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3MIH 0 peecTpauiifnux marepianis
TIPOTACOM TEPMIiHY Aii

peecTpaLifiHoro HOCBLIYeH S

(mynxr 4 posainy IV)

no Iopszxy nposenenns excrepruzu J
PCECTpAIiHHMX MaTepiaiiB ua JHKapCEKi |
3ac00¥, [0 NIOAAIOTECA HA IEPKABHY

peECTpaIiio (MepepeecTpaio), a Takox

CKCTICPTH3H MaTePialiB 1po BHECEHHS

b m— — =

3BIT

npo KJiiHiYKHi Bunpobysanns

1. Hassa mixapcekoro 3acoby (3a
HAsBHOCTI - HOMEp
PeECTPaLifHOro oCkinueHHs):;

bponxunper® H, TabJIeTKH, BKPHTI MIIBKOBOIO
obosionKo10, 20 abo 25 Ttabetox y Onicrepi; 1 6aicrep y
KapToHHi# kopobui (Ne 20), abo 2 (Ne 50) un 4 (Ne 100)
OuricTepa y xaprouniit xopoGi.

2. 3asBHUK Bionopuxa CE, Himeyunna
3. Bupobuux bionopuxa CE, Himeuunna

4. TIposeseni nocnipkenns:

TaK Hi SIKIIO Hi, OBrpyHTYBATH

3rizHo 3 Bumoramu Pospminy III ITopsinky mnposejenus
CKCNIePTH3K PEECTpallifHIX MaTepianiB Ha Jikapchki 3acobu,
110 TIONAIOTECS HA IEPKABHY peecTpaniio (IepepeecTpalliio),
4 TaKOX CKCICPTH3H MaTeplaiiB Npo BHECEHHS 3MIH 70
PCECTparifHKMX  MaTepiamiB  mpoTArom TEPMIHY  Hil
PCECTPALiMHOTO  NOCBIAYEHHS,  YXBAIGHOIO  HAKA3OM
Minicrepctsa oxoponn 30pos’s Vipaiuu No 60460 six
23.07.2015 p. Ta BianoBiZHO HO THILY JIKapchKOro 3acody
(106pe  BHBuUeHe  3acTocyBamms),  Biacmi  KmiHiYHi
HOCHTIKEHHS HE IIPOBOIMITHCS.

[Ipenapar 6ys cxBanenn#t B Hiveuunsi na ocHoBi 3assKu Ha
POCTHHHAHN JKapChKUi 3aci6 3 J0Ope BUBYCHHM MetMunmm
sacrocyBanusM (WEU) (To6To 6i6miorpadiunol 3assxu) 3a
TAKUMHE MOKA3aHHAMHU:

«[11s1 nonermenns cUMITOMIB roOCTPOro OpOHXITY 3 Kanem
| 3aCTyNOIO, MOB’M3aHMX 13 BS3KHM  CITH3OMY. Hiroua
PEIOBHHA XapaKTepU3YEThCH A00Ope BUBYEHHM MeIHUYHHM
3actocysanuam (WEU) B €C nporsrom npunmattvui 10

OKIB, 3 BH3IHAHOIO eheKTUBHICTIO T4 I HUHATHUM pDiBHEM
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Oe3l1exn, BPaxoBYIOUH OCOBTHBOCT ditorepanii. 1le @E
OPOACMOHCTPOBAHO  JaHAMM  KNIHIYHMX | #0KTiHIMHHX
BHUIPOOYBAHD 3 HABEHCHHSM [CTANLHUX HOCHIAHD HA
OnyOMiKOBaHY  HAYKOBY niTepatypy s npemaparty
bpouxunper H, TabneTiu, BKPUT] I1IBKOROIO 06010HKOO.

1) Tun nikaperkoro 3aco6y, 3a
SKMM IpoBOJMIacs abo
[JIAHYETBCS peecTpanis

3asBKa HA POCTHHHHHA JKapChKuit 3aci6 3 n00pe BHBYEHHM
MefdHIM 3actocyBadaaM (WEU) (To6ro 6i6riorpagiuna
3asBKa)

5. IloBna Hassa xniniusoro
BUIIPOOYBaHHA, KOJOBaHHH HOMEp
K/ HIYHOTrO BUNPO6YBaHHs

Edekrusnicts i Gesnexa mpenapary Bponxunper, tabnerku,
BKDHTI I1]1iBKOBOK 060N0HKOI0, Gyna NPOJEMOHCTPOBAHA B
Aociikenni E-BRO-4 (Kemmepix (Kemmerich) 3i crirasr.,
2007 p.). Ile BunpoBysans Bimmosizano Beim KpUTEpisM
KOHTPONBOBAHOT0; e Oyno KIIHIYHE AOCHIKEHHS BHCOKO]
AKOCTI, SKE BLIOBIZATO BuMoram Hamexwof BUPOOHHYO]]
npaktuky  (GCP), meobximse s DiATBEPAKEHHS
eQEKTHBHOCTI «aobpe BiLOMUX» POCITHHHKX JIKAPChKHX
3ac001B (To6TO Mano KOHTPONBOBAHUM AH3ANH, YITKHH OIHC
POCTMHHOT  DEYOBMHH/IpENapaTy, [AOCTATHIO KiIbKICTB
nauientis; EMA/HMPC/104613/2005 — Pen 1.

Takum umnom, HMPC (Kowmirer 3 JKapChKHX  3acobin
DOCJIHHHOI'O TOXOJDKEHHs) BBaxkae, o skicts E-BRO-4 ¢
JOCTaTHBOIO, OO BCTAHOBHTH JoBpe BizoMe MemuwHe
3aCTOCYBaHHs TmpenapaTy Bposxumper, TabneTky, BKpHTI
[UIIBKOBOIO OBGONOHKOIO (TO6TO TMOEHHAHHA B HOTO cKaai
CYXOTO E€KCTpaKTy TpaBH 4eOpEewio 3 NpUMYIIOKD, JHB. 3BiT
npo ouinky Tpasu Thymus vulgaris L. i Thymus zygis L., a
raKkox xopeust Primula veris L. i Primula elatior (L.) Hill,
radix, EMA/HMPC/85124/2015).

Hocuipxenns E-BRO-4 nponemouctpysano, wo:

e Cepenne 3MeHIIEHHS Hamamip Kamumo nma 7-9 guis
MOPIBHAHO 3 BHXIIHWUM piBHeM GYJI0 3HAYHO BHIIHM y
pazi 3aCTOCYBaHHS aKTHBHOIO npenapary (67,1%), aix
y pasi sactocysanus nnanebo (51,3%, P < 0,0001).

* 3MeHLIEHHS YacTOTH Hamamis kamno mHa 50% 6yno
AOCSTHYTO B Ipyni akTHBHOIO mpenapary Ha 2 i
paHile MopiBHAHO 3 rpynoio naaue6o.

o [Ilokasuuk tsmxxocri  Gpomxity (BSS)  wmmmmko
TIOKpamuBes B 000X Ipymax, ajie NOKasHHKY Bianosi
Oy BUINMMHM B Ipymi aKTHBHOIO lipenapaty (Bisut 2:
aKTHBHUA Tipenapar 77,5%, wrauebo 60,1%; sisutr 3:
aKTWBHMHK npenapat 92,9%, nuauebo 75,8%).

 Jlikysauns npenaparom Bpomxumper, TaGnerk, BKpHTI
ITiBKOBOIO  06ONOHKOI0, a06pe mepeHocusiocs 6es
pisHani B wacrori abo TMKKOCTI MOGIUHMX SBHIN MiX
aKTUBHMM niperiapatoM i mmaneGo. Ilpo tamki abo
cepiosHi HebaxaHi ABUINA He TTORIOMIAI0CS.

Kemmepix (Kemmerich) 3i cmisasr. (2007 p.) misimums




BACHOBKY, IO NEPOPANLHE —3aCTOCYBAHHS Mperapary
Dponxuiper, TabNeTKH, BKPHTI IUTIBKOBOIO 0B0IOHKOIO,
nmpotsroM  mpubmuseo 11 puis, sabesmeuye Olnbly
ePCKTHBHICTb JHiKyBaHHsA, HiX TUiane6o. Jlocnimxenus
[OKa3a/10, M0 JIIKYBAHHS LM POCIMHHUM TKapCHKHM
3acobom Byno Gesmedannm i 106pe nepeHoCHION.

6. ®aza kniniuHOro BHNPoOyBaHHs

He 3acrocoByerscs mis npenapatis 3 1o6pe BaBUEHUM
3aCTOCYBAHHAM

7. lepioy nposeaerHus kniHivHOro
BHIIPOOYBaHHS

8. Kpaiuu, ne nposogunocs
KIIHI9HE BUIPOOYBaHHS

9. Kinpkicts yyacHukiB

3aIlIaHOBaHA: —
daxruyna: —

10. Mera ta BTOpHHHI nini
KJHHIGHOTO BUITPOOYBaHHs

11. uzaita xnigiynoro
BUNpoOyBanHs

12. OcHoBHI KpHTEpii BIIOYECHHS

13. HocnimxyBanuit srikapchkui
3aci6, crioci6 sacrocyBanms,
ePEeKTHBHICTE

14. [Tpenapar-nopisusuns, 103a,
crioci6 3acTocypanHs,
chCKTHBHICTE

15. Cynyrus Tepanis

16. Kpurepii oninku epekriHOCTI

i

17. Kpurepii ouinkyu Gesnexu

]

18. Craruernuni MmeTonn

19. Temorpadiuni nokasnuku
TOCIH [DKYBaHOT Oy anil (cTaTs,
BIK, paca Tomo)

20. Peaynerary anaisy




eexTurHOCTI

21. Pesynbraty ananisy besnexn |-

22. Pestome (BHCHOBOK) -

[Ilionuc]

3asiBHHK (BIaCHUK
peecTpanifHoro
TIOCBI/IYEHHS)

Tonosa nidpozdiny DRA

(Hunamiunoi oyinku
DUSUKIB)

([Tianuc)

H-p bepun Poiitep (Bernd Roether)

(S.N.P.)

[Tleuarka xommanii «BioHopHKa»]
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gecTpaLlifHAX MaTepialiB Ha iKapehKi

nacofH, 1110 MOJIAI0THEA Ha JePIKaBHY
Epeec'rpauiio (mepepeecTpatliio), a TaKkox
’t -

eKCIIepTU3Y MATEpIalB [po BHECCHHS [

LpMiH JI0 peecTpauifHuX maTepiailis

1 - s
[pOTAroM TEPMIHY il
gecTpanifHoro [TOCBLAYCHHSA

(rrymkT 4 po3ainy V)

i
o [Topsiaxy MPOBEICHHI eKCIEePTHIH \

3BIT

npo AoKaiHiYHi pOCiIKeHH

1. HasBa nikapcekoro 3aco0y (32
HASBHOCTI — HOMED
peecTpaiHoro TIOCBIAMCHH):

Bponxnnper@ H, Tabaerku, BKpHUTI TUIIBKOBO
oBooHK0I0, 20 60 25 TabneToK y Gaicrepi; 1 6micTep ¥
KapTOHHIA gopobui (Ne 20), a6o 2 (Ne 50) um 4 (e 100)
GricTepa y KapTOHHIH xopo6ii.

1) Tan JiKapchKOro 3aco0y, 3a
SKUM TIpOBOIHIIACS 800
[IaHYETHCS PEECTpaIlis

3agpKa Ha POCITMHHIH nixapchKui 3aci0 3 nobpe BUBUEHAM
MEIMYHMAM 3aCTOCYBaHHAM (WEU) (tobTo Gibaiorpagiuta
3as1BKa)

2) POBECH] JOCTIKEHHS

N rtak =i

SIKINO Hi, OOIPYHTYBATH

Jlifoua pe4oOBHHA XapaKTepu3yeTscs 1o0pe BUBHEHHM
MeHYHAM 3aCTOCYBAHHAM (WEU) y mexax €C Bxe
MpOTATrOM npuHaiMHI 10-tu  pokis, 3 BHU3HAHOWO
eexTHBHICTIO Ta NpUMHATHAM  PIBHEM GeanekH 3
ypaxyBaHHAM ocobnusocreli  oitorepanii.  Le 6yno
[1pOJIEMOHCTPOBAHO CTOCOBHO KHIUHEK Ta JOKJIHIMHIX
J@HUX Y JETAIBHAX MOCHIaHHAX Ha ony6nikoBany HAYKOBY
nitepatypy 11070 Tpenapary Bpouxunper H, TabsneTKu,
BKPUT] TLIIBKOBOO 0B0ONOHKOIO.

