUPAHH [MPOYIBAHUA, POBCACHH NMPH Pa3NHYHN TCPANCBTHYHH NOKA3aHNA,

000 2486 naureHTH ca IpHCManH 003¢HTaH B JHCBHA 1034 oT 100 mg 10 2000 mg v 1838 nauMCcHTH
ca npucMani mtauedo. CpeaHata NpOOBLIKHTCAHOCT Ha NCYCHHCTO ¢ Ouna 45 ceamuuu. Hexenauunre

NEKAPCTBCHH PCAKUMH CC ACPHUHHUPAT KATO ChOUTHS, KOMTO Bb3HHKBAT [IPH HaH-Manko 1% ot
MPUEMAUIMTC DO3CHTAH NMALMCHTH U C yccToTa noHe 0,5% no-ronsgMa ot Ta3H Ha NPHUCMAIIHTE
rmanebo nauucHTH, Hail-4eCTUTE HEXCNAaHM ICKApCTBCHH peakiyu ca rnapobonue (11,5%),
OTOK/3aApbHKa Ha TCUHOCTH (13,2%), abuopMHK n3caeaBanud 3a YcpHoapodra dyHkums (10,9%) u
AHCMUA/MMOHHXKCH XeMOTrIoOHH (9,9%).

JIcucHUCTO € DO3CHTAaH ¢ OHNO CBBP3AHO C A0303aBHCHMO MOBHILABAHE HA YCPHOAPOOHHTC
aMHHOTpAHCPCPA3H H NOHUKABAHC HA KOHLCHTpALUUATA Ha XCMOTNI00HMHa (BXK. TOYKa 4.4).

HexxenaHuTe nekapcTBCHH peakuuu, Habmonarann B 20 naaucho KOHTPOAMpaHH IPOYUBAHUA U [IPH
[MOCTMAPKCTHHIOBUS ONMKT ¢ OO3CHTAH ca CTCICHYBAHU NO HCCTOTA KaTo CC M3M0J3Ba C/IciHATa

KOHBCHUHA: MHOTO 4ecTH (= 1/10); ucctu (=1 / 100 10 <1/10); neuectu (= 1/ | 000 no <1/100); pcaxu
(= 1/10 000 70 <1/ 1 000); muoro peakn (<1 / 10 000); ¢ Hen3BecTHA 4CCTOTA (OT HAJTHYHHTC JAHHH
HEC MOXKC Ja ObAC HANPaBCHA OLICHKA).

BbB BCAKO rpynHpaHe B 3aBHCHMOCT OT UCCTOTATA, HCKC/IAHUTC JICKAPCTBCHH PCAKLIMM CC M30poaBaT
B HM3XO/A1 PC/ MO OTHOUWICHHC HA TAXHATa ceprolHocT. He ca vabnaaBadu KIHBUMYHO 3HAYHMMH
PA3IHKH B HCXKCJIAHHTE JICKAPCTBCHH PCaKUMK MCx 1y obutara 6asa JaHHH M 0/100pCHHUTC NOKa3aHHA.

CucreMo-opranen KJjaac YecroTa Hexenana peakuus
HapyuicHus Ha KpbBTa ¥ Heern AHCMHSA, NOHHUXKCH XCMOrNo0OHH (BXK
NUM$HATA CUCTCMA TO4YKa 4.4)

Heuccrn TpomGouunToncHus'

HeyTrponchus, JICBKOIICHHA"

C HCH3IBCCTHA HECCTOTA

AHCMHSA HITH NOHHKABAHC HA
XCMOINOOMHA, KOCTO NMOHAKOI'A
Haslara fpejiMBaie Ha YCPBCHU
KPBBHHU KJICTKHU'

HapylcHHR Ha HMYHHATa Yectu PCakUHH HAa CBPBXYYBCTBHTCIHOCT
CUCTCMA ( BKITIOYBALIH JICPMATHT, ChpOCK H
0OpHB)”
Penku AHahuNaKkcHs W/HAM aHTHOCACM!
HapylwicHust Ha HepBsHaTa MHOro 4ccTH ["nasobonnc’ -
cHCTEMA Yeern Cunxon' T X

Hagymcuua Ha OYHUTC

' HCH3BCCTHA YE€CTOTA

CbpAcHHH HAPYIUCHHSA

YecTHn

3aMBIJICHO 3pCH 5/ , | ‘ %
Copuctucue' /k

Cba0BH HapylICHUS HectH 3aqchHBch |
Xunnorouus'? i
PecninpatopHu, rpbaHy H HecTH 3anyuiBaHe Ha \ W
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MCIHACTHHA/IHHN HAPYUICHHS

CToMalHO-YPEBHH Yeetu [ acTpociodarcanHa pednykcHa
HapyUICHHA donecT
Jnapus
Xcraro-OunHapHH MHoro uccti AOHOPMHH YCPHOIPOOHH
HapyLLCHHS {YHKLRHOHAIHY TCCTOBC
(BX. TOuka 4.4)
Heucctu [TosuuwicHK aMUHOTpaHChCpasH,

CBBLP3aHHU C XCNATHUT (BKIFOYUTCIHO
Bb3IMOYKHO 000CTPAHC Ha MO/JICHKALLL
XCHATHUT) WHAK XKBATCHUUA] (BK.

Touka 4.4)
Penku Llupo3a Ha ucpHua Apo0,
4CPHOAPOOHA HCOCTATHLYHOCT'
Hapyuwichus Ha Ko)KaTa H HectH EpHrema
MOJAKOXHATA ThKaH
OO0 HapyuicHHS ¥ ¢pekTd | MHOro uectu OTOK, 3a1bPKAHC Ha TCYHOCTH'

Hd MACTOTO H4 HPHHU}KCHHC

'TaHHH, NONYYEHU OT NOCTMAPKCTHHIOBHS ONUT, YCCTOTUTE CC OCHOBABAT HA CTATUCTHUCCKOTO MOACTHPAHC HA
1aueO0-KOHTPONHPAHN JAHHH OT KIIMHHYHO MTPOYYBAHC.

“PeakuHH HA CBPBXYYBCTBHTCIHOCT ca ¢chobweHn npu 9.9% o1 nauuenTiTe ¢ 6o3cHTad 1 ripu 9,1% ot
MAUMCHTHTE € I11aUeD0.

‘T"nasodonue ¢ cbobweHo npu 11,5% o1 nauneHture ¢ 6o3eHTan o npi 9,8% oT NauMCHTHTC ¢ naaucdo.

*Tesu BHIOBE PCaKUMK ChILO MOXKE a €A CBBP3AHH ¢ noanexkaiio 3abongpaHe.

* OTOK HJIH 3aAPBKKA HAa TCHHOCTH ¢ ¢bOOwIeR npy 13,2% ot nauueHTHTE ¢ 6o3cHTan u npu 10,9% ot
NAUMEHTHTE ¢ nauedo.

[To BpeMC Ha NOCT-MAapKCTHUHIOBHSA MCPHO €a CHOOLWICHH PCIKH C/Iy4aH Ha HCOOACHMMA UMpo3a Ha
4YCPHUA Apo0 ciael NPOABIKHUTCIHO JEUYCHHUC € OOICHTAH NIPH MALMCHTH ¢ MHOXKCCTBO NPHIApYKaBatly
3abonaBaHHA U TCPANHKHM € JICKAPCTBCHU cpcAcTBa. MMa ¢bio peaky ¢boblcHna 3a yepHonpobna
HCAOCTATBYHOCT. T€31 CHODLICHHA NTOACHNIBAT 3HAYCHHUETO HA CTPUKTHOTO CHA3BAHC HA
CKCMCCCUHOTO NPOCACAABAHC HA YCPHOAPOOHUTE DYHKLIMH, AOKATO Tpae JieucHHCTO ¢ boleHTan

JeHTuBa (BXK. TOUka 4.4)

[MeanaTpuyuna nonynanMs

Heronmpo.iuparnu Kiunuiiy npoyNeanus npu neOuampdiie RAUemu.

[IpodunsT Ha 6C30NaCHOCT HIPH TBPBOTO OTBOPCHO HEKOHTPOJIMPAHO NCAUATPHUHO POYYBAHC
npoecacHo ¢ duamupanu Tabnetkn {BREATHE-3: n = 19, mcanana Ha sbipacrra 10 roauun
[aunana3on 3-15 roannu], 603cHTaH 2 mg/kg 1Ba 0bTH NHCBHO; NMPOIBIXKHTCIHOCT Ha JicucHUC |2
CCAMHUH )} ¢ NoACOEH HA TO3H, HAOMIOIaBaH NPH OCHOBHH NPOYYBAHHA NPH BbIPACTHH MALMCHTH C
BAX. [lpp BREATHE-3, Hait-ucCTHTC HCKCNAHN PCAKLIMH ¢a 3aucpBABAHC (21%), rnaBobonuc H
aOHOpMHH YCPHOAPOOHH PyHKLMOHANHK TcCTOBC (16% BCAKa).

COopcH aHanu3 Ha HEKOHTPOJIMPAHH NMCANATPHYHH NPOYUBAHKUK, 1IPOBCACHH ipu bAX ¢ BboscHTaH 32
mg aucneprupam ce tabactku (FUTURE 1/2, FUTURE 3/[IpoabmkeHnc) sknrouea odbugo 100 acua
ncKyBaHHu ¢ 0o3cHTaH 2 mg/kg aBa nbTH AHCBHO (n = 33), 2 mg/kg Tp1 nbTH AHCBHO (n = 31), unu 4
mg/kg aABa nbTH AHEBHO (n = 36). [IpH BKAIOYBAHCTO, ICCTUMA NAUMCHTH ¢a OM/IH HA BB3PACT MCOKIY
3 mcccua ¥ | roausa, 15 Acua ca OMIKM Ha BbIpacT Mexkay | 1 noa 2 roavHu ¥ 79 ca OMmu Ha Bb3pacT
MExAY 2 1 12 roaund. MeananaTta Ha NPOABIHKUTCIHOCT HA NCYCHUE ¢ Onta 71,8 ceamu—= ~_

(nuanazod (,4—-258 ccaMHULK). ‘g&,\‘\w o /?q:‘?
[IpodunbT Ha OC30NACHOCT NPH TO3H COOPCH AHAIH3 HA HCKOHTPONHPAHH NCAHATY § [Tk ;

¢ MoA00CH Ha TO3M, HaD/K0AAaBaH ITPH OCHOBHHUTC H3IHUTBAHHMA NPH Bb3PAcTHH Na ? P -
H3KTIOUCHHUC HA HHPCKUMHKTE, KOUTO €a ChbOOWICHHU N0-4ECTO, OTKOJIKOTO NNPH Bb 3RO TR (OF
cnpsimo 41,3%). Paznukara B 4CCTOTATa HA MHPCKLUHHUTC MOXC OTHACTH Jd CC ABJIAY ?5
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MC/HaHa Ha MPOABKUTCIHOCT HA CKCNO3MUMATA B NICANATPUYHATA rpyna (Meanana 71,8 ceamuuu) B
CpaBHCHHC C Bb3pacTHHTC (MeanaHa 17,4 ceamuun). Hal-yecTiTe HOXEeNanu cbONTHA ca HHPCKUUH
Ha TOPHUTEC AMXATC/AHM MbTHILA (25%), OcnoapobdHa (apTepHanHa) xuneproHus (20%), HazohapHHIHT
(17%), nupeckena (15%), nospbuiane (13%), oporxut (10%), kopemua oonxka (10%) u anapna (10%).
Hsma 3nauuMa pa3nika B UCCTOTATa Ha HEXCIIAHUTE CHOUTHS NPH NALMCHTHTE HAA H 1104 2 roJ1iiia
Bb3pacT, TOBa obatc c¢ 0a3upa camo Ha 21 neua nog 2 roOMHH, BKJIIOYATENHO 6 NALKMCHTH MCKALY 3
Mecccua v 1 roauHa. Hesxkenand cbOMTHA Ha YCPHOAPOOHH HAPYUICHHS U aHEMHA/HAMANCH
XCMOT00UH Ca HACTBIIMIN CHOTBCTHO NpH 9% K 3% oT nauncHTHTE.

