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MUHUCTEPCTBO 3/IPABOOXPAHEHM S POCCI/II/ICKQI}'I OEJIEPALIMN

MHCTPYKIUA 110 MEJULIUHCKOMY ITPUMEHEHUWIO JIEKAPCTBEHHOI'O
IIPEITAPATA

BPOHXUTOJI-®PAPMAKCHUC

4
Perncrpannonnblii Homep:
Toprosoe HaumMeHOBaHue:
bponxurona-®apmakcuc
Mexaynapoinoe HenaTeHTOBaHHOE HAUMEHOBAHHE WJIH IPYNITHPOBOYHOE HANMEHOBAHHE:
‘ Manuuron
JlekapcTBenHasi popma:
[Topomok a1st HHTISIKI JO3UPOBAHHbII
Cocras
CocTaB Ha 0JIHY TBEP/IYIO JKEJIATHHOBYIO KaICyJIy:
¢ Heticmeyrowee 6ewyecmeo: Mannuton — 40 mr;
Bcnomozamenvnvie 6ewgecmea (cocmas 060104y kancyint): kopnyc kancynol — xceramun 100
%, kpviueuka kancyivl — xceramun 100%.
Cocmae uepnun yepneix: IIEIUIAK, TAHOJN, M30NPONAHON, OYTaHOJ, MPOINHJICHIIHKOIb, BOIA
OYHMINCHHAs, aMMHaKa pacTBOpP KOHUEHTPHUPOBAHHBIN, KallUsi T'MIPOKCHI, KPacHUTENb Keje3a
okcup uepHsii (E172).
‘ Onucanne
TBepapie xenarunoBble Kancyasl Ne 3. Kopriyc v Kpbllieuka — Ipo3pavHble U MOYTH OECIIBETHBIE.
VIMeroTest HamucH YepHUIAMH YEpPHOTO 1BETa: Ha Kopryce — “40 mg”, Ha Kpblmeuke — “PXS”.
) ConepxuMoe KarcyJibl — MOPOIIOK O€I0ro WilM HOYTH OEJIoro IBETa.

®apmakoTepaneBTHYECKAasi TPYNNA: OTXaPKUBAIOIIEE MyKOJHTHIECKOE CPEJICTBO
Kox ATX: ROSCB16

®apMako/IOrHYeCKHE CBOICTBA
PapmakoIHHAMHKA
BeicylieHHbIH  pacrbUleHHEM MAHHHTON BBOJAMTCS C ITIOMOIIBIO 0COOOTO yCTpOMCTBA JUIS

HHTaJIAIHAHA. I/IHl"a.HSIHI/Iﬂ MaHHHUTOJIa NpE€AHA3HA4YCHA IS Y1y YlICHUS JIETOYHOW THTHEHBI IIyTeéM
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KOPPEKIUU HApYUICHUS MYKOLIMIMAPHOIO KJIMPEHCA, XapaKTepHOTo JUIi MyKOBHCIUI03a. XOTs
TOYHBIH MEXAHU3M JIEHCTBUS HEU3BECTEH, MPEINOJIAraeTcsi, YTO MPH MHTAISIIMOHHOM BBEICHUH
MaHHHUTONIA W3MEHSIOTCS BS3KODJIACTUYECKHE CBOMCTBA MOKPOTHI, MOBBIIIACTCS THApATALUsS
OKOJIOPECHUTYATOTO CJIOS JKMAKOCTH U yBEJMYHUBACTCSA MYKOIMIHAPHBIHA U KaIICBOM KIHPEHC.
dapMaKoOKHHETHKA

BcacbiBanmue:

B uccrenosannu 18 310p0oBbIX B3pOCIIBIX MY)KYHH-I00POBOJIBIIEB C HCIIOJIB30BAHUEM HHIAISATOPA
Aridol, abcomoTHas 6HOOCTYTHOCT MAHHUTOJIA TIPH HHIAISIIHOHHOM BBEICHHH 110 CPABHEHHIO
C BHYTPHBEHHBIM BBe/leHHeM cocTtaBuiia (0,59 + 0,15.