Byim nposeneli JOIATKOBI JOKITHIYHI HOCILDKEHHA 9epe3
werosHi abo BigcyTHI naHi B aireparypl (HarpyKIan,
OCTIJPKEHHS repotoxcuunocti). Taxi JONATKOBI HeKIiHIgHI
iruocninncermﬁ AOMyCKaoTheH VIR npenapatis 3 100pe
BUBUCHKM 3aCTOCYBaHHAM s [KpITUIEHHS
peecTpailifHoro noceiguenns abo peecTpauil (mms. EMA
«HacTanos# MOAO JOKyMeHTaLl AOKMIHIYHEX JOCHIJOKCHE ¥
3asBax 1LIOMO OLEPIKAHHSA peecTpalifHoro
ocnimaenss/pecctparii  100pe BiAOMAX Ta TPaIMIiHKX
IDOCITUHHKX JHKapChKHX 3acobiBY»). ’]




2. GapMaxooris:

1) neppuHHa GapMakoHHaMiKa

Bpouxunper H, TabneTku, BKPUTI IUIIBKOBOK 0OONOHKO0, Mae

MYKOJITHUHY, GpOHXOHIATALIIMAY, KAUITE03aCIIOKIHIMBY Ta
[TpOTH3ANANBHY JiI0, & TAKOXK BHABJIAEC aHTHOAKTEPIATbHIH Ta
IPOTHBIpYCHMH BILIKB.

Myxonimuuna 0ia:

Tpasa wabperio i KOpiHb MPHUMYNIM JOMNOBHIOKTE OJHH
OJIHOTO 3aBAAKH CBOIM CEKPETONITHUHEM eheKTaM: eKCTPaKT
yebpenro, 0  MICTHTB  THMOJ, BHSBHB  NpAMHH
cexpetonitaunmit  epext (bodn (Boyd) i lllenmapn
(Sheppard), 1969 p.) Ta HiACHIHB MYKOLMIIAPHIIA TPAHCIIOPT)
(Berpoy (Begrow) 3i cnisasrt., 2010 p.) Ta pyx Biifox emiTenito
(PD 17). Ilpumyna, 1O MICTHT caloHIHK, BHKIHKAIa
HenpaMui  pedUIeKTOPHUE  CEKPETOi3, ONOCEPeAKOBaHAH
[IIYHKOBOIO  CIAM30BOK  OOOJOHKOIO, 3  PedieKTOPHOIO
cruMmynsniero  canzoBux  3amo3  Gpomxis  (I'emaepcon
(Henderson) i Tettop (Taylor), 1910 p.; botin (Boyd), 1954
p.). [loeamanns jBOX LMX IIpemapaTiB rocnabiioBano AK
ingyxosany IL-13- Ta LPS-meramnasiio KeqMxomOMGHHX
winithd Ta cuaTes Mynuny MUCSAC (PD 24, PD 295),
nokasano CHHEpriuHMi BIUIMB Ha BueineHeHHs IL-8 3
mononutis momunk (Hayepr (Nauert) 3i cmisast., 2005 p.) i
3GinpmerHHs JacToTH pyxis BiMok (UPB) y 3pizax JjereHis
mopcerkoi ceuHka (PD 17).

bpouxonimuuna Ois:

TlochimKerns [n vifro Ta in vivo TIOKasaiH, 1o Bpouxunper
CHIPUYMHSIE PO3CIAOICHHS TIAIKEX M 318 IUXaTbHHX IUISXIB
(PD 22 ta PD 23). Cnocrepirajli TakoX CHasMONiTHYHI
edeKTH exCTpaKTiR yebpewto | mprMyau (HalprKIal, BaH Aep
Bpoyke (van den Broucke) i Jlemni (Lemli), 1981 p;
Meticrep (Meister) 3i cmieasr,, 1999 p.; bockabani
(Boskabady) 2i cmirast., 2006 p.. Berpoy (Begrow) 3i
criBaert., 2010 p.; Exrenteprn (Engelbertz) 3i crisasr., 2008
p.; Peiirep (Reiter) i Bpamnr (Brandt), 1985 p.; MicHix
(Micnik) Ta Kysuuesa (Kujanceva), 1984 p.; Bip (Beer) 3i
criisast., 2007 p.; Bieuxorrep (Wienkotter) 3i cmisasrt., 2007
p.).

Kawnvozacnoxiiinuea oia:

A®I y cwiami Bponxunpery y xom0ixaiuii IeMOHCTPYIOTH
NOTYXKIY KalUTb03aCHOKIHIMBY JII0 HA MOZIEN KAIO in Vivo
(PD 10, PD 16, PD 21).

IpomugipycHa Qia:

Oxpemi excrpakTd ueOpeilo Ta [PHMYIH, @ TaKoX
BpOHXHMIIPET BUSBWIH NPOTHBIPYCHY Mil0 MPOTH Pi3HMX
pecmipatoprux Bipycis (PD 04, PD 05, PD 11) in vitro. Kpim
Toro, BpOHXHMIIDET 3HHXYBAB THTD BIpyCy B nereHenif




TKaHUHI MHUILEH, iH(iKoBaHHX peciipaTopHo-
cuHiHTiabHEM Bipycom (PCB), 1 rocnabiirosas 1nos’sizany 3
HUM 3alaieHy akTusHicTs (PD 18).

Y nitepaTypi Npo NPOTHBIPYCHY AiI0 eKCTpakTiB yelbpelo Ta
npuMynn nosimomnsin Kpicrobden (Christoffel) 3i cnipast.
(1998 p.), Meit (May) ta Binnys (Willuhn) (1978 p.). 3eiina
(Zeina) 3i cmisaBT. (1996 p.), Acrani (Astani) 3i CIiBaBT.
(2010 p.), Crapyn (Swarup) 3i cniast. (2007 p.) i Pao (Rao)
3i cnigast. (1974 p.).

Anmubarmepianvra oia:

ExcrpakTH uebpeiio Ta NpuMynH, a ocofIMBO IXHS Cymimn
IIpOEMOHCTPYBaIH aHTHOakTepianshy i (PD 03, PD 12).

[Ipo anTwbaxTepiajpHy Hil0 eKCTpakriB 4ebpeiio Takox
nosinomuan Ileit (Pei) 3i cmisar. (2009 p.), Jlambepr
(Lambert) 31 cmisaet. (2001 p.), Bepr (Burt) (2004 p.),
[laripo (Shapiro) ra 'yrrenxaiim (Guggenheim) (1995 p.),
Vouri (Ultee) 3i cmisasr. (1999 p.), Jlornin (Loughlin) 3i
cnigart. (2002 p.), Ci (Si) 31 cnieart. (2006 p.), Mli Iackya
(D1 Pasqua) 3i ciisast. (2007 p.), Cio (Xu) 3i crizast. (2008
p.) 1 Hoctpo (Nostro) i [lananis (Papalia) (2012 p.).

ITpomuzanaibna/aHMUOKCUOAHMAHA OiA:

JlikyBaHHS EKCTPAKTOM u4eOpeiro Ta TUMOJIOM, a TaKOX
EKCTPAKTOM KODEeHs MPHUMYIH 3MEHIIYE EKCIIePHMEHTAIBHO
IHAYKOBaHI 3amanbHl sABMINa. bponxunmper Tta #Horo
IHrpenieTH MOTYXHO MPHIHIYYBAIH YTBOPEHHA
nelKOTPieHIB in vitro Ta aKTHBHICTE S-inokcurenasy (5-LO)
(PD 13). In vivo BpoHXHIIpeT 3HHKYBaB piBEHbL MapKepiB
RanajeHHsA, CHOpHYMHEHMX a) iHdekuiero PCB, b)
iHcTuaniero Jrinononicaxapuiie  (JI[IC)/enacrasu ta ¢)
incTwrsuiero JITIC (PD 18, PD 20, PD 25).

[ Ipo npoTusananbHy AiK0 EKCTPaKTIiB yebpemo Ta THMOTY, a
TAKOX  @KCTPAKTy  KOPeHS  NpPHMYIH  [IOBLIOMIISITH
Kpictodden (Christoffel) 31 cmisasr, (1998 p.), Xorra
(Hotta) 3i cmisasr. (2010 p.), Jlinarpen (Lindgren) ai
criigaBT. (1977 p.), Hesiper (Dewhirst) (1980 p.), Ckonag
(Skold) 3i cmiBasr. (1998 p.), Hcen-JlinnBepr - (Yucel-
Lindberg) 3i cnisast. (1999 p.), bpara (Braga) 3i crnisasr.
(2006 p.), Aayma (Azuma) 3i cuisagt. (1986 p.), @enr (Feng)
i ixia (Jia) (2014 p.), a Taxox Jlecni (Leslie) (1978 p.).

AHTHOKCHIAHTHY Ta OUKCHY AiI0 0J1il 4eOpeHo NpHIHCYIOTh
ronoeuuM uyuxoMm tumony (HOaim (Youdim) 31 cmisasr.,
1999 p.; UWxen (Zheng) ta Ban (Wang), 2001 p.; Teficenp
(Teissedre) Ta VYorepxays (Waterhouse), 2000 p.; Kpyk
(Kruk) si cmisabt., 2000 p.; XKykiu (Jukic) ta Minom
(Milos), 2005 p., bpara (Braga) 3i cnieast.,, 2006 p.) i
kapsakpony (YUxen (Zheng) Tta Ban (Wang), 2001 p;

Teticenp (Teissedre) ta Yorepxays (Waterhouse), 2000 p.).




Bucoka aKTHBHICTE OYnlleHHs Oyi1a NpoJAeMOHCTPOBAHA JUTS
ekcTpakTy Koperis uebpertio Ta npumysiu in vitro (PD 06).

2) propunHa (apMaKo1uHaMiKa

ExcTpakt 4eOpelio ClpH4IHHsIE po3cnabieH s riiaakol
MYCKYJIaTypH LIJ1yHKOBO-KMIIKOBOTO TpakTy (Baw nep
Bpoyxke (Van den Broucke) i Jlemni (Lemli), 1981 p.).

KpiM TOro, BiH IIPH3BOJME [0 TpPUrHiYEHHS POCTY Ta
ATIOTITO3Y KIHTHH paKy TOBCTOrO KHIIEUHWKA JIIOMUHHU in Vitro
(Mi (Y1) ta Bersreiin (Wetzstein), 2011 p.).

V muwmed i mypis BOMHI €KCTpakTH 4ecOpelio 3MeHiryBaiu
CIIpUYMHEHE ANKOTOJNEM [MiIBHILNEHHs PIBHS [EYIHKOBHX
(bepMenTiB i, KpiM TOTO, NOKPAIIyBalHd TiCTONOrYHY 6YIOBY
neyinky ta nupok (Ilari (Shati) ta Encain (Elsaid), 2009 p.,
A6a ens Kamep (Abd el Kader) Ta Moxamen (Mohamed),
20129

BeemenHs nmiypam miodinizoBaHoro Bigsapy —ueOpeLio
SHIDKYBAIO MiZBHINCHUE apTepiaibHuil THCK 1 ITOKpAIlyBallo
smineny Hupxosy TkanuHy (Kemsapa (Kensara) si cuibast.,
2012 p.).

3) dapmaxonoris Gesnexkn

[Tin uac Gapmakosoriquux gochimxens Oesnexu -He 6yn0
OTPYMAHO JKOMHMX J0Kasis mogo Oyas-skoi mpobiemu
Gesnexy 3a JAHMMM A0CTikeHb adiHHOCTI IO PENENTOpIB,
ouwinks cragy IIHC, cepueBo-cyauHHol cucremu abo
nuxansrol dyaxuil (PD 14, PD 15, TX 06).

4} hapMakoarHAMIYMHI B3acMOIIT

Jlis excrpakTis uebpeufo abo TpUMYIH HE NOBLIOMIBLIOCH
Mo B3aeMOii, 110 TIPHU3BOIHIY § 0 Hebaxanux peakuid Ha
mikapeski  3acobu  (ADR)  (moworpadii ESCOP -
€Bponeiiceka Haykosa acomianis 3 ¢irorepanii). Taxum
YHMHOM, 32 YMOBH  3acTOCyBaHHs  bpoHxumpery B
PEKOMEHJIOBAHUX [I038X HE OUIKYEThCS B3AEMOMIl, MO
npu3BoauIH 6 10 HeaxaHWX peakiiit Ha NikapchKi 32cO0H.

3. PapMaKoKiHETHKA!

1) aHaNiTHYHI METOAHKH Ta 3BITH
11040 X Bamipamii

H/3

2) BCMOKTYBaHHS

BracTWBOCTI BCMOKTYB&HHS, pO3Moniny, merabomismy Ta
sugeneHns A®] BpoHxuipery He JOCHIDKYBATHC.

Bigcyruss indopmaniss  CTOCOBHO — B32EMHOI0  BILIMBY
inrpenientis yebpeiro Ta NPUMYIH Ha IX BCMOKTYBaHHS.