[Tpy paHaIOMM3HPAHO MIAUCOO-KOHTPORHPAHO NPOYUBAHEC, TPOBCACHO NpH nauueHTH ¢ [IbXH
(FUTURE-4), o6uio 13 HoBopoACHH ca OHUIIH ICKYBAHH € AUCIICPrupaiiy ¢¢ TadacTku 003¢HTaH ¢
no3a 2 mg/kg aRa nuTH AHCBHO (8 nauMcHTH ca OMan Ha aucOo). Mcearanata Ha NPOAB/DKUTCIIHOCT
Ha JICHCHHC ¢ ©03¢Tad U nnaucdo ¢ 6una, cboTBeTHO, 4.5 auu (nuanasoH 0,5-10,0 ann) 1 4.0 nuu
(1nanaszoH 2,5-6.5 aun). Hal-uecTuTe HeKCMaHW CbOUTHA NPH NALUCHTHTC, NCKYBAHH € DO3ICHTAH H
rnnaicoo, ca OMIH CLOTBCTHO AHCMHS HIIK HaMaZICH XCMOTI00MH (7 1 2 NaunCHTH), FCHEpANTH3HpaH
caeMm (3 u 0 nauMcHTY) U NoBpbAHE (2 M 0 nauncHTH).

JlabopaTOpHH OTKIAOHCHHA OT HOPMATA

OMEKITOHCHIA 8 HePHOODOOHUME U3C1eDE6UNUA

[lo BpecMe Ha KIMHHYHATA NPOrpaMa, 10303aBUCUMHTC MNOBULLCHHA HA YEPHOAPOOHHTC
amMuHoTpaHcdepasn 0OMKHOBEHO ca Bb3HHKBANIH NPC3 MBPBUTC 26 CCAMHLIM OT JICUCHHETO,
0OHMKHOBCHO Ca CC pa3BUBAJIM MOCTCICHHO U ca OWNHK MNaBHO acuMnToMHH. [lo BpeMe Ha nocT-
MapKCTHHTOBHSA MCPHOJ Ca ChOOLICHHN PCAKH Cllyyan Ha LIMPO3a U HCAOCTATBHHOCT Ha YEPHHA 1po0.

MECXaHH3MBT Ha TO3H CTpPaHUUuCH ¢hCKT He ¢ AccH. ToBa MOBHUIABAHC HA AMMHOTPAHCHEPA3UTC MOKC
Ja CC IPCOI0JIEC CMNOHTAHHO, KAaTO NCYCHUCTO NMPOIbIKARA ¢ NO/UIBPKALIA R03a DOCHTaH, K CACA
HaMallIiBaHC Ha A03arta, HO MOXce aa 6bac HeoDX0aMMO NPCKBLCBAHC HIIH CIIMPAHC HA JICUCHHUCTO (BXK.
Touka 4.4).

[Ipyn 20-Tc 06canHcHHU Nnauebo KOHTPOAUPAHH NPOYUBAHHNSA, HOBHILABAHCTO HA YCPHOAPOOHUTC
amuHoTpaHcdepasn = 3 x I'TH ¢ nabnroaasano npu 11,2% ot npuemawnte 003CHTAH NALMCHTH, B
cpaBHcHuC ¢ 2,4% o1 npuemawnTe niaaucdo nauncHTH. [losuwapane go 2 8 x I'T' H ¢ nabmoaasano
npu 3,6% OT NaLKUCHTHTC, ICKyBaHK ¢ 0o3cHTaH H 0,4% oT npucMatuTe naaucho nauucHTH.
[TormuasaHeTo HA aMHHOTpaHCchCpa3MTe ¢ OHNO CBBP3AHO C NMOBHIIABAKC HA OUNHPYOHHa ( > 2
I'TH) 6¢3 nanuy 3a 6nnuapua odctpykuus npu 0,2% (5 nauncHTH) npueMalm 6o3cktad v 0,3% (6
NAlUKCHTH) NpUeMailH 1natcdo.

[Tpu cObopuus ananus Ha 100 acua ¢ BAX ot HekoHnTponupanute neavarpudsu npoyusanns FUTURE
1/2 u FUTURE 3/[NpoabmkcHuc ca HabnoaapaHy NOBHILICHH YCpHOAPOOHH amMHHOTpaHchepain = 3 x
[TH npu 2% oT nauncHTHTEC.

[Tpn npoyusancto FUTURE-4, sBkntousauio 13 Hosopoacru ¢ [IBXH, nekysany ¢ 603cHTan 2 mg/kg
ABA I'bTH JHEBHO 3a no-masnko ot 10 anu (ananazon 0,5-10,0 axu), HaMa cyyau Ha HCPHOAPOOHH
amuHoTpaHcdepasu > 3 x I'TH no speMe Ha ICUCHUCTO, HO CAMH CNYYaH HA XCNATHT ¢ HACTHNUN 3
AHHM CICA Kpas Ha JICYCHUCTO ¢ DO3CHTAH.

Xesmocrooun
[Tpu naaucOo-KOHTPOIAUPAHHU NPOYYBAHNUSA [MPH Bb3PACTHN, NOHNKABAHC HA KOHUCHTPAUHATA Ha
xemornobuna noa 10 g/dl ot Hayanoto Ha nMpoyusaHeTo ¢ CbobucKo npu 8,0% OT NIPUCMALIUTC

[Ipn cOopHus ananuni Ha 100 ncua ¢ BAX OT HCKOHTPOAMPAHHTC NCAHATPHYHH
1/2 n FUTURE 3/Ilpoab/ikcHue, ¢ CbOOUICHO MOHWKABAHE HA KOHUCHTPAUHAT
H3X0aHO HUBO 10 nojt 10 g/dl npu 10,0% ot nauucHTuTe. He ¢ MMano noxmxka

13



[Tpu npoyusaneto FUTURE-4, 6 o1 13 nekyranu ¢ Do3cHTal HoBOpoAcHH ¢ [IbXH ca nomyuuin
[MOHHYKABAHE Ha XCMOrnoOHHa OT pchCPCHTHUS AMANA30H Ha M3X0AHO HUBO A0 110/ J0/HATa rpaHuLa
Ha HOpPMATa [10 BPECMC HA JICUCHHUCTO.

Cuo0111aBaHC Ba NTOJ03MPAHH HEXKCNAHN PCAKLUH

Cro0uaBaHCTO Ha NOJO3UPAHU HCXKCIAHK PCAKLHHM CJICH pa3pcllaBaHC 3a ynoTpeba Ha ICKapCTBCHHSA
MPOAYKT ¢ BaXHO. TOBa NMO3IBOJIABA Jia NPOIABIHKH HA0MIOACHUCTO Ha CHOTHOLLICHHUCTO MOJI3a/PHCK 34
NEKapCTRCHUA NPOAYKT. OT MCAHLIMHCKHTC CIICUHMAIHCTH CE€ H3IHCKBa Ja ChODIaBaT BCAKA
[OJ03HPAHA HEXCNaHa pecakumd Ypes Mi3nbaHUTCAHA arcHUMA 10 JickapcTBara, yi. , Jlamsau [pyes”

Ne 8, 1303 Codus, ten.: +359 28903417, yebeant: www.bda by,

4.9 Ilpeno3upane

bo3cHTan ¢ npunaran B caAMHKuHa no3a o 2 400 mg npu 3apaBu nHAMBHAM H 1o 2 000 mg Ha aAcH B
NPOABIKCHHC HA 2 MCCCLA MPH NALMCHTH ChC 3abonaBale, paiInuHO OT 0enoapodHa XUNEPTOHHS.
Hait-uccraTta HexenaHa nckapcTeeHa peakuus € 6una rnapobonuce ¢ JIcka 10 yMCpCHa MHTCH3HWBHOCT.

[‘'0n4aMOTO Npeno3MpaHe MOXKE Ja AOBC/AC [0 CHITHO U3pa3CHa XUMOTOHKA, H3MCKBALLA aKTHBHA
MOAKpPENa Ha ChbPACYHOCHI0BATA CHCTCMA. B nepnoja ¢1ca nyckaHe Ha nasapa, ¢¢ ¢bhoO01tana 3a ¢IHH
cny4ait Ha npcaos3dpadc ¢ 10 000 mg 003cHTaH, NPHCT OT CAHH IOHOoWA, TOoH € UMal CHMIITOMU Ha
rajicHc, NOBPBUIAHC, XMITOTOHMSA, BHCHC Ha CBAT, IIOTCHE, 3aMBIJICHO BHXAaHe. Bw3cTaHOBHN cC ¢
HAMbJAHO CNCA 24 4aca ¢ MCPKH 3a NOABPXKAHE Ha KPbBHOTO Hansrale. 3abcncexka: 603CHTAHbT HE ¢
OTCTPAHABA YUPC3 XCMOAHAIN3A.

5. ®APMAKOJIOI'MYHHU CBOHCTBA
5.1 ®apMakoiHHAMMHYHH CBOHCTBA
GapMmakoTepaneBTHUHA rpyna: ApyrH aHTUXHNCPTCHIMBHH nckaperea, ATX koa: CO2KXO01
M¢XxaHUIbM Ha ICHCTBUC
bBo3scHTaH ¢ IBOCH CHAOTCIHH peUCTOpeH aHTaroHHuCT (EPA) ¢ adgMHUTET KaKTO KBM CHIOOTC/IHH A,
taka M KbM B (ETA » ETB) peucnropute. bo3cHTaH HamansBa kakto 0¢10a1pobHOTO, Taka H

CHCTCMHOTO CBIOBO CBIIPOTHBJICHHUC, KOCTO BOAK N0 MTOBHUICH ChPACHCH IIEE)HT., 0c3 na cc NoBHINABA
CbpPACHHATA HMCCTOTA.