Excmpaxm  wefpeyio. THMON Mac BIXHOCHO  BHCOKY)
ninodinsaicts (Ens-Karran (El-Kattan) 3i cnisast., 2001 p.).
Ormxe, BiH J[ErKO BCMOKTYETBCA 3 KHINEYHAKA JIFOXHHH,
cobaku, xpons ta mypa (Illpemep (Schrdder) i Donmep
(Vollmer), 1932 p.; Takana (Takada) 3i cnisast. 1979 p.). Y




UIypiB He 6yI0 BHABICHO HAKOIWYEHHS THMONY B JIETEHSX
((IIpenep (Schréder) i ®ommep (Vollmer), 1932 p.). Ha
KriTHHAIA Mojeni 60 0/1epIKaHO NOKAZH TOTO, U0 GEeHOIbHI
KMC/IOTH, TAKi SK pPO3MApHHOBA KHCIOTA, MOTIHHAIOTHCS
musxom napauemonspuoi audysii (Komimi (Konishi) Ta
KoGasui (Kobayashi), 2005 p.).

Excmpaxm — npumyau: — 3arajoM  CaloHIHH  [IOraHo
saceoroiotees  (Mouorpagis ESCOP  «Primulae  radix»
(«Kopinb upumyin», 2003 p.).

3) posuojin

JuB. BUOIC (BCMOKTYBAHHS)

4) merabostizm

Bponxunpem/excmpakm 4e0peyio/eKcmpaKm npumyau

Y 1ypiB micis nepopasHOro BBEACHHS TUMONTY B cedl Oyiio
BUsBIEHO Kinbka MeTabonitis dasu I (Aycrrynen (Austgulen)
3i cmisast., 1987 p.). ¥V 1uiasmi xposi mypis, cobak i kpoiis
i yac AocnifKeHHs TokcwaHocTi GaratoxpaTHHX 103 ADI
BpoHXHIpeTy MOXHA GYII0 BUABUTH JIHIIE CYIb(AT THMOIY,
ToMi SK KOHIEHTpauii 9ucToro THMONy Oy HIKYHMH 38
aHaTiTHYHY MexXy Kiiskicsoro susnauenns (PK 01, PX 02,
PK 03 i PK 04). OjHak MOXJIMBO, U0 cynb(harTasy B NEreHsx
DO3IIEIUIIOOTE CYJhAT THMOTY 1O BUIBHOIO THMOIY, AKHH
Moxke BupommTHes uepes Juxanshi uumxu  (Bimxodd
(Bischoff), 2000 p.). Ificns nepopajJsHOTO BBEACHHS THMOJY
KPOJISIM OCHOBHMM MeTaGOMITOM THMOJIY, BHABICHAM y cedi,
6ys xom’rorar ryoKyporosoi kuciotu (Takama (Takada) 3i
criipasT., 1979p.). VY umiypiB pO3MapHHOBA  KHCJIOTA
inTencuBHo Merabomisyerses (Hakasasa (Nakazawa) #
Owasa (Oshawa), 1998 p.). DnaBoHOIA  KBEPLETHH
iHTeHCHBHO ~ MeTabOoMNi3yeThCs  TellaTOUMTaMy  LIypiB
(Omnisetipa (Oliveira) 3i cmisast., 2002 p.).

5) BHBEJICHHS

Y mypis meTaboiiTH THMOJNY B OCHOBHOMY BHBOIMIUCS
nporsrom 24 rtopuu  ((ILpemep (Schroder) i ®oamep
(Vollmer), 1932 p.; Aycrrynen (Austgulen) 3i cmiBaBT.,
1987 p.).

6) hapmaxoKineTHuHi B3aeMOil
(noxainigui) ;b o

Ani exctpakTy ud iHrpenientd Thymus vulgaris (BKIIOUHO 3
THMOJOM, KapBakpoloM TONIO), aHi eKCTpakTH 4H
inrpesienty  xopeuiB  Primula  veris  (BKmO4HO 3
NPOTOTMPUMYJIATEHIHOM A, TOCHIETHHOM, KBEPLETHHOM,
NPUMBEPEHOM,  [[PHMYJaBEepHHOM) HE  3a3HaueHi K
inpykTopy um inribitopu isodepmentis CYP. Buxonsud 3
HAIIMX TENEPINIHIX 3HaHb 1 38 YMOBH DEKOMCHIOBAHOTO
34CTOCYBaHHS, MAIOXMOBIPHO, WO BpoHXHNper B32EMOJIIE 3
IHITAME JTiKapehbKUMHU 3acofaMyd KIiHIYHO 3HATYLINM YHHOM
(Hepennopd (Derendorf), 2006 p.).

7) inmi dapmakoxineTwani

H/3




A

OCTHKEHHS

4. TOKCHKOIOTIS:

1) TokcH4HICTD ¥ pasi
O/THOKPATHOT'O BBEJICHHS

JIOCHIIKEHES  TOKCHUHOCTI  OJHOKDAaTHOTO  BBEICHHSA
Bpouxunpery mumam (TX 02) i mypam (TX 01, TX 03)
3acBITYYIOTE  #oro rapHui#i  npodiss  Gesmexu.  Tomy
Bporxuriper a00pe nepeHocHIhes 6e3 pH3MKY DPOIBHUTKY
roctpol IHTOKCHKAUIT TP HENPaBHILHOMY 3aCTOCYBaHHI.

ToxcuuHicTh 0HOpPa30BOl 03K Taxox Oyra nepeBipeHa A
eKCTpakTy weOpelio Ta OKpEeMMX IHIpEHIeHTIB (TUMOII,
KapBaKpoJ, OJIEaHOJOBa KHC/IOTA, PO3MApHHOBA KHCIOTA) Y
Mumied, mypis 1 Kpoxis  micas  IepopalbHOTO T
napeHTepanbHoro BeeaeHHA (Hanpuknan, Kypemi (Qureshi)
31 cmisast., 1991 p.; Cxpamuix (Skramlik), 1959 p.; Onpaiix
(Opdyke), 1974 p.; JDxennep (Jenner), 1964 p.; Ilapuxam
(Parnham), 1985 p.; Memuynuii isctutyr Xynaus (Hunan
Med. Inst.), 1977 p.; Ciurx (Singh), 1992 p.). Pesynvratu
[OKA3a/14, 0O 3a [MapamMeTpoM TOCTPOl TOKCHHHOCTI €KCTPAaKT,
Ta JIOCTIDKYBaHi IHrpefieHTH MOXHA KIacHdikyBaTH fAK
Maite HeTOKCHYHI.

2) TOKCUYHICTE y pasi
(GaraToKpaTHOro BBEASHHS

TokcuunicTs HaraToKpaTHoro BeaeHHs Bpouxumpery (To6To
cymimi #oro A®I) ouivroranu y mypis (4 twkui: TX 04, 26
rikuis: TX 14) i cobak (4 trxai: TX 06, 39 tuxmis: TX 15),
A TAKOW Y [ONEPeAHbOMY JAOCHLDKEHH! 3 BH3HAUCHHI
nianasony mo3 (TX 05).

Kniniygl mawi, siki cnocTepiratloThes y HIypiB 1 cobax mics
TIepOPaILHOTO BBEICHHS BUCOKMX 103 cymimni ADI, BrasyoTs
Ha BIIMB HA BEreTATHBHY HEPBOBY CHCTEMY, OCOONHBO Y
coGak. Ockinnku GIIOBAHHS Ta Jiapes € SBUIIAMH, fKi 4acTo
criocTepiraroTeCA MICHs NepopanbHOTO BBEIEHHS cobakam 1 €
0GOPOTHHMH, KIHIYHOI 3HAYYLIOCTI LMX ABMUL MNIS JIHOJEH
Hemae. lle TakoX miATBEPIKYETbCST THM (akTOM, IO
MPOTSTOM  TPHBAIOrO  NicagpeecTpauilinoro  mepiofy
Bpouxunpery H, TabneTky, BKpHTI MIiBKOBOIO 000/I0HKOIO (3
1993 p.) ne noBigomisitocs npo noAiGHi «nobiuni edexTin.

Toxcuunicts ©GaraTokpaTHHX 103 TAKOX BHBYAIM A
ycOpenro (BMCYIIEHE JIMCTA | EKCTPaKT) 1 OKPEMHX
iHrpesieHTie (THMOJ, KapBakpos, OJICAHOBAa KHCJIOTA) Y
MuILeld i nLypis IicHs TIEpopalibHOre BREACHHH. Pesynnrary
MOKA3aJIH, 1[0 TOKCHYHICT, MOXKHA KIacH(iKyBaTH K HH3BKY)|
(Cacaxi (Sasaki), 2005p.; Kypemi (Qureshi), 1991 p;
Xapoyn (Haroun), 2002 p.; FOxim (Youdim), 1999a, 1999b;
Xaran (Hagan), 1967 p.. Menuunu#l iHcTHTYT XyHaHS
(Hunan Med. Inst.), 1977 p.).

3) reHOTOKCHYHICTE:
in vitro

[enoroxcuunuit norenuian APl npenapary bpomxmnper
nocrnimkysanu y tect-cucreMax Gakrepifi i ccasuis (TX 08,
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TX 09, TX 10, TX 19) 3 meraboniuHoK akTHRALIEK Ta 0e3
Hei. PesynbraTH  IOKasand, 10 bpoHxunper He Mae
FEHOTOKCHYHOTO FIOTEHIIANY.

in vivo (BKTHOYHO 3 JOJATKOBOIO
OIHKOIO TOKCHKOKIHETHKH)

[licns nepopasibHOro BBEACHHA DPOHXHIIPET HE CHPHUMHSIE
OIIKO/DKEHHS. XpOMOCOM ab0 MITOTHYHOrO amnapary, K
OKa3aHO B MIKposiepHOMY TecTi in vivo Ha wypax (TX 04).

4) KaHIIEPOTeHHICTD:

JlocniJoKeHHs KaHL{EPOreHHOCT]
NPOBOKIIMCE 3 TAKMX MIPKYBaHb:

BEpoxxuipery HE

e Dbpouxuiper He HaIEXHTh [0 KJIacy IIpernapartiz i3

BiIOMUM  KaHLEPOTCHHMM  [OTEHIIaJoM,  SKHH
BBAXAETHCS AKTYATLHEM JUIA JTIOHHH.
e Tokcuxonorivui JIOCIIL/DKEHHS GaraToKkpaTHOIo

BBEJCHHS OCHOBHHMX inTpenieHTtiB bpomxumnpery abo
A®] BporxuipeTy He HaAIX JOK431B KAHIEPOTeHHOIo
MoTeHuiany. A

e A®] BpoHxuupery He MajH NOTEHIiany IJs 3amycky
reHHHX MYTalif i He 371aTHI BUKIHKATH [OLUKODKEHHS
XpoMocoM abo MITOTHYHOTO aapary.

3 MOMEHTY IHepuioro BHXOAy Ha puHOK y 1993 poui
CHOHTAHHWX [IOBIIOMJICHL TPO MOXNUIMBY MYTarcHHy H
KAHLEPOTEHHY A0, MO Mana 6 NpPHUMHHO-HAC/IAKOBHMA
3B’ 530K 13 npuifoMom Bpouxurpery, He HajIXOAMIO.

NOBTOCTPOKOBI JIOCITIKEHHS

H/3 (PO3TUISHYTI Yy AOCHIIDKEHHAX XPOHIMHOI TOKCHYHOCTI,
VB, BHIIE)

KOPOTKOCTPOKOBI TOCTLI/DKEHHA
a00 JIOCIIIKEHHS CepeHbOL
TPHBAIOCTI

H/3 (pO3TIAHYTI y HOCTIMKEHHAX TOKCHYHOCTI OAHOKPATHOTO
| 6araToKpaTHOrO BBEACHHS; THB. BUIIE)

JIOJATKOB] JOCHIJHDKEHH

He npeBogunucs

3) penpoyKTHBHA TOKCHYHICTE

MMOTOMCTBA:

T8 TOKCHYHME BIIJIHB Ha PO3BHTOK

BILIMB HA (epTWILHICTS 1 panHil
eMOpioHaNEHKH PO3BUTOK

A®] Bpouxurpery He BIUMBAIM Ha (QEPTHILHICTb | paHHIH
eMOpioHaNLHAH  DPO3BUTOK Y WIYPIB [0 MaKCHMAaTBHOL
nocnimprenol gosu (TX 11).

eMOpioTOKCHYHICTE

He 6ymo BHSBIEHO TEPATOTCHHMX €(pEKTIB, MOB’S3aHMX 3
fiKyBaHHAM, y LIYpiB i Kpomis JO HaABHINOI ZOCTI JDKEHO]]
nosu A®I Bponxunpery (TX 12, TX 131 TX 16, TX 17).

[IpCHATAIBHA | TOCTHATANIBHA
TOKCHYHICTh

ByJio focimxeno notenifauit prinus AQL bporxunpetry Hal
npe- Ta NOCTHaTaibHUM eMOpIOHANLHUM PO3BHTOK, & TAKOX
Ha MaTepUHCHKY dyukiiio y mypis (mokoninas FO, F1 ta F2),
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ko BaritHi camxu (FO) orpumysanu mpenapar 3 6-ro HHs
pariTHOCTI, A 4wac BariTHOCT Ta 40 21-ro ans naxrauii (TX
18).

Y xomHol 3 MatepiB-IypiB, sSKi OfepPAKYBaIH JOC/TI/DKYBAHHH
npenapar, abo y TteapuH-Garpki moxoniuna Fl1 He Oyno
sadikcopaHo ami 3MiH y Maci Tina Ta cnoxuBaHHL xd, ami
HEeONIKIB  MATCPHHCBKOrO  HOTJIAY, MOB’A3aHMX 13
OC/IDKYBAHAM MPEnapaToM.

Y mypar (nokoninus F1 ta F2) ne 6y/io 1oMI4eHO XOAHOTO
BIUIMBY JOCHIDKYBAHMX MpenapaTiB Ha iHjeKC BariTHOCTI,
iH/EKC HApOMKYBAHOCTI, IHAEKC IKHBOHAPOIKYBAHOCTI,
KINBKICTE MiCIp IMIUIAHTAIli Ta KUIBKICTH ILIYpSAT, [LO
nocarmy craterol 3pinocTi, Ta MEPTBOHAPOKEHMX. KpiM
Toro, JOCHIDKYBaHMH  [pernapar  He  BIUIMHYB  Ha
OCTHATATLHUH PO3BHTOK LIy psIT MOKOMiHAS F1.

YBOIHUTECH IOTOMCTBY

NOCTIDKEHHS, Y SIKMX [Iperapar

(aecTaTeBO3PLINM TBAPHHAM)
Ta/ab0 OUIHIOETHCS BiJjaNeHa is

He npoBoauiaucs

6) mictieBa epeHOCUMICTh

Henmae moGoI0BaHb LON0 MICIEBOT TEPEHOCHMOCTI
Bpouxumnpery abo Gyie-sKOro 3 HOro KOMIIOHEHTIB.
[lepopasibHe BBEAESHHS, IO 3AIHCHIOBAIOCS Mif Hac
IOCITiDKEHb TOKCHUHOCTI OHOKpaTHiX Ho3 mypam (TX 01),
e BUABMIIO BIAIIOBIZHMX O3HAK MiCIIEBOI HENEPEHOCHMOCTI

7) NONATKOBI JOCIIDKEHHSI
TOKCHYHOCTI:

AHTHIEHHICTD (YTBOPEHHS H/3
AHTHUTLI)

IMYHOTOKCHYHICTS H/3
OCTIJOKEHHS. MEXaHI3MIB J1iT H/3
NiKapchKa 3aJeXHICTE - » H/3
TOKCHYHICTh MeTaboiTiB H/3
TOKCHYHICTE JIOMIIIOK H/3
1HIIEe H/3

5. Bucnonxy 3a mapumMu
TOKHHIYHEX AOCITIKEHD

3rifHO 3 Pe3yNbTATAMH, ONMMCAHHMH BHINE, € NEPEKOHIHBI
loKas@ TOro, IO KOXEeH i3 JBOX eKCTpPaKTiB CrpHse
RaraibHUM (papmMaKoJMHAMIYHEM BIIACTHBOCTAM
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BpOHXHIpPETY, a came: MyKOJZiTHYHiH, OpoHXomiTHYHIH,
KalUIBO3ACHOKIANYBIH, NpOTH3ANAIBHIH, TMPOTHBIpYCHIA Ta
apTubakTepianshid mil. Tomy 1l JB& eKCTPAKTH BBAXAIOTHCS
HeoOXigHUMM Ui JIKYBAHHS  3aXBODIOBAHB  HYDKHIX
MXaTBHHX MUISXIB, TAKHX SK rocTpuit OpoHXiT,

Tokcuonoriunnit npodine Bporxunpery Ta OararopidHmi
KIHIUHEE OCBiM, M0 MiITBEPKYE TapHy [EpeHOCHMICTD
Tipenapary, CBifYaTh, L0 3aCTOCYBAHHS IBOTO POCITHHHOTO
TiKAPCHKOro 3ac06y Y peKOMEH/0BaHHX 103aX € De3neHHuM
ra Jo6pe MepeHOCHThCA.

[Hionuc]
3asgBHHUK (BIACHHK (ITianme)
peecTpaildHoro JI-p Bepnn Poittep (Bernd Roether)
[TOCBIAYSHHS) (S.N.P)
T'onosa niopozdiny DRA
([lunamivHol oyinKu
PU3UKig)

[Tlewarka xomnawii «bioHopuKa» |
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|Annex 30

‘to the Procedure of examination
registration materials for medicines
roducts submitted for the state

registration (re-registration), as well as

changes to registration materials
during the validity of the registration

certificate

I(paragraph 4 of chapter IV)

examination of materials on the introduction

REPORT

on clinical researches

1. Name of the medicinal product (if
available - registration certificate number):

Bronchipret® N, film-coated tablets, 20 or 25
tablets in a blister; 1 blister in a cardboard box (No.
20); or 2 (No. 50) or 4 (No. 100) of the blister in a
cardboard box.

2. Applicant

Bionorica SE, Germany

3. Manufacturer

Bionorica SE, Germany

4. conducted researches:

yes  no

if not, justify

In accordance with the requirements of Section 111
of the Procedure for examination of registration
materials for medicinal products submitted for
registration (re-registration), as well as examination
of materials on changes to registration materials
during the registration certificate approved by the
Order of the Ministry of Health of Ukraine 60460
from 23.07.2015 and in accordance type of drug
(well-established use) own clinical trials have not
been conducted.

The product has been approved in Germany based
on well-established use (WEU) herbal medicinal
product application (i.e., bibliographic application)
with the following Indication:

“For the relief of symptoms in acute bronchitis with
coughs and colds associated with viscous mucus.”
The active substance has been in well-established
use (WEU) within the EU, for at least 10 years,
with recognized efficacy and an acceptable level of

safety, taking into account the specificities of




%hytotherapy. This has been demonstrated with
respect to clinical and preclinical data by detailed
references to published scientific literature for
Bronchipret N, FCTs.

1) Type of medicinal product for which
registration has been or is planned

Well-established use (WEU) herbal medicinal
product application (i.e. bibliographic application)

5. Full name of the clinical trial, coded
number of the clinical trial

Efficacy and safety of Bronchipret FCTs was shown
in the E-BRO-4 study (Kemmerich et al. 2007).
This trial fulfilled all criteria of a controlled; GCP-
compliant clinical study of good quality, which is
required to substantiate efficacy of “well-
established” herbal medicinal products (i.e.,
controlled design, clear description of the herbal
substance/preparation, sufficient number of
patients; EMA/HMPC/104613/ 2005 — Rev. 1).

Therefore, the HMPC considers that the quality of
E-BRO-4 is sufficient to establish a well-
established medicinal use of Bronchipret FCT (i.e.,
its thyme herb dry extract combination with
primrose; see assessment report on Thymus vulgaris
L. and Thymus zygis L., herba and Primula veris L.
and Primula elatior (L.) Hill, radix,
EMA/HMPC/85124/2015).

E-BRO-4 showed that:

e The mean reduction in coughing fits on Days
7 to 9 relative to baseline was significantly
higher under verum (67.1%) than under
placebo (51.3%, P < 0.0001).

e A 50% reduction in coughing fits was reached
in the verum group 2 days earlier compared to
placebo group.

e The bronchitis severity score (BSS) improved
in both groups rapidly, but responder rates
were higher in the verum group (visit 2:
verum 77.5%, placebo 60.1%; visit 3: verum
92.9%, placebo 75.8%)

e Treatment with Bronchipret FCT was well
tolerated with no difference in the frequency
or severity of AEs between verum and
placebo. Severe or serious AEs were not
reported.

Kemmerich et al. (2007) concluded that oral
treatment with Bronchipret FCT for about 11 days
was superior to placebo regarding efficacy. The
study showed that treatment with the HMP was safe
and well tolerated.




6. Clinical trial phase not applicable for WEU
7. Clinical trial period from to
8. Countries where the clinical trial was —
conducted
9. Number of subjects planned: —

actual: —

10. Purpose and secondary goals of clinical
research

11. Clinical trial design

12. Basic inclusion criteria

13. The investigated drug, method of
application, efficiency

14. The drug comparison, dose, method of
application, efficiency

15. Concomitant therapy

16. Criteria for evaluating effectiveness

17. Safety assessment criteria

18. Statistical methods

19. Demographic indicators of the studied
population (sex, age, race, etc.)

20. Efficiency results

21. Safety results

22. Summary (conclusion)
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Applicant (Marketing
Authorisation Holder)

Head Division DRA
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Jlonatok 30

MPOTITOM TEPMiHY Iil
peecTpamiifHoro nocsiueHHs

(mynkT 4 posainy IV)

710 Iopsaky npoBenenns excneprusu
peecTpaiifnux MaTepianis Ha JKapchKi
3aCOOH, 110 NOJIAIOTECS HA JepyKaRrHy
peecTpauilo (epepeecTpaiiro), a Takox
EKCIIEPTH3U MaTepialliB PO BHECEHHS

3MIH JI0 peecTpauifiHuX MaTepianis

el e olle Botie ol Lol

3BIT

Npo KJiHIYHI BUNPOOYyBaHHS

1. Hasga nikapcekoro 3acoby (3a
HasBHOCTI - HOMep
peecTpanifHoro noceiueHHs):

bponxunper® H, Tta6aeTkn, BKpHTI IUIBKOBOIO
o06osonK010, 20 abo 25 Tabnerok y Guictepi; 1 Gmicrep y
KapToHHIH kopobui (Ne 20), aBo 2 (Ne 50) um 4 (Ne 100)
OuicTepa y KapToHHI KOpo6IIi.

2. 3asgBHUK

bionopuka CE, Himeuunna

3. BupoGuuk

bionopuka CE, HiMeuunna

4. IpoBeneni gociKeHHS:

TaK Hi SKIIO Hi, OOIPYHTYBATH

3rinHo 3 Bumoramm Posziny III Ilopsaky mposenerus
€KCIIEPTH3H PEECTPAIliHHUX MaTepialliB Ha JiKapchKi 3aco6H,
1110 TI0/JIAF0ThCS Ha JAEPYKaBHY pGECTpaHiIO (epepeecTparniio),
a TaKOX EKCIIEPTH3H MaTeplaﬂlB PO BHECEHHS 3MiH 10
PCECTPALlIAHUX  MaTepianiB  mpoTsroM  TepMminy il
PEECTPALIHOr0  MOCBiJYEeHHS,  YXBAlICHOr0  HAKA30M
MinictepcTBa oxopoHH 310poB’s Ykpainu No 60460 Bin
23.07.2015 p. Ta BimmoBisHO MO THMY JiKapCHKOro 3ac06y
(nobpe  BUBUEHE  3aCTOCYBAHHS), BAAaCHi  KJiHIYHi
OCITIDKEHHST HE TTPOBOTHITHCSL.

[Ipenapar 6yB cxBanenuii B Himeuunni Ha 0CHOBI 3asBKH Ha
POCTMHHUHA JIKapChKHI 3acib 3 106pe BUBYCHUM MeqHIHUM
sacrocyBanHsaM (WEU) (To6to GiGmiorpadivynoi 3assku) 3a
TAKUMH [10KA3aHHAMM:

« 17151 TIOJIErIIEHHS CHMIITOMIB FOCTPOro GPOHXITY 3 Kaliem
1 3aCTy[0K0, MOB’SA3aHHX 13 B S3KHM  CIIH3OMY. Hiroua
PEYOBHHA XapaKTEPU3YEThCs A00pPe BUBYEHUM MeIHYHHM
sacrocyBanasiv (WEU) B €C nporsrom npunaiivui 10

POKIB, 3 BU3HAHOIO e)eKTHBHICTIO Ta MPUHHATHUM DiBHEM




Oe3nekn, BpaxoByIOUH 0COGIHBOCTI ¢itorepamii. 1le 6yn<ﬂ
MPOJIEMOHCTPOBAHO  JAHMMH KIIHIYHUX 1 JOKJIHIYHHX
BUIPOOYBaHb 3 HaBEACHHAM HETATRHMX [OCHIAHb HA
omyOniKOBaHY — HayKOBy JiTeparypy A npenapary
Bponxunper H, Tabnerku, BKpHTI M1iBKOBOK 060JI0HKOIO.

1) Tun nikapcekoro 3acofy, 3a
SKHM IpoBOAMiIacs abo
TUIAHYEThCS PEeECTpallis

3asBKa Ha POCJMHHEI JTiKapehbKuif 3aci6 3 106pe BHBYCHIM
MennuHuM 3acTocyBanHsIM (WEU) (to6to Gibniorpadivuna
3asBKa)

5. IloBHa Ha3Ba KIIHIYHOrO
BUIIPOOYBAHHS, KOJIOBAHUI HOMED
KJIIHIYHOTO BHITPOOYBaHHS

Edextusnicts i Gesnexa npenapary Bponxumper, Tabaetku,
BKPHTI I1iBKOBOIO 060sI0HKOIO, Gyia IIPOJIEMOHCTPOBAHA B
nocuiokenni E-BRO-4 (Kemmepix (Kemmerich) 3i crigasr.,
2007 p.). Ile BunpoGyBaHHS BiANOBiTATO BeiM KpuTepis
KOHTPOJIbOBAHOIO; Lie OyJI0 KIiHIYHE JOCHIMKEHHS BHCOKO]
AKOCTI, sIKe BijMoBimano Bumoram Hanexnol BHpoBHHYO]
npaktukd  (GCP), neoOxigme s MiATBEpKCHHS
eexTHBHOCTI «I00pe BiJIOMHX» POCITHHHHX TKapChKUX
3ac00iB (T0OTO MaNo KOHTPOIBOBAHMI JIM3aiiH, YiTKUH OmMHC
POCJIMHHOI ~ PEYOBHHH/Ipenapary, JOCTATHIO  KibKICTH

nauientis; EMA/HMPC/104613/2005 — Pej. 1).