HeppoxopMmousT ceaotenund-1 (ET-1) ¢ eard OT HAaR-MOUIHUTE H3BCCTHH BA3OKOHCTPHKTOPH. ToH
MOXC Ja goBeae go ¢puOposa, KneThuHa nponudepauns, CbpaciHa XHICPTPOPHA H pCMOICTHPAHL,
KaTO MOXC /13 MPHYHHH H BB3MANCHHUC. TC3M ¢CKTH cC OCBLICCTBABAT NOCPCACTBOM CBbP3BAHCTO HA
cuaorcnuHa ¢ ETA n ETB peuentopute, pasnonoxcHH B KJIACTKHUTC HA CHAOTC/IMYMA U rnajkara
MYyCKyaaTypa Ha cbaoseTe. KonucHrpauuute Ha ET-]1 B ThKaHHUTC M [1a3MaTa ¢C NOBHLLIABAT TPH
HAKOM CBLP/ACYHOCHA0BH PA3CTPOUCTBA M 3a0018BaHUA HA CBCAMHUTC/IHATA ThKAaH, B TOBa YHCIO bAX,
CKACPOACPMHA, OCTPAa M XPOHHYHA ChPACHHA HCAOCTATBYHOCT, HCXCMHA HA MHOKAapaa, CHCTCMHA
XUOCPTOHHA H aTCPOCKIICPO3a, KOCTO Npearnonara natorcHHara ponsg Ha ET-1 npn te3u 3adbonssanust.
[Ip bBAX ¥ ¢cbpacyHa HCAOCTATBYHOCT, B OTCHCTBHCTO HAa CHROTC/IHH PCUCIITOPCH AHTArOHH3bM,
NOBHUIUCHWTE KOHUCHTPpAauHH Ha ET-1 ca cuiHO CBBY3aHKM € TEKCCTTA W IIPOTrHO3aTa HA TC3H
3aboNsABaHUA.

boieHTaH cc KOHKyp#Hpa 3a cBbp3BaHcTO ¢ ET-1 v apyrute ET nentuan, kakto 3a ETA  1ass

ETB peucntopyte, ¢ Manko no-sucok apunnter 3a ETA peuentopute (Ki = 4,1-43 saiionidvn:
otkonxoto 3a ETB peucnropure (K1 = 38-730 nanoMona). boscHran ¢ cneunguucs @ Ok
ET pcucnTopHUTe U HC CC CBBP3BA C JIPYTH PCUCIITOPH. § ‘
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EdukacHocT

Mooe. 1 na Jctsomu

Moaenu Ha KUBOTHHM Ha OC/10ApOOHA XHNCPTOHMS I0KA3BAT, HC XPOHHUUYHOTO NICPOPATHO MPUITONCHHC
Ha 003CHTaH HaManiaBa OC/MOAPOOHOTO CHAOBO CHIIPOTHB/CHHUC H 1aBa 0OpaTCH X0 Ha
XHNCPTpodHATa Ha OCTOAPOOHUTE CHAOBC H AACHATa KaMcpa Ha cbpueTo. [Ipn MoacIH Ha KHBOTHH
Ha OcoapobHa pudpoia, 603CHTAH HaMA/IBa OTNAraHCTO Ha KoaarcH B OCAHTe ApoOOBC.

Echuxacnocnm npu ev3pacmnu naifueHmu ¢ 0€100p0OHA dpmepciiing Xunepmon us

[IpoBcacHH ca ABC paHIAOMHINPAHHU, JABOHHO-CACIH, MYNTHLCHTPOBH, M1aucdo KOHTPONHpaHH
npoyuBaHus ¢ 32 (npoyusaHc AC-052-351) u 213 (npoyusanHc AC-052-352 [BREATHE-1])
BL3pacTHU NMauMcHTH ¢ bAX IlI-1V dyHkunonasncH knac no C30 (nvpBH4Ha OcnoapoOHa
XUIICPTOHKHA UNH DenoapodHA XHNEPTOHHA, BTOPHYHA MTABHO HA cKkiacpoacpMua). Cnea 4 ccaAMHLM Ha
Oo3cHTaH 62,5 mg aBa NbTH AHCBHO, U3C/ICABAHATA MOAABbPXKALLA 1034 NPH TC3H NMPOYYBaHuA ¢ 125
mg aABa NbTH AHCBHO npu AC-(52-351, 125 mg aBa mbty aHeBHO 1 250 mg ABa NbTH JHCBHO NPH
AC-052-352.

bo3euTtaH ¢ 100aBCH KbM TCKYWlaTa TCpallHA Hd NAIIHCHTHTC, KOATO OM Mor/a aa BKJTloUBa
KOMOHHALUA OT AHTHKOAT'YJIAHTH, BA304HJIdTAaTOPH (HHHPHMCP, 6HDI{CPH Hd KAJILIHCBHTC KHHHJIH),
AHYDPCTHUH, KHCJIOpPpGA K AHIOKCHH, HO HC H CIIOINIPOCTCHONA. KUHTpDII'hT ¢ nnaucobo nmawc TCKYLIATA

TCPAITHA.

[[epBHUHATa KpaliHa TOYKd B Kpas Ha BCAKO NPOYUBAHC € NMPOMAHATA B M3MHHATOTO PA3CTOSAHHUC CJIC/]
6-MHHYTHO X0ACHE Ha | 2-Ta c¢aMMUa NpH MBPBOTO NMPOYYBAKC KM HA | 6-Ta ccaMuua npu BTOPOTO
npoyuBaHc. M npu aBeTe npoyuBaHus, N€4YCHHCTO ¢ OO3CHTAH BO/H 0 3HAYUTC/IHO MOBHUUIABAHC HA
dburzndcckna kanauuteT. [11aitcdo-KkopurupanoTo yBeJIH4aBaHe HA H3IMUHATOTO Pa3CTOSHUC B
CPAaBHCHHUC € HAYAN0TO ¢ ¢CBOTBCTHO 76 MeTpa (p = 0,02; t-tecT) u 44 metpa (p = (,0002; Mann-
Whitney U TeCT) KaTo nmbpBHUHA KpaiiHa TOUYKA B Kpast HA BCAKO NPOYUYBAHE. Pa3nuKHUTE MCKAY JBCTC
rpynu, 125 mg aBa nb1et Ha ACH M 250 mg ABa 0bTH HA JCH, HC €A CTATUCTHUYCCKH 3HAUYMMH, HO MMaA
TCHACHLHSA KbM NoA00paBaHC HA PHU3HYCCKHNA KANAaUMTET B rpynarta, npuemawta 250 mg 1sa nbTH
JHCBHO.

HOHOGPCHHCTD B HIMHHATOTO PA3ICTOAHHC CC YCTAHOBABA CIiC]] 4 CCAMHIH NCHYHCHHUC, CTdBd CbBCCM
SIBHO clic/L 8 CCIAMHLUH JICHCHHC H CC [TOJABPKA 0 28-Ta cCaAMHU1Ia [pH JBOHHO-CJIANOTO NCYCHHC B
CAHa NoArpyna ot NolyJjJdalHaATd Hd MALLIHCHTHTC.

B peTpoCIICKTHBCH aHalIH3 HA PCCMOHACHTHTC, Bb3 OCHOBA Ha [IPOMCHHUTC B H3IMHHATOTO Pa3CTOSAHHKC,
dyHkunonanHus kiaac no C30 v aucnHeATa Npy 95 nauucHTa, paHgoMH3upaln Ha 6o3cHTaHn 125 mg
JBa ITbTH JHCBHO B [U1ALICO0 KOHTPOJHPAHHTC MMPOYYBAHMSA, € YCTAHOBCHO, UC HA 8-Ta ceamuua 66
NALUMCHTH Ca UMANK NoaodpcHue, 22 ca 6unu ctabunniupany 1 7 ca ce Baowuaun. Ot 22-ta
MauucHTH, cTabUIM3IMpaHy Ha 8-Ta ccamMuua, 6 ca umanH nogoodpeHue Ha 12/16-ta ceamnua m 4 ca ce
BJIOLIHAH, B CPABHCHHUC ¢ Havanoto. OT1 7 nayMCHTH, KOUTO ca DM BIontcHHU Ha 8-T1a ceaMuua, 3 ca
cc noaodpunu Ha 12/16-ta ccamuua U 4 ca cc BNOWKHIN, B CPABHCHHC € HAYaNOTO.

(CamMO B NBPBOTO NMPOYUBAHE ¢ MPABCHA OLCHKA HA HHBA3HBHUTC XCMOAMHAMHYHH NApaMeTpPH.
JleucHHETO € DO3CHTAH € JIOBC/IO A0 3HAYMTCAHO YBC/IHYABAHC HA ChPACYHHUA HHACKC, CBBP3aHO ChC
IHAUUTCIIHO HaMaNABaHC Ha 0cn0apodOHOTO apTCpHAIHO HAIAraHe, 0¢10apodOHOTO CbA0BO
CBIPOTHBSJICHUC H CPCAHOTO HANMATAHC B AACHOTO MPCACHP/IMC.

[Tpu neucuueto ¢ 6o3¢cHTAH ¢ HAbMKOAAaBaKA PEILYKUMA B CUMIITOMATHKATa Ha Denoapobuara

.i'
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/

r Sy
[

213 mauncHtH ca ¢ dyHkuroHancH knac IIl, cnopea knacugukauusta Ha C30 u
dpyukumnoHancH knac 1V, Jleuenuero ¢ 003¢cHTaH Boan 10 noaodpsBane Ha PyHK
(30 npu 42,4% ot nauncHTHTe {rnaucoo 30.4%). Kato usano, npoMcHHUTE BbB ) Ak g
o C30 no BpeMe Ha ABCTC NIPOYYBAHHUA Ca 3HAYHTEJHO NMo-A400pH npH npUcMaiyT
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MAaLMEHTH, B CPABHCHUC C NpUeMalIMTC nnaucdo nauucHTH. JledcHneTo ¢ DO3CHTAH €€ CBBP3BA CbC
IHAMMTC/IHO HAMa/IABaHE CTCHCHTA HA KJIMHUYHOTO BJIOUIABAHE, B CPaBHCHUC ¢ maucbo, Ha 28-Ta
ceamuua (10,7% cpewry 37,1%, csorBeTHO; p = 0,0013).

[Ipn paHAOMH3INPAHO, JBOHHO-C/IANO, MHOTOUCHTPOBO, M1aUCO0 KOHTPONHPaHO npoyysance (AC-052-
364 [EARLY]), 185 naumentn ¢ BAX dyukunonanceH knac Il no C30 (cpeano 435 meTpa, H3MHHATH
3@ 6 MMHYTH Ha U3XOQHO HURO) ¢a nonyuunu 6o3cHTan 62,5 mg a8a nbTH JHCBHO B NPOJAB/HKCHHUE HA
4 ceaAMMIK, CACA KOETO Ca NPpCMHHAAM Ha 125 mg aBa nbTe AHCBHO (n = 93) wiau nnaucho (n = 92) B
MPOABHKCHUC Ha 6 Mecela. BkatoucHrTe nauMcHTH ¢ 0cnoapobHa apTepuania XHICPTOHUA ¢a DUmu
HCNCKYBaHH (n = 156) uny ca OMNK Ha NOCTOSAHHA A03a cHagcHadpua (n = 29). [15pBHUHUTC CHCTABHM
KpanHH TOYKH Ca NPOLICHTHHTC IMPOMCHH OT H3X0JHO HMRO Ha 6e10apoOHOTO CBAOBO CHIIPOTHBIICHHUC
(bCC) 1 ripoMsgHaTa cupaMo U3XOAHOTO HHBO HA H3MHHATO Pa3CTOAHHUC 33 6 MUHYTH Ha UICCTHA
MCCCLL, CPABHCHM ¢ nnaucho. Tadbnuuara no-101y MIKOCTPHPA aHANU3A HA 1IPCABAPHTEIIHO
ONpEACNCHHS TPOTOKON.

BCC (dyn.sec/cm”) HCTAHIHA, H3IMHHATA Mema 3a 6
[Inauecdo (n=88) [boicuran (n=80) [Inauecdo (n=91) [boscHran (n=86)
baza (BL); cpeano (SD) 802 (365) 851 (535) 431 (92) 443 (83)
[Tpomsana cnpsamo 6azata BL; 128 (465) -69 (475) -8 (79) 11 (74)
Pe3ynTaT oT JICUCHUCTO —-22.6% 9
95% CL -34, -10 -4,42
P-cTOHHOCT < (),0001 0,0758

JI" = posepurenna rpannua:; bCC = benoapobHo ¢ba0BO culipoTUBICHKC ; SD = cTaHaapTHo
OTKJIOHCHHC

JIcueHHUeTo ¢ DO3CHTAH CC CBBLP3BA ¢ HAMAICHHC HA YCCTOTATA HAa KJIMHHUYHO BJIOLIABAHC, ONPCAC/ICHO
KaTro NporpecHs Ha CHMNOTOMHTE, XOCTIHTAIH3auua nopaad bAX 1 CMBPT B cpaBHEHHE ¢ Ni1aucoo
(MponopuUHOHANHO HaMaJIcHHC Ha pHcka 77%, 95% nosepurceicH urTepsan [/[1U] 20 - 94%, p =
0,0114). EQekTbT OT NCUEHHUCTO € MPOCIICACH UPEC3 NOAOOPCHUC B KOMIIOHCHTHTC Ha MPOTPCCHA Ha
cuMmnTomMuTe. HadsrogaBaHu ca caHa XOCNMTANM3aUM, 1b/DKAlla cc Ha BnowaBadc Ha bAX B
rpyrnara, JICKyBaHa ¢ OO3CHTaH, M TPH XOCMUTANH3AUMM B rpynarta Ha rnaucbo. [Ipy Bcsika rpyna Ha
NICYCHHC ¢ HADIMIOAABAH CIMK Clydai Ha CMBPT MIPC3 LICCTTC MECeUa Ha ABOHHO-CNENHA NCPHO1 Ha
MPOYYBAHCTO, IOPAAH KOCTO HC MOXKC /14 CC HAlPABH 3aKIFOUYEHHUC 3a NPCKUBACMOCTTA.

JlaHHu 3a NPOABIKUTCIEH NCPUOL OT BpeME ca chbpanu ot BcnukuTe 173 nauneHTH, KOMTO Ca
NneKyBaHy ¢ 003CHTaH 8 KOHTpoupaHata dasza u/unu ca rnpeMudanu ot nayeto Ha 6o3cHTaH no
BPEME Ha OTBOPCHOTO MPOAB/IKCHUC HA npoyyuBaHeTo EARLY. CpeaHara npoabmkATC/IHOCT Ha
CKCMO3MUMA Ha NcUcHUC ¢ Do3cHTal ¢ Ouna 3,6 + 1,8 roaunn (10 6,1 roanuu), kato 73% ot
NAUHCHTHTC €A JICKYBAHH HAH-Manko 3 roamuu 1 62% - Havi-manko 4 roanuy. [auneHtnre Onxa
MOTJIH [a NOJIYYaT JONBAHHTCIIHO JICHCHHE 3a BAX, KakTO ¢ M3MCKBA B OTBOPCHOTO NPOABIXKCHHC
Ha Npoy4BaHcTo. [lo-rossMara yacT OT NAUUCHTUTEC Ca NHATHOCTALHMPAHHU ¢ NAHONATHYHA HIIH
HaciaeacTecHa BAX (61%). Kato uano, 78% ot nauMCHTUTC ca Npoab/KUAN ¢ dyHKUMOHAncH knac Il
cnopen knacudmkaumsaTa Ha C30. Oucnkute Ha Kaplan-Mcier 3a npexuBsicMocT ca ¢cboTBeTHO 90% 1
85% Ha 3tata v 4TaTta rOJIMHA OT 3aN04BAHE Ha JICUCHUCTO. B cbluHTC BpecMCBH TOUKH, 88% n 79% ot
MALMEHTHTC APOABKHAM O¢3 BiaAOWaBaHe HA BAX (ONpCAC/CHO KaTO CMBPT,NO BCAKAKBA NPHUYHHA,
TPAHCIUIAHTAaLUs Ha 01 apol, aTpHaIHA CENTOCTOMUSA HAH 3aN0YBAHC HA HHTPABEHO3HO HIIH
MOJAKOXHO NPOCTAHONIHO JICUCHHUC). CPaBHHTCIHNA IPUHOC HA MPCAXO0KAAUIOTO JIEYCHHUC ¢ niaucho
B Ha JBOMHO-CAMaTa ¢aza v Ha JApYry JCKAapCTBa, 3alo4yHaTH Mo BpecMe Ha a3ata Ha OTBOPCHO
MPOABIKCHUC Ha NPOYYBAHCTO HC € H3BECTCH.

62,5 mg aBa MbTH AHCBHO 32 4 ccaAMMLIM, cica KoeTo 125 mg ABa MbTH IHCBHO 3 ag
= 37, 0T KouTo 31 ca UManu NpeIMMHO ACCCHO KbM JIABO ABYNOCOYCH WBHT). OCNQ&#
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IOKaxe, Hc Do3¢HTaH He Bnoluasa xunokcemuara. Cnea 16 ceamuuu, B rpynara Ha 003¢HTaH
CpCAHATa KHUCJIOpOoAHA catypauus cc stosuinasa ¢ 1,0% (95% CI - 0,7%- 2,8%), B cpaBHCHHUC
rpynara Ha naaucdo (n = 17), koeTo noka3sa, 4e DO3CHTAH HE BAOLIABA XHIIOKCEMHUATA. CpeIHOTO
0cn0ApoOHO CBAOBO CHIPOTHBACHHC ¢ HAMANCHO 3HAYUTEITHO B rpynara Ha 003¢HTaH (KaTo
npcodnanapamaT chekT ¢ HabnwaasaH B CyOrpynara OT nalMCHTH ¢ ABOMHO Haco4BRaln
vMHTpakapauaneH WwbHT). Cnex 16 ccaMmuuy, cpeasoTo MIanedo-KoprrupaHo noBHILIABAHE HA
H3MHUHATOTO Pa3CTOSHUC ¢ X0ACHE 3a 6 MURYTH ¢ 53 mMetpa (p = 0,0079), kocTo nokaszsa noaodpaBaHc
Ha KanayMuTCTa 3a yIpaxHCHUA. /|BaacceT M LeCT NaUMCHTH €a NPOAB/KHIIM Ja Nony4asaT 003CHTAH
o BpeMe Ha 24-ceaMuyHaTa raza Ha oTBOpeHO npoabiixkenue (AC-052-409) va npoyusaHeTo
BREATHE-5 (cpcana npoab/kHTCAHOCT Ha AcucHUCTO = 24,4 + 2,0 ceaAMUUM) H KaTO U410
¢churkacHocTTa ¢ OMIA NnoaaABpHKAHA.

OTBOpPCHO, HeCcpaBHHUTCHO npoyuBaHe (AC-052-362 [BREATHE-4]) ¢ nposeacHo fipit 16 nauucHTH
cbA X, dyHkuunoHasncu knac 11l no C30, cebp3ana ¢ HIV uHdekumna. [TauneHTaTe ca noay4yaBanu
Oo3cHTaH 62,5 mg jJBa NBbTH AHCBHO 3a 4 CCAMULM, Cnea KoeTo 125 mg nBa msTH aHesHO owie 12
ceaMuum. Crnen 16-CCAMUYHO ACUCHUC ¢ OTYETCHO 3HAUYUTCAHO NOAOOPCHUC B KANALIUTETA 32
YIPAXKHCHHUSA, B CPABHCHHC C HAYAJHUTC CTOHHOCTH: CPCAHOTO MOBHLLABAHE MPH O-MHHYTHHA TCCT C
xoacHe ¢ 91,4 meTpa, B cpaBHeHUEC ¢ 332,6 MeTpa cpcaHM HavanHu ctoiHocTH (p < 0,001). He Morar
Aa O0baaT HANPABEHH ChUCCTBCHH W3BOAH OTHOCHO CPCKTHTC HAa DO3CHTAH BhpXY CHPCKTHBHOCTTA Ha
AHTHPCTPOBUPYCHATA TCpanHs (BX. ToUKa 4.4).

Hsma npoyuBaHug, KOMTO Ja JOKA3BAT ONAronpyUATHUTC CPCKTH BbPXY NPCKUBACMOCTTA TIPH
nedycHUC ¢ boscHTaH 3¢HTHRA. HO ABArOCPOMHHUAT BUTAJICH CTATYC ¢ AOKYMCHTHUPAH MPH BCUHYKHUTC
235 nauncHTH, JCKYBAHK ¢ BO3CHTAH NpH /IBETC OCHOBHU MNaucdO KOHTpoaupaHu npoyusanmsg (AC-
052-351 n AC-052-352) u/unu TCXHHTC ABC HEKOHTPOJIMPAHH, OTBOPCHH MPOALIKCHHA. CpeiHaTa
NMPOIB/KHTCIHOCT Ha CKCNO3NUHATA HA B03¢HTaH ¢ 1,9 roanuu £ 0,7 roamHu (Mun.: 0,1 roauua;
Maxc.: 3,3 ronMHK) ¥ MALUKUCHTHTC ¢a HadnwaaBaHu cpeado 2,0 = 0,6 roauHd. bomuuHcTBOTO OT
MALMCHTHUTC Ca AKArHOCTHLHpPAaHK ¢ NbpBHUHA OcnoapobHa xuneprouusa (72%) m ¢ I1l dyHkumnonancH
knac no C30 (84%). B tazn obwa nonynauus, oUCHKHTE Ha npexuesicmMocTtTa no Kaplan-Meier ca
93% u 84%, cBOTBCTHO | H 2 FOAMHH C/ICA 3aMOYBAHC HA JICUCHHCTO € D03eHTaH. OUCHKHTC HA
NPCKMUBACMOCTTA €A 110-HHUCKK B NOArpynarta ot nauydcHTH ¢ bAX, BTOpHiHa Ha CHCTCMHA CKIICPO3a.
OUuCHKUTC MOXC /13 €a IOBJIHAHK OT 3aMOYBAHCTO HA ICYCHHUC ¢ CIIONPOCTCHON NpH 43/235 nauMeHTH.

ITpoyusarnua, npoeedenu npu oeya ¢ bAX
BREATHE-3 (AC-052-356)
Ounmupannte TadneTky 003CHTAH Ca OUCHABaHH B OTBOPCHO, HCKOHTPOJIHPAHO NpOoy4BaHe npy 19
ncadaTpuyHu nauueaTy ¢ bAX Ha Bb3pact or 3 g0 15 roanHu. Tosa npoy4BaHC ¢ Ch31aACHO
NPCAMMHO KaTo (papMaKOKHMHCTHHYHO NPOYyUBaHKC (BXK. Touka 3.2). [launcHTHTE Ca MMaIK NbpBHYHA
Ocnoapodra xuncpronus (10 nauncHTa) nnu BAX, cBbpP3aHa ¢ BPOACHO Chp/icuHo 3adbonsaBaHe (9
nauHcHTH) ¥ GyHkunoHancH knac I, cnopea knacudgukauusta Ha C30 (n = 15, 79%) vau knac 11 (n
= 4, 21%) Ha n3x0aHOTO HUBO. [lauMCHTHTE ca pa3ACNICHH HA TPU I'PYNH, B 3aBUCHMOCT OT TCJICCHOTO
TCrN0, U UM ¢ npunarad 603¢HTaH npudan3uTeaHo 2 mg/kg ABa NbTH AHCBHO, B MPOABIKCHHAC Ha |2
ceamuum. [lonoBuHaTa 0T MalMCHTUTC OT BCsKa rpyra Beue ¢a OWIH JICKYBAHH HHTPABCHO3HO C
EMonpoCTCHOM, KaTo /103aTa Ha CNONPOCTCHONA HC ¢ MPOMCHSIHA 10 BPCME Ha NPOYYBAHETO.
XcMOAHHAMHKaTa ¢ nicacasaHa npy 17 nauuenrta. CpeHOTO MOBHIUABAHC HA CHPACHHHA HHACKC OT
Ha4an0TO Ha NpoyusaHeTo ¢ 0,5 I/min./m-, HaMaNABAHCTO Ha CPCAHOTO 6EOAPOOHO apTepHAIHO
Hanaraie ¢ cpeaso 8 mmHg, a namansasaneto Ha BCC ¢ cpeano 389 dyn-sec-sm™. Tesu nogobpenus
Ha XCMO/IMHAMMKATA OT HaYanoTo HA NMPOYUBAHCTO CA CXOAHH ChC HIIHM 0€3 CAHOBPCMCHHOTO
MPUIAraie Ha enonpocteHo. IIpoMCHUTE B napaMeTPUTC HA TCCTA ¢ HAaTOBapBaHe Ha |12-Tta ceamuua
OT HaYaN0TO HA NMPOYYBAHCTO €A MHOIO HCCHUIYPHH H HC €A 3HAYUMH.