Takum gmnom, HMPC (Komiter 3 nikapchkux 3aco6is
POCIHHHOIO [MOXOKEHHs) BBa)kae, 1o Axicte E-BRO-4 ¢
JOCTaTHROIO, W00 BCTAHOBHUTH J00pe BimoMe MeauyHe
3aCTOCYBaHHs mpenapary bponxumper, TabieTkd, BKpUTI
ITiIBKOBOIO 0OO0NOHKOK (TOGTO TOEMHAHHS B HOro CKiai
CYXOro €KCTpPakTy TpaBH 4YeOpelIO 3 MPHMYJIOIO; IMB. 3BIT
npo ouinky Tpasu Thymus vulgaris L. i Thymus zygis L., a
TaKoX KopeHs Primula veris L. 1 Primula elatior (L.) Hill,
radix, EMA/HMPC/85124/2015).

[ocnimxenns E-BRO-4 npoxemonctpysaio, 1o:

e CepenHe 3MEHIIEHHS HamaliB Kauumo Ha 7-9 JHIB
NOPiBHAHO 3 BHXiJAHMM piBHeM GyJIO 3HAYHO BHIIUM Y
pasi 3actocyBaHHs aKTHBHOro mpenapaty (67,1%), Hix
y pasi 3actocypanns mane6o (51,3%, P < 0,0001).

* 3MEHWCHHS YacTOTH HamafiB Kauumo Ha 50% Gysio
JOCSTHYTO B IPyIi aKTHBHOrO Ipemapary Ha 2 jHi
paHillle OPIBHIHO 3 TPYIOIO MIanedo.

o llokasumk  Tsokkocti  Gpomxity  (BSS)  mBHako
NOKpaIuBes B 000X rpymax, ajie [OKa3HHKH BiMOBIIi
Oy BULIMMM B IPyIi aKTHBHOTO mpenapaty (Bi3uT 2:
aKTUBHUH mpenapar 77,5%, nnauebo 60,1%; Bizut 3:
aKTHBHUH mpenapat 92,9%, mnarebo 75,8%).

o Jliysanns npenaparom Bponxumper, tabieTku, BKpHTI
IUIIBKOBOIO  000JIOHKOK, 100pe mnepeHocuiocs 6e3
pisHuLi B YacToTi ab0 TAKKOCTI MOGIYHMX SBHIN MisK
aKTUBHHM npenapatoM 1 mmane6o. [Tpo Tsxki abo
cepiio3Hi HebaxaHi sIBUIA HE OB IOMIISIIOCS.

Kemmepix (Kemmerich) 3i cnisasr. (2007 p.) mifinum




BHCHOBKY, 10 [epopalbHE 3acTOCYBaHHs Ipernapary
BpoHxumper, TaGIeTKH, BKPUTI ILTIBKOBOIO 0GOIOHKOIO,
npotsiroM npubnmsHo 11 gmiB, 3abesmeuye  Ginbly
edexTuBHiCTL JikyBaHHs, HiX nnane6o. JlocuimkeHus
MOKA3a0, IO JiKyBaHHS LHM POCIMHHHM JIKapChLKUM
zacobom Oyito Gezneunum i 1o6pe mepeHocuIocs.

6. ®asa KIiHIYHOTrO BUIPOOyBaHHs

He 3actocoByeThes juisi mpemapatiB 3 100pe BHBUEHHM
3aCTOCYBaHHAM

7. Ilepion mpoBeneHHs KIiHIYHOTO |3 1o

BUIIPOOYBaHHS

8. Kpainu, ne nposoaunocs -

KJTiHIYHEe BUITPOOyBaHHs

9. KinbKicTh yUacHHKIB 3aIIaHOBaHa: —
(dakTHyHa: —

10. Meta Ta BTOpHHHI 1ii
KJIIHIYHOIO BUIIPOOYBaHHS

11. Jluzaits KIiHIYHOTO
BUIIPOOYBAHHS

12. OcHoBHI kpHUTepii BKIIOUEHHS

13. JlocmimkyBaHui JTiKapehKH i
3acib, crocib 3acrocyBaHHs,
e(heKTHBHICTE

14. Ilpenapar-nopiBHgHHS, 1034,
crocib 3acTocyBaHHs,
e(eKTHBHICTE

15. CynyTtHs Teparmis

16. Kputepii oninku eekTuBHOCTI

17. Kputepii ominku Oe3nexu

18. CraTHcTUYHI METOIH

19. lemorpagiyni OKa3HHKH
TOCTIIDKYBaHOI onyJisnii (CTaTh,
BIK, paca TOLIO)

20. PesynbTaTn aHamizy




ehexTuBHOCTI

21. Pesynbratn ananisy 6esnexn

22. Pesiome (BHCHOBOK) —

[Hionuc]
3asiBHUK (BJIACHUK (Miame)
peechaulﬁHoro H-p bepuna Poittep (Bernd Roether)
NOCBITYCHHS) (S.N.P)
T'onosa nioposoiny DRA
([unamiunoi oyinxu
PU3UKIG)

[[Tewatka xomuanii «Bionopuka»]
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to the Procedure of examination
&egistration materials for medicines
products submitted for the state

registration (re-registration), as well as

changes to registration materials
during the validity of the registration

icertificate

(paragraph 4 of chapter IV)

examination of materials on the introduction

REPORT

on preclinical researches

1. Name of the medicinal product (if
available - registration certificate
number):

Bronchipret® N, film-coated tablets, 20 or 25 tablets
in a blister; 1 blister in a cardboard box (No. 20); or 2
(No. 50) or 4 (No. 100) of the blister in a cardboard
box.

1) Type of medicinal product for which
registration has been or is planned

Well-established use (WEU) herbal medicinal product
application (i.e. bibliographic application)

2) conducted researches:

v'yes no  ifnot, justify

The active substance has been in well-established use
(WEU) within the EU, for at least 10 years, with
recognized efficacy and an acceptable level of safety,
taking into account the specificities of phytotherapy.
This has been demonstrated with respect to preclinical
data by detailed references to published scientific
literature for Bronchipret N, FCT.

Additional nonclinical studies were conducted because
of incomplete or missing data in literature (e.g.,
genotoxicity studies). Such additional nonclinical
studies are allowed for WEU to support marketing
authorisation or registration (see EMA “Guideline on
non-clinical documentation in applications for
marketing authorisation/registration of well-established
and traditional herbal medicinal products™).

2. Pharmacology:

1) primary pharmacodynamics

Bronchipret N, FCT possesses mucosecretolytic,

bronchodilating, cough-soothing and anti-




inflammatory activity and shows antibacterial and
antiviral effects as well.

‘Mucosecretolytic effects:

Thyme herb and primula root complement each other
due to their secretolytic effects: thyme extract
containing thymol showed a direct secretolytic effect
(Boyd and Sheppard, 1969), and increased the
mucociliary transport (Begrow et al, 2010) and ciliary
beating (PD 17). Primula with its saponins caused
indirect reflectory secretolysis mediated by the gastric
mucosa, with reflex stimulation of the bronchial
mucous glands (Henderson and Taylor, 1910; Boyd,
1954). The combination of the two drugs attenuated
both IL-13- and LPS-induced goblet cell metaplasia
and mucin MUCSAC production (PD 24, PD 25),
showed a synergistic effect on IL-8 release from
human monocytes (Nauert et al. 2005) and increased
ciliary beat frequency (CBF) in guinea pig lung slices
(PD 17).

Bronchodilating effects:

In vitro and in vivo studies showed that Bronchipret
possesses relaxing effects on airway smooth muscles
(PD 22 and PD 23). Spasmolytic effects of thyme and
primula extracts were also observed (e.g., van den
Broucke and Lemli, 1981; Meister et al., 1999:
Boskabady et al., 2006; Begrow et al., 2010;
Engelbertz et al., 2008; Reiter and Brandt, 1985;
Micnik and Kujanceva, 1984; Beer et al., 2007,
Wienkotter et al., 2007).

Cough-soothing effects:

The APIs of Bronchipret showed in combination potent
cough-soothing effects in an in vivo cough model (PD
10, PD'16,. PD 21).

Antiviral effects:

Single extracts from thyme and primula as well as
Bronchipret showed antiviral activity against various
respiratory viruses (PD 04, PD 05, PD 11) in vitro.
Furthermore, Bronchipret reduced the virus titer in
lung tissue of RSV-infected mice and attenuated the
associated inflammatory activity (PD 18).

In literature, antiviral activity of extracts from thyme

and primula were reported by Christoffel et al. (1998),
May and Willuhn (1978), Zeina et al. (1996), Astani et
al. (2010), Swarup et al. (2007), and Rao et al. (1974).

Antibacterial effects:




Extracts from thyme and primula and especially their
mixture showed antibacterial activity (PD 03, PD 12).

Antibacterial effects of thyme extracts were also
reported by Pei et al. (2009), Lambert et al. (2001),
Burt (2004), Shapiro and Guggenheim (1995), Ultee et
al. (1999), Loughlin et al. (2002), Si et al. (2006), Di
Pasqua et al. (2007), Xu et al. (2008) and Nostro and
Papalia (2012).

(Anti-inflammatory/antioxidant effects:

Treatment with thyme extract and thymol as well as
primula root extract reduces experimentally induced
inflammatory phenomena. Bronchipret and its
ingredients potently inhibited the in vitro formation of
leukotrienes and 5-LO activity (PD 13). In vivo,
Bronchipret reduced inflammatory markers induced by
a) RSV infection, b) LPS/elastase instillation and c)
LPS instillation (PD 18, PD 20, PD 25).

Anti-inflammatory effects of thyme extracts and
thymol as well as primula root extract were also
reported by Christoffel et al. (1998), Hotta et al.
(2010), Lindgren et al. (1977), Dewhirst (1980), Skold
et al. (1998), Yucel-Lindberg et al. (1999), Braga et al.
(2006), Azuma et al. (1986), Feng and Jia (2014) and
Leslie (1978).

The antioxidant and scavenging activities of thyme oil
have been attributed mainly to thymol (Youdim et al.,
1999; Zheng and Wang, 2001; Teissedre and
Waterhouse, 2000; Kruk et al., 2000; Jukic and Milos,
2005, Braga et al., 2006) and carvacrol (Zheng and
Wang, 2001; Teissedre and Waterhouse, 2000). High
scavenging activities were demonstrated for thyme and
primula root extract in vitro (PD 06).

2) secondary pharmacodynamics

Thyme extract has a relaxing effect on smooth muscles
in the gastrointestinal tract (Van den Broucke and
Lemli, 1981).

Moreover, it led to growth inhibition and apoptosis of
human colon cancer cells in vitro (Yi and Wetzstein,
2011).

In mice and rats, water extracts of thyme alleviated
alcohol-induced increased levels of liver enzymes and
furthermore improved the histological architecture of
liver and kidney (Shati and Elsaid, 2009, Abd el Kader
and Mohamed, 2012).

Administration of a lyophilized decoction of thyme to
rats lowered elevated blood pressure levels and
improved altered renal tissue (Kensara et al., 2012).




3) safety pharmacology

During safety pharmacology studies, no evidence for
any safety issue was generated from studies on
receptor affinities, CNS, cardiovascular system, or
respiratory function assessments (PD 14, PD 15, TX
06).

4) pharmacodynamic interactions

No interactions leading to adverse drug reactions
(ADRs) have been reported for thyme or primula
extracts (ESCOP-Monographs). Therefore, no
interactions resulting in ADRs are expected for
Bronchipret when used at the recommended dosage.

3. Pharmacokinetics:

1) analytical methods and reports on
their validation

n/a

2) absorption

The ADME properties of Bronchipret API have not
been studied.

There is no information available on the mutual
influence of ingredients from thyme and primula on
their absorption.

Thyme extract. Thymol has a relatively high
lipophilicity (El-Kattan et al., 2001). Consequently, it
is readily absorbed from the intestine in man, dog,
rabbit and rat (Schroder and Vollmer, 1932; Takada et
al. 1979). In rats, no accumulation of thymol was
found in the lungs (Schroder and Vollmer, 1932). In a
cell model, there is evidence that phenolic acids such
as rosmarinic acid are absorbed by paracellular
diffusion (Konishi and Kobayashi, 2005).