FUTURE 1/2 (AC-052-365/AC-052-367)

FUTURE | ¢ oTBOpCHO, HEKOHTPONHPAHO [POYUBAHE, NPOBCACHO ¢ PA3TBOPHUMHU
MPUICKCHH C NOAAbPrKaLIa g03a 4 mg/kg aABa T-TH AHCBHO HA 36 MAUMCHTH HA B
roJAHHH. TOBA MPOYYBAHC € Cb3AAACHO NPCAUMHO KaTO (apMaKOKHHCTHYHO NMPOY
5.2). Ha H3X0aHOTO HUBO, MMAUKMCHTHTC €A HMaJN HAHONATHYHA (3] nauvcHTH [86°
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nauucHTH [14%]) BAX n dynkunonancu knac I, cnopea knacudukauuata Ha C30 (n = 23, 64%)
i knac I (n = 13, 36%). lipu npoyusaneTto FUTURE 1, McauanaTa Ha ekcnosuuns Ha
MPOYy4YBAHOTO NCUCHHUC ¢ Onna 13,1 ceamuuu (amanason: 8,4 1o 21,1). 33 OT Te3M NaLHEHTH ca
MOJYUYHIH HPOABHKHTCIIHO ICHCHHC C AHUCNeprupaliyd cc TadbneTky 003¢HTaH ¢ 103a 4 mg/kg nea
nbTH JHCBHO NO BpcMc Ha FUTURE 2 HekonTponupana gasza Ha 0poab/MKEHNE ¢ MC1MaHa Ha
MPOABKUTCIHOCT Ha AJIOCTHOTO ACUCHHE 2,3 roannu (ananason: 0,2 no 5,0 roauun). Ha
H3xoaHoTO HUBO npH FUTURE 1, 9 naunenTu ca npueManu enonpocTeHON. 9 NaLMCHTH ca
3a0yHatM 3a npuB NbT bAX-cncunduyHo neucHUE Mo BpeMe Ha npoyueaHeto. OueHkara no Kaplan-
Mecicr 3a Baowasade Ha BAX 0¢3 ¢b0WTHA (CMBPT, TPAHCIIAHTALKHA Ha O41 Apold nau
XocnuTannianma 3a snowasade sa bAX) ciaen 2 roanHy e 78,9%. llanocrHaTta olcHka 3a obuia
npexuBsacMocT no Kaplan-Meier va 2 rogunn ¢ 91,2%.

FUTURE 3 (AC-052-373)

[Ipn TOBA OTBOPCHO, PAHAOMHU3IHPAHO POYUBAHEC ¢ AUCMCPrupallu ¢¢ TadacTtku do3cHTaH 32 mg, 64
acua ¢be ctabunHa BAX na Bb3pacT o1 3 Meccua 1o 11 roannn ca OHIKM papIOMH3KPaHH Ha 24
ceaAMHUM Ncuenue ¢ Do3cHTad 2 mg/kg aBa NbTH AHCBHO (n = 33) uin 2 mg/kg TpH NBTHU IHCBHO (N =
31). 43 (67,2%) ca 6unn Ha Bb3pacT oT > 2 10 11 roauuu, 15 (23,4%) ca 6unn mexay | v 2 roanuu, v
6 (9,4%) ca bunu Mexay 3 Mmeccua ¥ | roanda. [IpoyuBaHeTo ¢ Cb31aACHO NPCAHMHO KATO
$apMaKOKHHETHYHO NpOoyYBaHe (BX. TOUKA 5.2). H KPAHHUTE TOUKH Ha ¢PHUKACHOCT ca caMo
ckcruiopatopiun. ETnonorusara Ha bAX, cnopea knacudpukaumsita Dana Point, BiouBa naMonaTHyHa
BAX (46%), nacncactecHa BAX (3%), BAX cnen KOpeKTHBHA ChpAcyHa HHTCPBCHUHA (38%) 1
bAXrnpu BpoAEHO CbpACHHO 3a00ONABAHC CBbP3aHa CBC CHCTEMHO-TIY/IMOHAIHH LIBLHTOBE,
BKNHOUMHTCIHO CHRApoMA Ha Eisecnmenger (13%). Haunentrre ca ¢ pyHkunoHancH kiac 1, cnopen
ki1acudrkauuata Ha C30 (n =19, 29 %), kaac [l (n = 27, 42%) uamn knac 11l (n = 18, 28%) npu
3aMOYBAHC HA NMpoyyBaHaTa Tepanui. HpH 3anousaHc Ha NPOYYBAHCTO, MALMEHTHTC €A JIEKYBAaHH C
nckapcTia 3a BAX (Hai-uecto camo ¢ HEXHOMTOP Ha docdoauccTepasa Tun 5 [cunacHapun]f35,9%],
camo ¢ 6o3cHTad [10,9%] u ¢ komOnHauus ot 6o3cHTaH, nnoernpoct M cunacHagun npu 10,9% or
MalMCHTHUTC) M Ca NPOABDKUIN TCpanyaTa ¢H 3a BAX 1o BpcMc Ha nNpoy4YBaHCTO.

[Ipu 3anoysaHe Ha NPOYYBAHCTO, NO-MAMKO OT NOJIOBUHATA yyacTBaulM NnauucHTH (45,3% = [29/64))
ca npMcManu camo 0o3cHTaH 0e3 aa ¢ koMOHHMpaR ¢ aApyro nekapeTeo 3a bAX. 40,6% (26/64) ca
OCTaHaJIM HAa MOHOTEpAanus ¢ OO3CHTAH MO BPCMC HA 24-T¢ ccAMHLM HA NMPOYYBAHOTO JICUCHHE OC3 na
noJy4aT BioltaBaHe HAa bAX. AHanuybT BKIOYBALL LIAJaTa nonynauds (64 nauMcHTH) NOKa3ea, ue
MO-ro/IAMaTa 4acT ¢a OCTaHAJIM MOHC CTaOHIHM (T.C., OC3 BAOWIABAKC) Bb3 OCHOBA HA HCICAHATPHYHO
crncupUUHA OLCHKA Ha PYHKLMOHANCH KNac, cnopel knacudukauunarta Ha €30 (97% aBa nbTH
AHeBHO, 100% Tpu nbTH NHCBHO) M 0011aTA KIMHHYHA OLICHKA Ha jickapUTe (94% 1Ba 'bTH IHCBHO,
03% TpH MBbTH JHCBHO) MO BPCMC Ha nepuoaa Ha ncucHMe. OucHkara no Kaplan-Meier 3a Bnowasane
Ha BAX 0¢3 HexcnaHu ceOUTHA (CMBPT, TPAHCIUIAHTALMA Ha Oa11 1pob vk xocnMTalu3auMa 3apaau
Bnomasaie Ha bAX) caca 24 ccamMuup ¢ cbOTBCTHO 96,9% ¥ 96.7% B rpynHTe ABa NbTH AHCBHO H
TPH ITBTH JHCBHO.

Hsama q1aHHK 3a KIHHHYHA NOM3a Apy npuaarane Ha 2 mg/kg Tpu nbTH AHCBHO B CpaBHCHUC ¢ 2 mg/Kg
A8a NbTH JHCBHO.

[Tpoyvuesane, npogedeno npu HOGOPOOCHU ¢ NEPCUCMUPALYA OETOOPOOHUT XUREPMOHUA HA
nosopooenomo (HHIXH):

FUTURE 4 (AC-052-391)

Tora ¢ ABOHHOCAANO, 1NAUCOO-KOHTPOIUPAHO, PAHAOMHU3HPAHO [IPOYUYBAHC NNPU NOHOCCHH H
HCIOHOCCHU HOBOPO/ACHH (recTauronHa Bui3pacT 36-42 ceamunn) ¢ INIXH. [Taunenture cbe
CyOONTUMAJICH OTroBOP Ha HHXANatopcH a3oTcH okcu (1nhaled Nitric Oxide, iINO), Bsape

NICYCHHUCTO (OMPCACICHO KaTOo HEOOXOAMMOCT OT CKCTPAKOpHopaaHa MCMOpaHHa OK
| EKMOQO)] vnu 3anouBaHe Ha aNTCPHATHBEH NYJIMOHAJICH BA30AMNATATOD) H 3a HE (10
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MeaunaHata Ha CKCNO3MUKMA HA [IPOYUYRAHOTO fictcHUe ¢ 4,5 auu (auanalon: 0,5-10,0) B rpynara ¢
0o3cHTaH K 4,0 anu (nuanasoH: 2,5-6,5) B rpynara ¢ miauc6o.
Pe3yntaTUTC HC MOKAa3BaT AOMBJAHMTCIIHA N0/13a OT 0O3ICHTAH NPH Ta3d NOMYNALHA:
- Mc¢amnaHaTa Ha BpCMC 10 MBAHOTO NpcycTaHoBABAHE HA INO ¢ 3,7 auu (95% JOBECPHUTCIHHM
rpadnun [CLs] 1,17; 6,95) ¢ 6o3cuTan v 2,9 aumn (95% CLs 1,26; 4,23) ¢ nnaucoo (p = 0,34).
- CpcaHoTOo BpeMe 0 MbJHOTO NPCYCTAHOBABAHC Ha MCXaHH4YHaTa BeHTHauud ¢ 10,8 guu (95%
CLs 3,21; 12,21 nuu) ¢ 603¢cHTaH u 8,6 11u (95% CLs 3,71; 9,66 auu) ¢ tiaucdo (p = 0,24).
- EAWH nauHcHT B rpynarta ¢ 003¢HTAaH ¢ UMaJT HEYCIICUIHO JicucHHUe (Hy»)aa ot EKMO,
OMPCACICHO MO MPOTOKON), KOCTO ¢ 00ABCHO Ha 0a3aTa HA NMOBHINABALIMTC CC CTOMHOCTH Ha
HH/ICKCA HA OKCHI'CHALMA B pAMKMTC Ha 8 4aca c/ica NbPBATa J03a OT MPOYYBAHOTO
JICKAPCTBO. 1031 MAUUCHT CC ¢ Bb3CTAHOBH B PAMKHTC Ha 60-AHCBHYA NCpHOA HA
MPOC/CASBAHC.