Primula extract: In general, saponins are poorly
absorbed (ESCOP Monograph Primulae radix, 2003).

3) distribution

See before (absorption)

4) metabolism

Bronchipret/thyme extract/primula extract

In rats, after oral administration of thymol, several
phase-I-metabolites were detected in the urine
(Austgulen et al., 1987). In plasma of rats, dogs, and
rabbits only thymol sulphate could be detected in
repeated dose toxicity studies after administration of
Bronchipret API, while concentrations of pure thymol
were below the analytical limit of quantitation (PK 01,
PK 02, PK 03, and PK 04). However, it is possible that
sulfatases in the lung cleave thymol sulphate to free
thymol that can be eliminated via the respiratory tract

(Bischoft, 2000). After oral administration of thymol to




rabbits, the main metabolite of thymol found in urine
was the glucuronic acid conjugate (Takada et al.,
1979). In rats, rosmarinic acid was intensively
metabolized (Nakazawa and Oshawa, 1998). The
flavonoid quercetin is extensively metabolized by rat
hepatocytes (Oliveira et al., 2002).

5) excretion

In the rat, thymol metabolites were mainly excreted
within 24 hours (Schréder and Vollmer, 1932;
Austgulen et al., 1987).

6) pharmacokinetic interactions
(preclinical)

Neither extracts or ingredients of Thymus vulgaris
(incl. thymol, carvacrol, etc.) nor extracts or
ingredients of Primula veris roots (incl.
protoprimulagenin A, gossypetin, quercetin, primverin,
primulaverin) are listed as inducers or inhibitors of
CYP isoenzymes. Based on our current knowledge and
assuming the recommended usage it is unlikely that
Bronchipret interacts with other medications in a
clinically relevant way (Derendorf, 2006).

7) other pharmacokinetic studies

n/a

4. Toxicology

1) toxicity in case of single
administration

Single-dose toxicity studies of Bronchipret in mice
(TX 02) and rats (TX 01, TX 03) underline its good
safety profile. Therefore, Bronchipret is well-tolerated
with no risk of acute intoxication from inappropriate
use.

Single-dose toxicity was also tested for thyme extract
and separate ingredients (thymol, carvacrol, oleanolic
acid, rosmarinic acid) in mice, rats, and rabbits after
oral and parenteral administration (e.g., Qureshi et al.,
1991; Skramlik, 1959; Opdyke, 1974; Jenner, 1964;
Parnham, 1985; Hunan Med. Inst., 1977; Singh, 1992).
The results showed that the acute toxicity of the extract
and the tested ingredients can be classified as nearly
nontoxic.

2) toxicity in case of repeated injections

Repeat-dose toxicity of Bronchipret (i.e., its API
mixture) was assessed in rats (4 weeks: TX 04, 26
weeks: TX 14) and dogs (4 weeks: TX 06, 39 weeks:
TX 15), as well as in a preceding dose range finding
(TX 05).

The clinical findings observed in rats and dogs, after
oral administration of high doses of the API mixture,
indicate an influence on the autonomic nervous system,

especially in dogs. Since emesis and diarrhea are




commonly observed after oral administration in dogs
and are reversible, there is no clinical relevance of
these events for humans. This is also confirmed by the
fact that during the long marketing period of
Bronchipret N, FCT (since 1993) no similar “side
effects” have been reported.

Repeat-dose toxicity was also tested for thyme (dried
leaf and extract) and individual ingredients (thymol,
carvacrol, oleanoic acid) in mice and rats after oral
administration. The results showed that the toxicity can
be classified as low (Sasaki, 2005; Qureshi, 1991:
Haroun, 2002; Youdim, 1999a, 1999b; Hagan, 1967;
Hunan Med. Inst., 1977).

3) genotoxicity:
in vitro

The genotoxic potential of the APIs of Bronchipret was
examined in bacterial and mammalian test systems (TX
08, TX 09, TX 10, TX 19) with and without metabolic
activation. The results showed that Bronchipret has no
genotoxic potential.

in vivo (including additional
toxicokinetic assessment)

After oral administration, Bronchipret does not cause
damage to the chromosomes or the mitotic apparatus as
shown in an in vivo micronucleus test in the rat (TX
04).

4) carcinogenicity:

No carcinogenicity studies have been conducted with
Bronchipret because of the following considerations:

e Bronchipret does not belong to a product class
with known carcinogenic potential that is
considered relevant to humans.

» Toxicological studies with repeated
administration of major ingredients of
Bronchipret or the APIs of Bronchipret did not
provide any evidence of a carcinogenic
potential.

e The APIs of Bronchipret possessed no potential
for triggering gene mutations and are not able
to induce damage to the chromosomes or the
mitotic apparatus.

Since first marketing introduction in 1993, no
spontaneous reports of possible mutagenic or
carcinogenic effects in causal relationship with the
intake of Bronchipret have been received.

long-term research

n/a (covered by the chronic toxicity studies; see above)

short-term research

or a research of medium duration

n/a (covered by the single- and repeat dose toxicity
studies; see above)




study of mechanisms of action n/a
drug dependence n/a
toxicity of metabolites n/a
toxicity of impurities n/a
other n/a

5. Conclusions on preclinical studies

According to the results described above, there is
profound evidence that each of the two extracts
contributes to Bronchipret's overall pharmacodynamic
properties, i.¢., mucosecretolytic, bronchodilating,
cough-soothing, anti-inflammatory, antiviral, and
antibacterial effects. The two extracts are therefore
considered to be essential for the treatment of lower
airway diseases such as acute bronchitis.

The toxicological profile of Bronchipret and the many
years of clinical experience with the good tolerability

-------- ris\well tolerated and safe.
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Npo AOKJIIHIYHI JOCi1KEHHHA

1. Hazga nikapcekoro 3acoby (3a
HasABHOCTI — HOMEP
peeCTparliifHoOro MOCBITUEHHS):

bpouxunper® H, rabierkn, BKpHTI IJ1IBKOBOKO
o6oJi0HKOI0, 20 abo 25 tabnetok y Gmictepi; 1 Gmictep y
KapTouHii kopobiti (Ne 20), abo 2 (Ne 50) un 4 (Ne 100)
Omicrepa y kapTOHHIH KOpoO1Li.

1) Tun nikapeskoro 3aco0y, 3a
SIKUM TIPOBOJHIacs abo
[IaHy€eThCs peecTpalis

3asBKa Ha POCITMHHHKH JIiKapchbkuil 3acid 3 100pe BUBYEHHM
meaununuM 3actocyBanisam (WEU) (to6to 6i6niorpadiyna
3asBKa)

2) IpOBEAEHI JOCIIIKEHHS:

VTak Hi  gKIIO Hi, 0BIPYHTYBATH

Jliloua pe4yoBHHA XapaKTepU3yeTbes AoOpe BHBUECHHM
meandaHum 3acrocyBannam (WEU) y wmexax €C Bxe
npotdarom  npuHaiiMHi  10-TH  pokiB, 3  BHU3HAHOIO
e(DEeKTHBHICTIO Ta TNPHHHATHUM piBHeM Oe3neku 3
ypaxyBaHHsAM ocobnuBoctedt  ¢itorepanii. Ile  Oymno
IPO/IEMOHCTPOBAHO CTOCOBHO KJIHIUHMX Ta JIOKJIIHIYHHX
NAHUX y NETAILHUX MOCHIAHHAX Ha OmyOJiKOBaHY HAayKOBY
miTeparypy wiono mnpemapary bpomxumnper H, tabnetkwm,
BKPHUTI [1JIIBKOBOIO 000JIOHKOIO.

bymu mpoBeacHI AONATKOBI JOKIIHIYHI JTOCHTIDKEHHS depes
HeroBHi abo BiacyTHI mami B JstiTepaTypi (HampuKIa,
TOCITIDKEHHS reHoToKkcHuHocTi). Taki J01aTKOBI HEKJTIHIYHI
MOCTIDKEHHs JOMYCKAKTBCs JUIsl [penapariB 3 jio0pe
BUBUCHHUM 3aCTOCYBaHHSIM TSI M KPITICHHS
peecTpaniiinoro nocsigyenHst abo peectpauii (nuB. EMA
«HacranoBu 1010 JOKyMeHTail JOKIIHIYHUX TOCHTITKEeHb Y
3aaBax 00 0JIEPIKAHHS peecTpauiinoro
MOCBIAYeHHs/peecTpaiil go0pe BIIOMHX Ta TpajMIIHHHX
[POCJIMHHHX JIiKapChKHX 3ac00iB»).




2. Mapmakooris:

1) nepeuHHa hapmaxoauHamika

Bpouxunper H, TabyieTku, BKPUTI IUTIBKOBOIO 000JIOHKOIO, MAE

MYKOJITHYHY, OpOHXOAUIATAIliHY, KallllTb03aCIOKIHITHBY Ta
MPOTH3ANAIBHY /110, & TAKOXK BUABIAE aHTHOAKTEPIAIbHUH Ta
MPOTUBIPYCHUIT BIIUB.

Myxkonimuuna oia:

Tpapa wyabpeuto 1 KOpIHb MNPUMYJIH JONOBHIOKTH OJMH
OZIHOTO 3aBSKH CBOIM CEKPETONITHYHHM ¢(EKTaM: eKCTPAKT
uyeOpemto, 10 MICTUTH  THMOJI,  BHSIBUB  INPSIMHI
cexkperodiTHuHuil  epekr (boia (Boyd) 1 Ilenmapi
(Sheppard), 1969 p.) Ta niACHIHB MyKOLMJAPHHI TPaHCIOPT
(Berpoy (Begrow) 3i cmiBaBrt., 2010 p.) Ta pyx Biiiok emiTesnito
(PD 17). Ilpumyna, w0 MiIiCTHTH CalOHIHM, BHKJIHKala
HelpsMUil  pedJIeKTOpPHUH  CceKpeToJii3, OllocepeIKOBaHUMN
[UIYHKOBOK  CJM30BOK  000JIOHKOIO, 3 pediekTopHolo
CTHMYJISILIIEID  CIHM30BHX  3a103  OponxiB  (I'enjepcon
(Henderson) i Teitnop (Taylor), 1910 p.; boiin (Boyd), 1954
p.). Iloennanust nBOX LMX MpernapariB MocnabmoBaso sk
inaykoBany IL-13- ta LPS-merannasiio kemuxonogiOHHX
kiritiH Ta cuHTe3 Myuuny MUCSAC (PD 24, PD 25),
MOKA3aJl0 CHHEPriyHWil BIIWB Ha BUBIAbHeHHs [L-8 3
monouutie moaunu (Hayept (Nauert) 3i cniBat., 2005 p.) i
30iblneHHsT 4acToTH pyxiB Bifok (UPB) y 3pisax nerenis
MopchbKoi ¢cBUHKH (PD 17).

bpouxonimuuna dia:

JlocnipKeHHs in vitro Ta in vivo moxasaiu, 0 bpoHxunper
CIIpHYHHSE po3cnabieHHs [IaJAKUX M 31B IUXAJbHUX HLISXIB
(PD 22 Tta PD 23). Cnocrepiraiu TakoX CHa3MOJITHYHI
eeKTH eKCTPaKTIB 4eOpeIrro 1 MpUMyJIH (HarpHKIIai, BaH Jep
bpoyke (van den Broucke) i Jlemni (Lemli), 1981 p.;
Meiicrep (Meister) 31 cniapr.,, 1999 p.; bBockabani
(Boskabady) 3i cnisast.,, 2006 p.; Berpoy (Begrow) 3i
cniBagnt., 2010 p.; Earenbepru (Engelbertz) 3i cnisast., 2008
p.; Peiitep (Reiter) i Bpanar (Brandt), 1985 p.; Micuik
(Micnik) ta Kysunuesa (Kujanceva), 1984 p.; bip (Beer) 3i
cniBant., 2007 p.; Bienkorrep (Wienkotter) 31 cnisast., 2007
p.).

Kawnvoszacnoxiiiiuea ois:

A®I y cximani Bpouxunpery y komOiHauii AeMOHCTPYIOTH
MOTY)KHY KalllTb03acnoKIHIUBY 1110 Ha MOJIEN KL in vivo
(PD 10, BD 16, PD 21).

IIpomuegipycna oia:

OxpeMi excTpakTH uyeOpelio Ta NPUMYIH, a TaKOXK
BpOHXHUIIPET BHSBHIH MPOTHBIPYCHY [UIO IPOTH PI3HHX
pecriparopuux Bipycis (PD 04, PD 05, PD 11) in vitro. Kpim

TOro, BpOHXMIpPET 3HIKYBAB THTDP Bipycy B JIETCHEBiH




TKaHHHI MHLLEH, 1H(]iKoBaHKX pecnipatopHo-
CHHLMTIanbHUM Bipycom (PCB), i mocnabniosas nos’s3any 3
HUM 3ananbHy akTuBHicTh (PD 18).