Kovounayus ¢ enonpocmenot

KomOuHanunaTa Ha 003CHTaH U CNONPOCTCHON ¢ U3CACABaHa B ABC rpoyuBauns: AC-052-355
(BREATHE-2) u AC-052-356 (BREATHE-3). AC-052-355 ¢ MyATULCHTPOBO, PaHJOMH3IHPAHO,
JABOMHO-C/ILNO, NAPAJCIHO IPYNOBO NPOYyYBaHC Ha Do3eHTaH cpeuty raucdo npu 33 naumeHTH ¢
TCKKa bA X, KOMTO Ca NONy4aBany CbITBTCTBALNA Tepanna ¢ cnonpocteson. AC-052-356 ¢ otsopeHo,
HCKOHTPOJIKpaHo npoyuBaHe; 10 ot 19-1¢ neanarpuyHy nauucHTa ca 6unm Ha ChITbTCTBALLA TEPANNA
¢ 6o3eHTAH U CIONPOCTCHON 10 BpeMe Ha | 2-ceaAMHYHOTO npoyuBaHe. [IpoduabT Ha Bez0nmacHOCT 3a
KOMOHHAUHATA HE CC € pa3dinyaBajl OT O4aKBaHUA NMPOPHI 32 BCCKH CAMH OT KOMITOHCHTHUTC U
KOMOMHUpaHaTa Tcpanus ¢ NoHaciHa 1o0dpe OT AcuaTta M 0T Bb3pacTHUTC. KnuHHyHaTa nonsa ot
KOMOHHALMATA HC € JI0Ka3aHa.

Cucmesna CRIepo3a ¢ OuUMWING si3gena 00.1ech

[IpoBcacHK ca ABE paRAOMK3IMPAHH, ABOHHO CICHN, MYNTHUCHTPOBH, M1aucdo KOHTPOJIHpaHH
npoy4raHusa Bbpxy 122 nymu (npoyusanc AC-052-401 [RAPIDS-1]) u sbpxy 190 nywu (npoyusane
AC-052-331 [RAPIDS-2]) B akTHBHA BBL3pACT, CTpanally OT CHCTCMHA CKIICPO3a U IMIHTANHA A3BCHA
OonecT (MK B X01a HAa AMTHTaIHA S3BCHA DOACCT, MM ¢ aHAMHC3a 33 JUTHTAIHA A3BCHA DonecT npes
npeaxoaHaTta roauda). B npoy4dsarero AC-052-331, naumentHte ¢ Tpadeano na MMaT Han-MaNko
¢HAa HOBONOSABWIIA CC AUIUTANHA A3Ba, a cpcl ABCTE [POYyYBaHHsA 00110 85% OT NAUMCHTHTC
AUrUTanHa s3BcHa 6onect ¢ OMIa B Xoa KbM H3X0AHUA MOMCHT. (el npunarale Ha 0o3eHTad no 62,5
mg /IBa {IbTH JHCBHO B NPOAbL/LKCHHC HA 4 CCAMMUM, NOLIbpHKAIIATA J103a, H3C/ICABAHA B PAMKHTC H
Ha ABCTC Npoy4BaHuia ¢ OHna no 125 mg asa nbTH AHCBHO. [ IpOABIAKHMTENHOCTTA HA ABOHHO-CAANOTO
nedyeHye ¢ omna 16 ccamuuu npu npoyusasicrto AC-052-401 v 24 ccamuum npu npoyusancto AC-
052-33]1.

(DOHOBOTO JICUCHHE HAa CHCTCMHATA CKJICPO3a M HA AMTUTAIHHTC A3BKU ca OUNH paspeuICHH, aKo ca
OHJIM MOCTOSIHHH B NMPOAB/DKCHNE HA MUHHMYM | MCCCL MPCAH 3aM0UBAHC HA JICUCHUCTO U OPC3 UC/HA
CPOK Ha JIBOHHO-CACHHNTC NPOyUBaHHA,

BposaT Ha HOBUTC ACKYOUTANHM A3BHM OT M3XOAHMA MOMCHT HA IPOYUBAHCTO 0 Kpag My C MIPHUCT 34
OCHOBCH KPHUTCPHMH M [PH ABCTC NpoyuyBaHus. JICUCHHETO ¢ 0OICHTAH € JOBCIO A0 NO-MAJKo Ha OpoH
HOBOMNOABMWIIN CC JUTMTAIHN A3BH NPE3 NCPHOAA HA MPUIATaHEe HA JICYCHUETO B CPaBHCHUE ¢ nnaucho
rpynata. B npoyusadero AC-052-401, B cpoka Ha 16-CCAMHUHOTO JBOHHO-CAI0 NCUYCHUC,
MAlLMCHTHUTC B IPyIaTa, NCKyBaHa ¢ D03CHTaH, ca pa3BHUAH CpcaHO |,4 HOBONOABHIIH CC AMITHTANHH
13BH, CMPAMO 2,7 HOBONOABHJIK CC AUIHTaNHHU A384 B nnaucdo rpynarta (p = 0.0042). B npoyusadero
AC-052-331, B cpoKa Ha 24-CCAMHYHOTO JABOHHO-CNANO JICYCHHUC, CBOTBCTHHTC CTOMHOCTH ¢ca 1,9
cnpsAMo 2,7 HOBOTOABKIIK CC AUTHTAMRY 838U, (p = 0,0351). F1 B ABCTC NpoyuBaHUA NMPH MALIYEIITU]

JCKYBdAHH C Do3eHTaH ¢ HMaJIO Mo-MaskKa BCPOATHOCT d4 CC IMMOABAT MHOMXKCCTBCHH HCIB FHRAT (ﬂ[)/z.c
AHIHTAJIHH A3BH B [ICPHOAAQ HA [TPOYYBAHHATA, KATO BPCMCTO, KOCTO € 6uno HeobXo l/¢- 4.'{%‘
Bb3HHKBAHC HA BCAKA CACABAlA HOBOITOABHA CC JHIMTAJTHA A3BA (IPH TAKHBA NALNEGHIY %

[
ABAro, B CPABHCHHUC C BPCMCTO H3HCKBALLIO CC MpH JIcKyBaHHTC ¢ nnauedo. Edekts HE
HAaMa/1gBaHC Ha Opos HAa HOBONOABHIIMTC CC AUTHTAJIHK A3BH ¢ OHN NO-CHIIHO TIPOAE H‘ﬁ |
C MHOXCCTBCHH JUTHTAIHH A3BH. %"‘} o
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[Ip#t HUTO CAHO OT ABCTE NMPOYUBAHHA HE ¢ HadIIt01aBaH CPCKT HA DO3CHTAH BbPXY BPCMETO 32
3a3ApABABAHE HA AUHTANTHUTC A3BH.

5.2 ®PapMAKOKHHETHYHU CBOHCTBA

DapMaKOKHHCTHKATA HA DO3CHTAH ¢ JOKYMCHTHPAHA IMAaBHO PH 3paBH HHAHBHIH. OrpaHHYEHUTC
JAHHKU MPH NAUHCHTHTE MOKa3BaT, 4¢ CKCNO3HLUMNATA Ha DO3CHTAH APH Bbh3pacTHH NauMcHTH ¢ bAX ¢
NPUOIUBUTEIHO 2 OTBTH TO-TOAAMO, OTKOJIKOTO IIPH 3APABH Bb3PacTHH HHIHMBHIH.

[Ipu 3apaBu HHAKBHAH, PAapMaKOKMHCTHKATA Ha OO3CHTaH ¢ J1030- M BpeMe3aBUcHMa. KNHpBHCBT H
0OCMBT Ha pa3nNpCcACICHUE HAMAJIABAT C MMOBHLUIABAHE KA KHTPABCHOZHHUTC A03H M HAPACTBAT ¢
BpeMcTo. Ciea NCpopanto NPHAOKCHRUC, CHCTCMHATA CKCITO3HUMA ¢ MPONOPLUHOHANHA HAa 103aTa 10
500 mg. Tlpu no-Bucoku opasiHi 1034, Cmax 1 AUC ce nopubasat no-cnado, a He NpoIHopUHOHANTHO
Ha n03aTa.

Abcopbuns
[IpH 3apaBy HHAHMBHAHK, A0COMIOTHATA OMOHWIHYHOCT HA BoscHTaH ¢ npubansutenro 50% n He ce
NOBJIKABA OT XpaHaTa. MakCMMaNHUTC MIA3MCHH KOHLUCHTPallMM e JOCTHUraT 3a 3—3 yaca,

Pa3npcacneHue
bo3cHTaH c¢ CBbp3Ba B ronaMa cterncH (> 98%) ¢ n1a3MCHUTES NPOTEHHHU, [NABHO C alI0OYMHHA.

bo3CHTaH HE NMPOHHKBA B €PUTPOLIHTHTE.

Csicn MHTpaBCcHO3HA 1033 0T 250 mg ¢ ycTaHoBCH 00eM Ha pasnpeaencHuc (Vss) ot okosto 18 autpa.

buotpaucdopmaliia ¥ CIHMHHALINS
Cncn cAMHHYHA MHTPAaBCHO3KAE 103a oT 250 mg, ocBoOokaaBarceTo ¢ 8,2 I/h. Tepmunanuuar
NMONYKHBOT Ha cnuMHuHauua (t1/2) ¢ 5,4 vaca.

[Ipn MHOrOKpaTHO 103HMPAHC, MJIA3MCHHUTC KOHUCHTpALMK Ha DO3CHTaR HAMaNABAT MOCTCICHHO 10
50-65% ot T34, HabIogaBaRM NP NPUIIArAHCTO HA CAMHKYHA J03a. ToBa HaMalABaHC BCPOATHO CC
ABLMKH Ha aBTOMHAYKUHR Ha MCTAaDONH3HPALIMTC YCPHOAPOOHH CH3UMH. CTaLMOHAPHH M1a3MCHU
HKBA CC JOCTHrAT B paMKHUTC Ha 3—5 JHH.

BoscHTaH c¢ CAMMHHHUPA NOCPCACTBOM ATBMHA CKCKPCUHA, C/1c] MCTAaOO/IH3INPAHC B HCPHUSA Ip0oD OT
H30CH3MMHTE HA uuTOXpoM P450, CYP2Z2C9 1 CYP3A4. Ilo-manko ot 3% oT npuioxkeHara rnepopaita
71033 CC OTKPHUBA B YpPHHATA.

boscHran obpaiyBa Tpu MCTaDOIHTA, KaTo CaMO CAHH OT TAX € (PApMAKOJOrH4HO aKTHBCH. [03H

MCTaDONNT cC CKCKPCTHPA IVIABHO B HCITPOMCHCH BHU TIPCS AKITbHKATA. an Bb3PdCTHH [dLHCHTH,
H31araHeTO HA aKTUBHHA MCTaDOUT ¢ [TO-roJIAMO, OTKOJIKOTO [1pH 34pdBH HHIIHBH]IH. an NAatlHCHTH
C JdHHH 34 HAIUYHUC Ha XONCCTA3d, HITAT'dAHCTO Hd AKTHBHHA MCTADOMIUT MOXKC J1a ¢ MOBHIICHO.

boschran ¢ uraykTop HA CYP2(C9 1 CYP3 A4, KaTo ¢ Bb3MOXKHO aa ¢ HHAYKTOP ¢bio Ha CYP2C 19 u
Ha P-rnvkonporcuna. #Hu gumpo, D03CHTaH NOTHCKA CKCIIOPTHATA MOMIIA Ha KJIBYHHTC CONH B
XCHATOLUMTHH KYJATYPH.