Y jiTepaTypi 0po NpOTUBIPYCHY JIiI0 eKCTPAKTIiB YeOpelto Ta
npumyaH nosiaomisima Kpicrodden (Christoffel) 31 crisasr.
(1998 p.), Meit (May) ta Bisnyn (Willuhn) (1978 p.), 3eiina
(Zeina) 31 cmiBaBT. (1996 p.), Acrani (Astani) 31 criBagt.
(2010 p.), Ceapyn (Swarup) 3i ciBast. (2007 p.) i Pao (Rao)
3i cmiBast. (1974 p.). '

Anmubakmepianvua ois:

ExcTpaktu ueGperio ta MpuUMyIH, a 0COOJHBO IXHS CyMilll
npoaeMoHCTpyBaiu anTubakTepiansuy aito (PD 03, PD 12).

[Ipo anTHOakTepianbHy [iI0 EKCTPaKTIB 4eOperio Takoxk
nopigomumu [leit (Pei) 3i cmiast. (2009 p.), Jlambepr
(Lambert) 3i cmiBarr. (2001 p.), Bepr (Burt) (2004 p.).
[lamipo (Shapiro) ta I'yrrenxaiim (Guggenheim) (1995 p.).
Yati (Ultee) 31 cmiBast. (1999 p.), Jlormin (Loughlin) 3i
criBast. (2002 p.), Ci (Si) 31 cuieast. (2006 p.), Ji INackya
(Di Pasqua) 3i cniagt. (2007 p.), Cro (Xu) 3i cnisagr. (2008
p.) i Hocrpo (Nostro) i [Tananist (Papalia) (2012 p.).

IIpomuzananvna/anmuokcudanmna 0ia:

JlikyBaHHS €KCTpPakTOM ueOpero Ta THMOJIOM, a TaKoX
EKCTPAKTOM KOPEHS MPHMYJIM 3MECHILIYE €KCIePHUMEHTAIBHO
IHIyKOBaHi 3anmayipHi  sIBHINA. DBpoHXMIpeT Ta iforo
IHrpelieHTH MOTYKHO MPUTHIYyBaIH YTBOPEHHSI
IIeHKOTPIEHIB /1 Vifro Ta aKTUBHICTE S-yinokcurenasu (5-LO)
(PD 13). In vivo bpouxurnper 3HHIKYBaB piBeHb MapKepiB
3amajeHHs, CHpHYMHeHMX a) iHQekuiero PCB, b)
iHeTHIsier0  ninononicaxapunis  (JITIC)/enacrasu ta ¢)
inctunsuieto JITIC (PD 18, PD 20, PD 25).

IIpo mpoTuzananbHy JiF0 €KCTPAKTIB yeOpelo Ta THMOIY, a
TAKOXK  €KCTPAaKTy  KOpPEHs  TNpPHMYJIH  [OBIIOMIISIIH
Kpicrodpden (Christoffel) 3i cmisar. (1998 p.). Xorra
(Hotta) 31 cmiBasr. (2010 p.), Jlinmrpen (Lindgren) 3i
criBaBT. (1977 p.), Hesipct (Dewhirst) (1980 p.). Cxonn
(Skold) 3i cmiBaBr. (1998 p.), HOcen-JlinaGepr - (Yucel-
Lindberg) 31 cniasrt. (1999 p.), Bpara (Braga) 3i cnisasr.
(2006 p.), Asyma (Azuma) 3i crmiBaBT. (1986 p.), ®enr (Feng)
1 Jlxia (Jia) (2014 p.), a taxox Jlecni (Leslie) (1978 p.).

AHTHOKCHJAHTHY T4 OYHCHY 1110 0JIii yeOpemto MpHIHCYIOTh
rosioBHUM 4yuHOM TtuMony (IOmim (Youdim) 3i cmiBaBrT.,
1999 p.; Yxken (Zheng) ta Ban (Wang), 2001 p.; Teiiceup
(Teissedre) ta Yotepxayz (Waterhouse), 2000 p.; Kpyk
(Kruk) 3i cniasr.,, 2000 p.; XKykia (Jukic) Ta Minom
(Milos), 2005 p., bpara (Braga) 3i cmiBaBt., 2006 p.) i
kapakpony (YDxen (Zheng) ta Bam (Wang), 2001 p.;
Teiicenp (Teissedre) ta Yorepxays (Waterhouse), 2000 p.).




Bucoxa akTHBHICTh OuHMIleHHs OyJ1a TPo/IEMOHCTPOBAHA sl
eKCTPaKTy KOpeHiB uebperiio Ta npumynd in vitro (PD 06).

2) BropunHa papMakoIHHaMIKa

ExcrpakT uebpelio cripuuuHsc po3caabaeHHs riaakol
MYCKYJIaTypH LIJTyHKOBO-KHIIKOBOTo TpakTy (Ban nep
Bpoyke (Van den Broucke) 1 Jlemui (Lemli), 1981 p.).

KpiM TOro, BiH NPH3BOAUB [0 TPHTHIUEHHS POCTY Ta
AIoNTO3y KJIITHH paKy TOBCTOTO KHUINEYHHKA JIOJMHU in Vilro
(Mi (Yi) Ta Bersteitn (Wetzstein), 2011 p.).

Y Mulel i mypiB BOAHI €KCTpakTH 4yedpeiio 3MEHIIYBaH
CIpHYMHEHE AJKOTOJEM MiJABHINEHHsS pPIBHS IEYiHKOBHX
(epMeHTIB 1, KpiM TOTO, TOKpALIyBaJH iCTOJNOrIYHY OYyIOBY
neuinky ta Hupok (Illari (Shati) Ta Encain (Elsaid), 2009 p..
A6x enp Kamep (Abd el Kader) ra Moxamen (Mohamed).
2012 p.).

BeejenHst mypam JTiogisizoBaHoro  Bigsapy 4edpertio
SHIKYBAJIO IIIBHLIEHHH apTepiabHUi THCK 1 MOKpaIlyBaio
smineny nHupkoBy TkanuHy (Kenzapa (Kensara) 31 crisasT.,
2012 p.).

3) dapmaxororis Oe3nexu

[Tin wac (papMakoJIOTiYHHX IOCTi/pKeHb Oesreku -He Oyno
OTPUMAHO JKOJHHX JOKa3iB Mmonao Oyab-akoi mpobiemu
Oeanexy 3a JAHUMH JOCHDKeHb aQiHHOCTI 0 penenTtopis,
ouinku crany I[HC, ceprero-cyqunnoi cucrtemu abo
muxaneHoi Gyuxnii (PD 14, PD 15, TX 06).

4) papmakoJuHAMIYHI B3a€MOIT

Jlnst excTpakTiB uebperro abo NPUMYTH HE TMOBIAOMIISIOCH
po B3a€MOJIL, 1110 NpH3BOAMIN O 10 HeOakaHUX peakuii Haj
mikapceki  3acodm  (ADR)  (momorpagii  ESCOP
€sporeiickka HaykoBa acouianiss 3 (Qitorepamnii). Taxum
YHHOM, 32 YMOBHM  3acTOCyBaHHSl  BpoHxumpery B
PEKOMEHIOBAHUX J03aX HE OYiKyeTbcs B3aeMoOjii, 110
PU3BOIAITH O 10 HeOaXaHUX peakliil Ha JTikapchki 3acO0H.

3. dapMaKkoKiHeTHKA:

1) aHamiTHYHI METOIHKH Ta 3BITH
111010 TX BasiaaLil

H/3

2) BCMOKTYBaHHs

BiacTMBOCTI BCMOKTYBaHHS, pO3MOALTY, Meraboiy3My Ta
puBecHHs ADI BpoHXUIIpeTy HE H0CTIIKYBaIUC.

BigcytHs  iHQopmaiis  CTOCOBHO  B3a€MHOIO  BILIMBY
iHrpenieHTiB yeGperlo Ta MPUMYJIH Ha X BCMOKTYBaHHS.

Excmpakm  weopeyro. 'TUMOJ1 Mae BIJIHOCHO BHCOKY
ninodineuicts (Ens-Karran (El-Kattan) 3i cnisasr., 2001 p.).
Omxe, BiH J€rKk0 BCMOKTYEThCS 3 KHIUEYHHKA JIIOJIHHH,
cobaxu, kpons Tta uypa (IlIpemep (Schroder) i ®omnmep
(Vollmer), 1932 p.; Takana (Takada) 3i cmisabt. 1979 p.). ¥




IypiB He OyJI0 BHSBJICHO HAKOIMHYEHHS THMOJY B JIET€HsX
((Lpenep (Schroder) i ®omvep (Vollmer), 1932 p.). Ha
KIITHHHIM Mojesi Oy10 oepkano JJOKa3H TOro, o (heHoIbHI
KHCJIOTH, Tal{i K pOBM'deHOBa KHCJI0TA, MNOTJIHHAKTBCSH
mugxoM mapanemoisprol  audysii (Komimi (Konishi) Ta
Ko6asi (Kobayashi), 2005 p.).

Excmpakm  npumynauw: — 3araloM — CallOHIHM  IIOTaHO
sacBororoThea  (Monorpadis  ESCOP  «Primulae  radix»
(«Kopinb npumysm», 2003 p.).

3) po3nojiin

JIMB. BHINE (BCMOKTYBAaHHSH)

4) meTaboizm

Bpouxunpen/eKcmpakm 4eopeuto/eKcmpakm npumyu

Y mypiB micjisi NepOPaIbHOTO BBEASHH: THMOJY B cedi Oyso
BHSIBJICHO Kijibka MetabouiTis (asu I (Aycrrynen (Austgulen)
3i cripart., 1987 p.). ¥ muasmi kpoBsi mrypis, cobak i KpoJiB
i vac JOCHIiUKeHHS TOKCHUYHOCTI OarartokpatHux 103 ADI
Bpouxunpery mMoxia OyjI0 BHSIBHTH JIHIIE CYJIb(aT THMOIY,
TOMl K KOHIEHTpauii YMCTOrO TUMOJY OyaM HHKYAMH 3a
aHATITHYHY MKy KinbkicHoro Busnauenns (PK 01, PK 02,
PK 03 i PK 04). Omnax MOMXJIHBO, 110 CyabhaTasu B JIETCHAX
PO3MIEIIIIOIOTH CYJIb(AT THMOMIY 10 BIILHOTO THMOJY, SKHH
MOKE BHBOJUTHCH depe3 muxaybHi uuwaxu  (Bimxodd
(Bischoff), 2000 p.). ITicist mepopajbHOro BBEJICHHS THMOITY
KpOJISIM OCHOBHMM METabOJITOM THMOJTY, BUSBIEHHM Yy cedi,
6ys xou’rorar rmokyporosoi kuciot (Taxama (Takada) 3i
cmiBaBT.,, 1979p.). VY uIypiB po3MapuHOBa  KHCIOTA)
inTencupHo Mertabomisyetbess (HakasaBa (Nakazawa) #
Omasa (Oshawa), 1998 p.). QuaBoHOIn  KBEpUETHH
{HTEHCHBHO  MeTaboNi3yeThesl  reraroudTaMd  LIypiB
(Omigeiipa (Oliveira) 3i cniasT., 2002 p.).

5) BUBeieHHS

V mypiB MeTaGoJIiTH THMOJYy B OCHOBHOMY BHBO/IHIIUCS
npotsrom 24 romun ((Ipexep (Schréder) 1 ®ommep
(Vollmer), 1932 p.; Aycrryner (Austgulen) 3i cniBasrT.,
1987 p.).

6) (hapMaKOKiHETHUHI B3aeMOJIT
(noKTiHIYHI)

Ani excrpakTi uM iHrpenientu Thymus vulgaris (BKIOUHO 3
THMOJIOM, KapBakpoJioM TOIIO), 4aHi eKCTPaKkTH UM
inrpeieHTH  KopeHiB  Primula  veris  (BKIrO4HO 3
[IPOTONPUMYJTareHiHOM A, TOCHIIETHHOM, KBEPIETHHOM,
[IPUMBEPHHOM,  [IPUMYJIABEPHHOM) He  3a3HaueHi  sK
inaykropu uM inri6iropu izodepmentis CYP. Buxomauun 3
HAIOMX TEMEPINIHIX 3HaHb 1 32 YMOBH PEKOMEHIOBAHOTO
3acTOCYyBaNHsA, MATOHMOBIPHO, 1o Bponxunper B3aemozie 3
IHIIMMH JTIKApCHKUME 3aco0aMH KJIHIYHO 3HAYYLIHM YHHOM
(Hepenmopd (Derendorf), 2006 p.).

7) inmni hapMaKoKiHETHYHI

/3




TOCITITKCHHS

4. Toxcukomoris:

1) TOKCHYHICTB Y pasi
OJTHOKPATHOTO BBEJICHHS

JlocipKeHHsST ~ TOKCHYHOCTI  OJHOKPATHOTO  BBEIEHHS
bpouxunpery muwmam (TX 02) 1 mypam (1X 01, TX 03)
3acBIAYYIOTH  Horo rapuuii  npodine Oesmexku.  Tomy
bponxunper mo0pe nepeHOCHThHCA ©O€3 PU3HKY PO3BHTKY
roCTpoi IHTOKCHKAIIT TIPH HETPaBUIBHOMY 3aCTOCYBaHHI.