ﬂHHHHTC HH GUMPO TOKASZBAT, “IC 003CHTAaH HAMA 3HAYUM HHKHGHTDPCH CCI]L‘KT BbpXY HICJIC

003CHTaH Ad [NOBHLIABA INIAIMCHHTC KOHLCHTPAUHH HA JICKAPCTBCHHUTC [MPOAYKTH,
OT TC3IH U30CH3IHUMMH.
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(PapMaKOKHHETHKA MPU CNCUHANIHH 110TTYNALNUH

B13 OCHOBA Ha W3C/C/ABAHUA 00XBAT HA BCAKA IPOMCHINBA, IPH BB3PACTHATA MONYynalMsa HE CC
O4aKBa PApMAKOKHHCTHKATA HA DO3CHTAH Ja ObAC NOBIAMAHA B 3HAYHTC/IHA CTCNCH OT NOJIA,
TCNCCHOTO TEIJ10, pacara UK Bb3pacTra.

Teduampuuna nony.icjus

QapMaKOKHMHCTHKATA € [POYYECHA NPH MCAHATPHYHH IAUHCHTH B 4 KIHHHYHH OPOYYBAHHA
(BREATHE-3, FUTURE I, FUTURE-3 v FUTURE-4, Bx. To4uka 5.1). [lopaaH OrpaHHUYCHUTC RAHHH
npuy Actia oA 2-roauiiHa Be3pacT, PapMaKkOKHHCTHKATA OCTaBa HCAOCTATBYHO XaPaKTCPHIHpaHa B
Ta3H BbL3PacTOBA KaTCTrOpH4.

[TpoyusancTto AC-052-356 (BREATHE-3) ouecnsiba papMakoKWHCTHKATA MNPH CAHOKPATHO H
MHOTOKPaTHO NCpopanHo J03HpaHe Ha PunMHpaHaTta TadneTka OoscHTan npu 19 acua Ha BB3pacT oT
3 10 15 roannn ¢ BAX (BAX), npy KONTO A03UTC ca ONPEAC/IAHHN Bb3 OCHOBA HA TCACCHOTO TCIO ¢ 2
mg/kg nBa NbTH AHCBHO. [IpK TOBA MpoyUBaHEe, CKCITO3IMUMATA Ha DO3CHTAH HAMaNABa ¢ BPECMCTO (10
HAaYMH, CLOTBCTCTBAIN HA H3BCCTHUTC ABTOMHAYKUMOHHH CBONCTBA Ha Do3eHTaHa. CpcaHuTe
ctoiiHocTH Ha AUC (CV%) 3a Oo3cHTaH npu NEANATPHUHM MTAUKHCHTH, TeKyBaHU ¢ 31,25, 62,5 unu
25 mg nBa 0LTH AHCBHO, ¢a CLOTBCTHO 3 496 (49), 5428 (79), n 6 124 (27) ng-h/ml, ¥ ca 11o-HUCKH
ot ctonHocTTa 8 149 (47) ng-h/ml, HabnlogapaHa npu Bw3pacTHy nauucHTH ¢ BAX, nonyyagawu 125
mg JIBa NbTH AHCBHO. [IpH cTaDMAHO NMNa3MEHO HUBO, CUCTEMHHUTC CKCNO3HUNY TIPH NCAUATPHUHH
nauucHTH, Texkamu 10-20 kg, 2040 kg u > 40 kg, ¢ chorBeTHO 43%, 67% 1 75% OT cucTCcMHaTa
CKCHO3HLUHA NPH Bh3PacTHH.

[Ipn npoyuBaHe AC-052-365 (FUTURE 1) npu 36 acna ¢ bAX na Bw3pact or 2 10 || roanHy ca
NMPHJIOKCHHU AYcneprupau ce tabnerku. He e Habnionagana n0308a NporopuUnoHalIHOCT, ThH KaTo
naa3McHUTE KoHUcHTpauny 1 AUC Ha 003CHTaH B CTaLlHOHAPHO CLCTOSIHUE ca NOAOOHH npu
nepopantu go3u otT 2 u 4 mg/kg. (AUCT: 3,577 ng-h/ml 1 3,371 ng-h/ml cerorBeTHO ¢ 2 mg/kg nsa
nbTH AHCBHO U 4 mg/kg 1Ba NwTH AHCBHO). CpeAHaTa cKCIO3MUMA Ha DO3EHTaH IPH TC3H
NMCAHATPHYHHU MALIMCHTH € OKOJIO MOJIOBHHATA OT CKCMO3MLMATA NMPH Bb3PacTHH NMALHCHTH [IPH
nojaabLpauata no3a ot 125 mg aBa nbTH AHEBHO, HO 10KA3BA LUIMPOKO TIPUMOKPUBAHC €
CKCIIO3MUMATA [IPH BL3PACcTHH.

B npoyusaHcto AC-052-373 (FUTURE 3) ¢ u3non3eane Ha aucneprupati ce TabnCeTkH,
CKCNO3MUHATA Ha 003CHTAH NMPpY NAUMCHTH, JCKYBAHHU ¢ 2 mg/Kg ABa MbTH AHCBHO ¢ CPaBHHUMA C Ta3H

npu npoyusaHeto FUTURE 1. Ilpu uanoctnarta nonynauunsa (n = 31), 2 mg/kg nBa nbTH JHCBHO ca
JOBCJIH J10 AHCBHA cxcno3niua 8,535 ng-h/ml; AUCt ¢ 4,268 ng-h/ml (CV: 61%). [Ipn nauncuTh Ha

Bb3PACT MOXAY 3 Mcccla M 2 ToaAnHK, AHcBHaTa ckecnodnuua ¢ 7,879 ng-h/ml; AUCT ¢ 3,939 ng-h/ml
(CV: 72%). [1pu naumeHTH Ha BB3pacT Mexay 3 Meceua # | ronvua (n=2), AUCt ¢ 5,914 ng-h/ml
(CV: 85%) 1 0pH MalMCHTH Ha BB3pacT MexkAy | H 2 roauuu (n=7), AUCt ¢ 3,507 ng-h/ml (CV:
70%). Ipyn nauucHTH Haj 2 roauHy (n = 22) queBHata ckenoznums ¢ 8,820 ng-h/ml; AUCt ¢ 4410
ng-h/ml (CV: 58%). [Ipunaranero Ha 6o3cHTan 2 mg/kg TpH NbTH AHCBHO HE € MOBHUIHIIO
CKCNO3MUHUATA, AHCBHATa ckeno3uuus ¢ 7,275 ng-h/ml (CV: 83%, n = 27).

B3 ocHoBa Ha Haxoakute npu npoyyBaBaHuaTa BREATHE-3, FUTURE 1 u FUTURE 3, uirnexaa,
4yc CKCIMO3HLUMATA HA OO3CHTaH /I0CTHUIA MIaTo NPH NO-HUCKH JO3H NPH NCIHATPHYHH MALKCHTH,
OTKOJIKOTO IPH NPH BL3PACTHH H, Yc 1031 Haa 2 mg/kg nBa nbTH AHCBHO (4 mg/kg ABa NBTH JHCBHO
v 2 mg/kg TpH NbTH JHCBHO) HC BOJAT A0 NMO-TOJAMA CKCNO3HUMA HA DO3eHTaH nNpu
MCANATPHUYHHTE NALMCHTH.

[Ipu npoyuBaucTo AC-052-391 (FUTURE 4), nposcacHO npH HOBOPOICHH, mﬁucmpauumc Ha
003CHTaH ca ce NOBHUIABA/N DABHO H HCMPCKLCHATO NPEC3 MLPBUA 1030B HHTCPBaAI, I{D
HUcka ckcnosunua (AUCO-12 B usana kpbB: 164 ng-h/ml, n = 11). B craunonapuoro R,
¢ 6,165 ng-h/ml (CV: 133%, n = 7), kocTo ¢ noaobHO HAa €KCIO3ULMATA, HaDIIONaBa / yT
natHcHTH ¢ BAX, kouTo nosyuasart 125 mg aBa nbTH JHCBHO, KAaTO CC B3CMC MO §
CHOTHOLLICHUETO Ha pa3npeaeaeHne Kpba/nnama 0,6.
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He ca H3BCCTHH NOCASOHUNTC OT TC3M HAXOAKH MO OTHOLUCHUE HA XCNAaTOTOKCHYROCTTA. [lonbT M
CAHOBPCMCHHA ynoTpeda Ha HHTPABCHO3EH CNOMPOCTCHO/I HE OKa3BaT 3HAYUTCICH CPCKT BbPXY
(papMaKOKHMHCTHKATAa Ha DO3CHTAHA.

Heproopoono yepesxoarne

[Tpu nauncHTH ¢ Ncko yBpeacHa deproapodua dyuxtms (Child-Pugh knac A), He ca HabniogaBanu
3HAYHMH MPOMCHH BbB (papMakoKHHCTHKaTa. CtaunoHapHoto chetosuue Ha AUC 3a 6osentan ¢ ¢

9% no-sucoko H AUC 3a aktusnua mctabonut, Ro 48-5033, ¢ ¢ 33% no-BUCOKO NpH NALMCHTUTC C
ACKO YCPHOAPOOHO YBPCKAAHE, OTKONKOTO NPH 3paBy 100poBoIuy.

EdeckTsbT HA YMCpPCHO yBpeacHa dcpHOoApoOHa pyukuus (Child-Pugh knac B) Bbpxy
bapmakokuHeTHKATA Ha 003CHTAH M HCTOBHS mbpBHUCH McTadonuT Ro 48-5033 ¢ wicneaBan npu
NpOyYBaHC, BKAOYBALIO S NALUMCHTH ¢ OCToApodHa XHNCPTOHUS, CBBP3aHa C NOPTANHA XUNCPTOHMS H
Child-Pugh knac B yepHoapobuo yepcexaane 1 3 nautneHTH ¢ BAX, cBbp3aHa ¢ Ipyru NpHYUHHE K
HopmanHa ucpHoapobua dyukuus. [pu nauneutu ¢ Child-Pugh knac B uepronpodHo yBpexagaHe,
cpeaHata (95% CI) AUC B ctaunoHapHo cbeToAHUC HAa O03¢HTaH ¢ 360 (212-613) ng.h/ml, T.c., 4,7
NbTH No-BUcoKa U cpeaHata (95% Cl1) AUC na aktusHHa metabonut Ro 48-5033 ¢ 106 (58,4-192)
ng.h/ml, T.c., 12,4 n1bTH NO-BUCOKA, OTKONKOTO NPH MAUHECHTH C HOpMAJIHa YcpHOApoOHA DyHKLHA
(0o3enTaH: cpeana croiinocT [95% CI) AUC : 76,1 [9,07-638] ng.h/ml; Ro 48-5033: cpcana croiHoCT
[95% CI1] AUC 8,57 [1,28-57,2] ng.h/ml). Benpcky orpanxucHisa Opol Ha BKIKOUCHUTC NALIUCHTH H
BUCOKATa BapHaOHUIHOCT, TC3M JaHHU NOKa3BaT NOAYCPTAHO NOBUUICHA CKCNO3HIMA Ha DO3CHTAH M
HCTOBHA MbpBHUCH MeTaOOIHT Ro 48-5033 npy nauneHTH ¢ yMEpCHO yBpeacHa yepHoapobHa
¢yukuus (Child-Pugh knac B).