TokcHuHICTE 0HOPA30BOI 1031 TakoK Oy/1a mepeBipeHa s
excTpakTy ucOperio Ta OKPeMHX IHIPEIEHTIB (THMOIL,
KapBaKpoJl, 0JIEaHOJI0Ba KHCIIOTA, PO3MAapHHOBA KUCIIOTA) Y
MHIICH, IIypiB 1 KpodaiB MiCHs  NEepopajbHOro  Ta
napeHTepalbHOro BBeACHHs (Hampukitax, Kypemi (Qureshi)
3i criBast., 1991 p.; Cxpamiik (Skramlik), 1959 p.; Onuaiix
(Opdyke), 1974 p.; xeunep (Jenner), 1964 p.; Ilapuxam
(Parnham), 1985 p.; Meuuunuii inctutyr Xynans (Hunan
Med. Inst.), 1977 p.; Ciurx (Singh), 1992 p.). Pesynabraru
IOKa3aJy, 10 3a MapaMeTpoOM TOCTPOi TOKCHYHOCTI EKCTPAKT
Ta JOCHi/KYBaHi IHTpEMieHTH MOXHa KiIacH(ikyBaTH sK
Maike HeTOKCHYHI.

2) TOKCHYHICTE y pasi
0araToKpaTHOrO BBEIEHHS

TokcuunicTs GaraTokpaTHoro BeeeHHs bpouxunpery (To0To
cymimmi ioro A®I) ominroanmu y urypis (4 tuxHi: TX 04, 26
TikHiB: TX 14) i cobak (4 tixni: TX 06, 39 tuxuis: TX 15),
a TaKoX Y TMONEepeaHbOMY MOCHPKEHH]I 3 BH3HAYCHHS
marnazony 103 (TX 05).

KutiniyHi jgaHi, siki crnocTepiraloTbes y LIypiB 1 cobak micis
IePOPAILHOTO BBEJICHHS BUCOKHX /103 cyMiimi ADI, Bka3yloTh
Ha BIUIHB HAa BETETATHBHY HEPBOBY CHCTEMY, 0COOJIHMBO Y
cobak. Ockinbku OIIOBaHHS Ta Aiapes € SBUILAMHU, SKI 4acTo
CIIOCTEPIraloThCs MICIs MEepOPATLHOTO BBEICHHS cobakaM i €
00OpOTHHUMHM, KJIIHIYHOT 3HAYYIIOCTI LUX SBHIL IS JIOJCH
Hemae. lle Takox [MIATBEPIUKYETHCS THM  (DakToM, 110
NPOTArOM  TPHBAIOrO  micjsipeecTpalifHoro  nepiojy
Bpouxunpery H, Tabnerku, BKpUTI [1JIIBKORBOK 000JOHKOIO (3
1993 p.) "e moBigoMsuIocs po moaiOHI «moOGiuHi egexTH.

ToxkcuyHicTh OGaraTOKpaTHUX JI03 TaKOX BHBYAIH  JUIA
yeOpemto (BHCYIICHE JIMCTS 1 EKCTPakT) 1 OKpeMHX
IHTpeMieHTIB (TUMOJ, KapBakpoJ, OJIEAHOBA KHCJIOTa) Y
MHUILIEH 1 UIypiB Mic/s MepopanbHOrO BBEICHHS. PesynbraTu
OKa3aJd, 1110 TOKCHYHICTE MOKHA KIacH(DiKyBaTH K HHU3BKY
(Cacaki (Sasaki), 2005 p.; Kypemi (Qureshi), 1991 p.;
Xapoyn (Haroun), 2002 p.; IOzim (Youdim), 1999a, 1999b;
Xaran (Hagan), 1967 p.; Meauunuit iHCTUTYT XyHaHs
(Hunan Med. Inst.), 1977 p.).

3) réeHOTOKCHYHICTb:
in vitro

["enoTokcnunuii nortenmian A®I npenapary bponxumper
nocIipKYBaH Y TecT-cuctemax Gaktepiit 1 ccasuis (TX 08,




TX 09, TX 10, TX 19) 3 meraboniyHow akTHBalieo Ta 6e3
Hel. Pesympratu noxazamu, uo bpouxumper He Mae
T€HOTOKCHYHOTO MTOTEHIAY.

in vivo (BKJIIOYHO 3 JI0JJATKOBOIO
OLIIHKOIO TOKCHKOKIHETHKH )

[Ticms mepopalbHOTO BBEIEHHS BpPOHXUIIPET HE CIPHYUHHSE
MOMIKO/DKEHHST XpoMOcoM abo MITOTHYHOro anapary, sk
OKa3aHO B MIKpOsAepHOMY TecTi in vivo Ha mypax (TX 04).

4) KaHLEPOTreHHICTh:

JlocniuKeHHs KaHIePOreHHOCTI He

IIPOBOJIMJINCH 3 TAKMX MIPKYBaHb:

bponxumnpety

e DBpoHXumper He HAIEKHUTh [0 KJacy Ipenapatis i3

BiIOMMM  KaHIEPOT€HHHM  IOTCHIIaJoM,  AKHH
BBAYKAETHCS AKTYaJIbHUM JUIS JIFOJMHH.
e Toxcukonoriyuni JIOCTIJDKCHHS faraTokpaTHOTO

BBEJCHHS OCHOBHHX IHrpelieHTiB Bponxumpery ado
A®I BpoHXHIIPETY He HAJAIH J0Ka3iB KaHIEPOreHHOTO
noTeHiany. _

A®] Bponxumpery He MalH MOTEHLIANy AN 3amyCcKy
reHHMX MYyTalliil i He 31aTHI BUKIMKATH MOLIKO/DKEHHS
XpOMOCOM a0 MITOTHYHOTO anapary.

3 MOMEHTY Mepmoro BHXOAY Ha pHHOK y 1993 poui
CIIOHTAHHHUX TOBIIOMJIEHb [P0 MOXJIMBY MYTarcHHy YH
KAHLIEPOTEHHY Jit0, 10 Majga © MPHYMHHO-HACIIIIKOBHH
3B’30K 13 puitoMom bpoHXHUNpeTy, HE HATXOIHUIO.

JIOBFOCTPOKOBI TOCITIIKEHHST

H/3 (PO3MVIAHYTI y JOCHIMKEHHSX XPOHIYHOI TOKCHYHOCTI;
TTUB. BUIIE)

KOPOTKOCTPOKOBI JOCHIHKCHHS
abo ociJuKeHHs CepeIHbOl
TPHUBAJIOCTI

H/3 (PO3MIISIHYTI y JIOCHIPKEHHSAX TOKCUYHOCTI OJIHOKPATHOTO
i 0araTOKpaTHOIro BBEJCHHS; IUB. BUIIE)

1OMATKOB1 A0OCIIDKEHHS

He nposojunucs

5) penpoiyKTHBHA TOKCHYHICTh
Ta TOKCHYHHH BIUIMB HA PO3BUTOK
[IOTOMCTBA:

BIUIMB Ha (DepTHIIBHICTE 1 paHHIH
eMOpiOHANBHUH PO3BHTOK

A®] BpouxunpeTy He BIUIMBaIM Ha (EPTUIBHICTD i paHHIH
eMOpIOHAIBHUM  PO3BHTOK y ILIYPIB JIO MAaKCHMAJbHOI]
nocmimkenol no3u (TX 11).

eMOPIOTOKCHYHICTh

He Oymo BHABIECHO TEPAaTOTEHHHMX €(EKTIB, MOB’S3aHHUX 3
JTiKyBaHHAM, y IIypiB 1 KPOJiB JI0 HaHBHILOI JOC/I/UKEHO]
nozu A®I Bpouxunpery (TX 12, TX 131 TX 16, TX 17).

npeHaTallbHa 1 OCTHATAIbHA
TOKCHYHICTD

Byno pociipkeno notenuiitnuii Brume A®I bpouxumnpery Ha
[pe- Ta IOCTHATAJIBHUH eMOpioHANbHUA PO3BHTOK, a8 TAKOXK
HAa MaTepuHceKy (GyHKIUO y mypis (nokoninas FO, F1 ta F2),




koiu BaritHi camku (FO) orpumysann nmpemapar 3 6-ro ams

BariTHOCTI, 1111 Yac BaritHocTi Ta 10 21-ro ans naktaumii (TX
18).

V KOIHOT 3 MaTEPIB-1IYPIB, AKI OAEPIKYBAIN JOCIIKYBAHHH
npenapar, abo y TBapuH-OarbKiB IokoJiHHA F1 He Oyio
3a(ikcoBaHO aHi 3MiH y Macli Tila Ta CIOXHMBAHHI i, aHi
HEJIOJIKIB  MATEPHHCHLKOrO  JOIJIsIAy,  I[IOB’S3aHMX i3
NOCIIYKYBAHHM IIPENapaToM.

Y mypsar (nokoninug F1 ta F2) He Oy10 NoMiueHo K0JHOT0
BILUIMBY JIOCJIJUKYBAHHX IpernapaTiB Ha IHAEKC BariTHOCTI,
IHIEKC HapO/KYBAHOCTI, 1HJEKC IKHBOHAPOIKYBAaHOCTI,
KiTBKICTh MiCIb IMIIIAHTalLii Ta KIUIBKICTh ILYpAT, 110
MOCSTIIH  CTAaTeBOl 3pilocTi, Ta MepTBOHApOKeHUX. Kpim
TOrO, JIOCHDKYBaHHWH — mpermapar HE  BIUIMHYB  Ha
[MOCTHATAIBHUN PO3BUTOK LIYPST rokoiHus F1.

TTOCITIIKEHHS, Y IKUX IIpernapar
YBOJUTLCS IOTOMCTBY
(HecTaTeBO3pLIMM TBAPUHAM)
Ta/ab0 OLIIHIOETHCA BiLIANICHA JTist

He npoponunucs

6) MicCIIeBa MEPEHOCUMICTE

Hemae moGoioBaHb 11010 MiCILeBOT IePeHOCHMOCTI
Bpouxumnpery a6o 6y1b-9K0ro 3 i{oro KOMIOHEHTIB.
[TepopasibHe BReIeHHS, IO 3AiHCHIOBAIOCS Mijl yac
MOCIIDKEHb TOKCHYHOCTI 0jiHOKpaTHuX 103 mrypam (TX 01),
He BHSIBHJIO BiJIMOBIIHMX 03HAK MICIIEBOI HENEPEHOCHMOCTI

7) DOOATKOBI TOCIIKEHHS
TOKCHYHOCTI !

AHTHTCHHICTE (YTBOPEHHS H/3
AHTHUTLIT)

IMYHOTOKCHYHICTh H/3
JIOCITI/DKEHHS MEXAHI3MIB i1 H/3
TiKapchKa 3aJICkKHICTh H/3
TOKCHYHICTL MeTaboIiTIB /3
TOKCHYHICTb JIOMIIIOK /3
1HIIIE H/3

5. BUCHOBKH 3a TaHUMH
TOKJTIHIYHUX TOCIIDKEHD

3rigno 3 pesynbTaTaMH, OMHCAHMMH BHILE, € NEPEKOHJINBI
OKa3H TOTo, L0 KOXKEH 13 [BOX €KCTPakTiB CIIPUSE
3arajibHUM (hapmMakoaMHAMIYHIM BJIACTHBOCTSIM




bpoHxumnpery, a came: MYKOJITHYHIH, OpOHXOMITHYHIMN,
KalllJIbO3aCIIOKIAINBINA, NPOTH3aNAIBHIA, MPOTHBIPYCHINA Ta
anTHOaKTepianbHii aii. ToMy Il IBa eKCTPaKTH BBAXKAIOTHCS
HEOOXITHMMH  JUIsl  JIIKYBaHHS  3aXBOPIOBaHb  HHIKHIX
JIUXATBHUX HUBIXIB, TAKUX SIK TOCTPUH OpPOHXIT.

Toxcukosoriunuii npodins bponxumpery Ta OaratopiyHuH
KAIHIYHKAA JIOCBIJ, 10 TMiITBEpPKYE TapHy MEepeHOCHMICTh
Ipenapary, CBijyarh, 10 3acCTOCYBaHHS LBOTO POCIMHHOIO
TiKapchKoro 3aco0y y peKOMEHIOBaHHX J03axX € Oe3neyHum
Ta 100pe NEPEeHOCHTHCH.

[Hionuc]
3asBHHUK (BJIACHHK (TTianwc)
peechauiﬁHOI"O JI-p Bepua Poittep (Bernd Roether)
MOCBITYEHHS ) (S.N.P)
Tonosa niopo3sdiny DRA
(Hunamiunoi oyinku
PU3UKIG)

[[Teuarxa kommnanii «bioHOpHKa»|