(PDapMaKOKHMHCTUKATA Ha OO3ICHTAH HE € NIPOYUCHA [PH MALMCHTH ¢ YCpHOApOoOHO yBpexkaaHe Child-
Pugh knac. boicHTan 3¢HTHMBA ¢ LIPOTHBONOKA3aH NPH MALHCHTH ¢ YMCPCHO /10 TCKKO YCPHOAPOOHO
yepexkaane, T.¢. Child-Pugh knac B nan C (Bk. Touka 4.3).

bwvopeuno yepewcoarne

[Tpy nauucHTUTE ¢ TEXKO 0BOPCUHO YBPCKAAHC (KPCATHHUHOR KAHpBHC | 5-30 ml/min.), nna3smcHuTe
KOHUCHTpauuH Ha 6o3eHTaH HaManaeaT ¢ npuOnu3uTeano 10%. [Tna3MeHHUTC KOHLCHTpAUMH Ha
MCTAaOONHTHTC Ha DO3CHTAHA CC MOBHUIABAT OKOJIO0 2 NNBTH MPH TC3HU NAUMUCHTH, B CPABHCHHC C
MAUHCHTHTC ¢ HOpMasHa DbOpeuna @yHkuHA. [Ipn nauncHTHTE ¢ OBOPCUHO YBPEXKIAHC HC CC HANAra
KOpeKLHA Ha jo03ata. HaMa cncundmrycH KIMHNWYCH ONUT NPH MAUNCHTHTC, NMOICKALIH HA AHATH3A.
[lopann PHU3MKOXHMHYHNATC CBONCTRA M BUCOKATA CTCNCH HA CBBP3BAHC C NPOTCHHUTC, HC CC OYAKBA
AUAnn3aTa /1a OTCTPaHM 0O3CHTaHA OT KPBbBOCOPALICHUCTO B 3HAYUTCI/IHA CTCIICH (BX. TOUKA 4.2).

5.3 [llpeakJIHHHYHH JaAHHH 3a De3onacHocT

2-TOAHUIHO NPpOy4BAHC Hd KdPUHHOINCHHOCTTA [IpH MHIIKH MNOKa3Ba NMOBHLICHA 4C€CTOTa Hd
KUMﬁHHHpﬂHH Xcraroucaynapdi aicHOMH H KapuHHOMH [1pH MBb/AXKKH, HO HC H TIPpH JKCHCKH MHLIKH,
[IpH M1a3sMCHHU KOHLUCHTPALUHHN OT OKONO 2 10 4 0bTH HAABHUIABALLH JIA3MCHHUTE KOHUCHTPAUHH,
AOCTHUIAHHA (IPpH TCpanCcBTHYHHA J103H [IPH XO0paAa. an [UTbXOBC, NNCPOPATTHOTO NMPHUIATrdHC HA 003CHTaH
3a [MepHuoa oT1 2 TOOHHH [MPHYHHABA MAJIKO, 3SHAYMHMO TIMOBHILUABAHC HA YCCTOTATa HA HDMﬁHHHpHHHTC
[bﬂHHH}’HDHHCTb‘{HH dICHOMH H KADUHHOMH H4 IUHTOBH/IHATA JIC3a4 IIPH MBXKKH, HO HC H IIPpH KCHCKH
NOBX0BC, IPH TUTA3MCHH KOHLUCHTPAUHH OT OKOJIO 9 10 14 nbTH HAJBHILABALLH [1JITA3BMCHHTC
KOHUCHTPAUHWH, JOCTHIdHH TIPH TCPAINICBTHYHH J03H [1PpH X0pa. TecToBCTE 338 FCHOTOKCHYHOCT IpH
DO3CHTaH ca OTPHLUATCI/IHHA. MmMa nokazartencrea 3a nckK ,IIHCﬁH.HBHC Ha THPCOHAHHTC XOPMOHH,
NpHYHHCH OT 003CcHTaHa [IPH IINBXOBC. Ho nsama AOKA34dTC/ICTBA 3a MTOBJIHABAHL [l]YHl{U;HHTC Hd

He ¢ u3BecTeH cpeKTHT HA DO3CHTaHA BBPXY MUTOXOHApHANIHATA DYHKUHS.

Jloka3aHo ¢, 4c DO3CHTAHBT ¢ TCPATOrCHCH NPH NIBXOBC MPH MIA3MCHU HUBA, M0
N1a3MCHHTC KOHUCHTPALUMH, JOCTUTaHHM NIPH TCPaNeBTHYHM 03K NpH Xopa. Tcpa
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BKIHOYBALHK MAT(POpMaLIHH Ha T/1aBaTa H JIMUCTO, M HA TOJICMHUTC ChAOBE, Ca J0303aBUCHMH.
[ IpuankuTe 8BB BUIA HA MaPopMauUuHuTe, HadmoaaBanu npu ApyruTe ET peuentopHd aHTaroHUCTH
1 MHIIKKUTE ¢ AchuuMT Ha ET, cBuacTencTea 3a ¢hCKT Ha Kf1aca MCAMKaMeHTH. TIpu xenu ¢
ACTCPOICH NOTCHUMAT TpAOBA Aa CC B3CMAT NOAXOAAINM OpCANa3HmU MCpkH (BK. Touku 4.3, 4.4 u 4.6).

Pa3BUTHCTO Ha TCCTHKYNApHa TyOyJliHa aTpOPHUA H HAPYLUCH PCPTHANTCT ca OUJIH CBBP3aHH C
XPOHUYHO OPUIIOKECHHC HA CHAOTCIMH-PCUCNTOPHH AHTATOHHUCTH NPU IPH3AYUH.

[lpn npoyuBaHus Ha GCPTHAMTECTA OPH MBKKH M KCHCKH [UTHXOBC HC €a HAD/IOIAaBaHH CPEKTH BBPXY
Opos., NOABHKHOCTTA H XKH3HCCNOCOOHOCTTA Ha CNEPMATO30MANTC HIIK BBPXY CIIOCOOHOCTTA 3a
YUPTOCBAHC UIH DCPTHANUTET, NP CKCMO3HUMK, HAABHILIABALIM CHOTBCTHO 21 4 43 NbTH O4AKBAHOTO
TCPAneBTUHHO HHUBO IIPH XOpa, HUTO € HMAJI0 M HOXKCIaHHW CPCKTH BbPXY Pa3BHTHCTO Ha
MPCAUMINIAHTALHOHHUA CMOPHOH KUK UMIUIAHTAMATA.

JIeko noBuilicHa 4ECTOTA HAa TCCTHKYNapHa TyOyJiHa atpodus ¢ HabwaaBaHa NPy MJIbXOBC, HA KOUTO
€ NpHUJIarad rnepopaido 003¢HTaH NpH HUCKa 1032 ot 125 mg/kg/acH (0ko1o 4 mbTH MakCUMalHATa
NpcnopbYUTeIHA J03a npH xopa [MILJIX] n nal-HHCKaTa H3NHTBaHA 103a) B MPOABIAKCHHUE HA 1BC
FOJIHHH, HO HC H TPH BHCcOKa ao03a oT 1500 mg/kg/acH (okono 50 netvt MIT/1X) B npoab/KeHHC HA 6
meceua. | IpH npoy4BaHe 3a TOKCHYHOCT MPH KOBCHHUIIHH IIBXO0OBC, KBAETO IUILXOBCTE Ca JICKYBAHH OT
Hen 4 post partum 10 Bb3pacTHH, € Ha0M0AaBaHO HAMAJICHO a0CONKTHO TCT 10 HA TCCTHCUTC H
CMUANANMA H HAMANCH DPOH HA CICPMATO30MAN B cnuanaumMa ciacll npekbeaHcTo. NOAEL ¢ 6un
cbOTBCTHO 21 11bTH (B [eH 21 post partum) v 2,3 vty (Hew 69 post partim) TepancBTHyYHaTa
CKCIO3MUMS [IPH XOopa.

Burpeku ToBa, He ca yCTAHOBCHH CPEKTH BLPXY O0UIOTO PAIBUTHC, PACTCKA, CCH3OPHHUTC,
KOTHUTHBHUTC PYHKIIHHN H PCIIPOAYKTHBHHUTC CMTOCOOHOCTH NMPH 7 {MBKKH MHBOTHH) M 19 (3KCHCKH
AHBOTHH) NBTH TEPANCBTHYHATA CKCMO3IHUNA NIpH Xxopa Ha [lcH 21 post partum. 1lpu Bb3pacTHH (/Ich
69 post par{un) HE ca YCTAaHOBCHU HUKAKBM CCKTH Ha OO3CHTaH 1IpH 1,3 (MBXKH KHUBOTHH) U 2,6
(3KCHCKH >KHMBOTHH) O0bTH TCPANCBTHYHATA CKCNO3MUHA MPH jacla ¢ bAX.

6. OPAPMAUEBTHUYHH JAHHHU

6.1 CnucnLk HAa NTOMOLIHUTE BeUlecTBA

Anpo Ha TabacTKaTa:

LlapcBHYHO HULIICCTE

[ToBu10H

HaTtpucB HHILNCCTCH MMHKOIAT
[TpexkeNATHHUIMPAHO LAPCBUYHO HUILCCTC
[ nuucpon andexenar

Maruesnes creapar

OuamMHpanio NOKPHUTHKC,
[Tonusuuun ankoxoa {(E£1203)

TutanoB quokcug (E171)
Makporoa (E1521)
Tank (E553b)

JXenes3eH okeua, Kuat (E172)
eneieH okena, yepscH (BE172)

6.2 HecbBMeCcTHMOCTH

Henpunoxumo.
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6.3 Cpox Ha rogHoct

2 TOAHHH

6.4 CnensanHu MepKH MPH CHLXPaHEHHE
He ce u3nckBar cnequanHi MEpKH.

6.5 Bua M cbhaAbpAKaHHE HA ONAKOBKATA

bauctepn (Henpospauno PVC/PE/PVDC/anymuunceo $oano), xaprucHa crbBacMa KyTHSA, THCTOBKA.
AnTepHATHBCH onakoBbucH MaTepuan ¢ OPA/Al/PVC/anymMuHucgeo gonmo.

Pa3mcp Ha onmakoBKaTa:
boscutan 3cHTHBa 125 mg: 14, 56, 112 u 120 dunmupann tabaetkm,

He BcHUKH BUIOBC OMAKOBKHM MOrat jia ObAaT NycHATH B Mpoaaxda.
6.6 CHeuHaqHH NpeANA3IHH MEPKH NPHU H3XBLPIAHE
Hsama CNCUHHAMHH H3HCKBAHHA 3d H3XBDBPJIAHC.

HeusnonsBaHusat JICKAPCTBCH MPOAYKT HJIIH OTHAABYHHHTC MATCPHAJIH OT HET'O TPHGBH Jdd CC H3XBBPIIAT
8 CbOTBCTCTBHC C MCCTHHTC HOPMATHBHH HIHCKBAaHHA.

7. [IPUTEXKATEJI HA PAZPELILIEHHUETO 3A YIIOTPEBA
Zcentiva ks,

U kabelovny 130,

Dolni Mé&cholupy

102 37, Prague 10

Uewka peny0J/vka

8. HOMEPA HA PASPEILNEHUETO 3A YITIOTPEBA

Per. Ne: 20240138

9. JATA HA ITBPBO PAZPEIIABAHE/ [TIOJJHOBSABAHE HA PA3PELIEHHUETO 3A
YINIOTPEDBA

Jata va uspBo paspewaBade: 29.05.2024
Jlara HAa NOAHOBABAHC:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

17.07.2024 r.
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