CKOpOCTh M CTEeNeHb BCACBIBAHHS MaHHHMTOJA I10CIe MHTAISIHMOHHOIO BBEJICHUS ObLIa OYEHb
OnM3ka K CKOPOCTM M CTEHEHH BCACHIBAHMS II0CIE IE€POPATBLHOrO MNpHUeMa. Tmax IOCIHE
HHTQJISIIIUOHHOI0 BBEJEHUS cocTaBuio 1,5 + 0,5 yacos.

B uccnenosanun 9 601bHBIX MyKOBHCIHI030M (6 B3pOCIbIX, 3 MOAPOCTKA) ¢ HHIAISIMOHHBIM
BBesieHneM 400 Mr MaHHMTONIA B BHJe OJHOKpATHOM 1036l (1-if 1eHb), a 3aTeM 2 pasa B JIeHb B
TeueHue 7 aHed (2-7-# 1Hu), hapMaKOKHHETHYECKHE MapaMeTphbl ObLIM OJHHAKOBBIMH JUIS
B3pOCJIBIX M IOJAPOCTKOB, 3a MCKJIIOYEHHEM OoJiee JUIMTENILHOTO CpPEIHEro Kaxylerocs
KOHEYHOI'0 IIEpHO/ia MOTyBBIBEACHHUS y NOAPOCTKOB (1-i nenb = 7,29 4, 7-ii neHb: = 6,52 4) mo
CPaBHEHUIO CO B3pocCibiMU (1-i genb = 6,10 4, 7-it nens: = 5,42 4). B nenom, cpasaenne AUC
MKy 1-M aHeM M 7-M JHEM MpPOJEMOHCTPHPOBAIO HE3ABHCHMOCTh (PAPMAKOKMHETHKH OT
BPEMEHH, MMOKA3bIBasi TMHEHHOCTh HA YPOBHE BBOJMMOM B ATOM HCCIICIOBAHHH 035,
Merabom3m:

ManuuTon MeTabonu3upyercs MoclIe HEepOpalbHOrO BBEIEHHS (MUKPO(BIOPOH KHIIEYHHKA),
O/IHAKO I0C/Ie BHYTPHBEHHOI'O BBEJICHMSI KaKOTO-THOO 3HAYMTEIBHOrO MeTaboiu3Ma He
HaOmoaercs. HeGonbIIoi MPOLEHT CHCTEMHO BCACHIBAIOIIETOCS MAHHMTONA ITIOJBEPraeTcs
MeTaboIM3My B IEYeHM ¢ 00pa3oBaHHEM TIJIMKOr€Ha W YIJIEKHCIOro rasa. McciemoBaHums,
NPOBEJICHHBIC HAa KpbICAX, MBIIIAX U JIIOJAX, MOKA3aJdH, YTO MAHHUTOJ HE MMEET TOKCHYHBIX
MeTabonuToB.  MeTaboMMYeckiii  MyTh  MHTAIslMOHHOIO  MAaHHHTONA B XOJIE
(hapMaKOKMHETHUECKHUX MCCIIEIOBAHUI HE U3yUaliCs.

Pacnpenenenne:

Hcenenoanus ocelanust B JIETKUX MPOJEMOHCTpUpoBany 24,7 % ocelaHusi WHIAISIHOHHOTO
MaHHHUTONA, 9YTO TIOATBEPKAAET €ro paclrpelieiecHHe B OpraHe-MUIIEHH. JOKIMHHYECKHE
TOKCHUKOJIOTUYECKHE MCCIIEI0BaHMs II0KA3bIBAIOT, YTO TMONAJAIOUIMKA B JIETKHE MAaHHUTOJ
BCACBIBACTCSI B KPOBb, MPH TOM MaKCHMaJlbHasi KOHIIEHTpPAIUS B CHIBOPOTKE JOCTHIAeTCs B
TedyeHne 1 uyaca. B (apmMakokMHETHYECKHX HCCIIE0BAHMAX MaHHHTONA Ha 18 370pOBHIX

B3pPOCIIBIX, IOCJI€ BHYTPHUBCHHOIO BBeAeHHUs 103bl 500 Mr oObem pacrpeleneHus COCTaBIISI
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34,3 + 13,8 1. Jloka3aTenbCTB TOr0, YTO MAHHUTOJ HAKAIUTMBAETCS B OPraHU3MeE, HE MMEETCS,
M03TOMY pacIipe/ie/IeHHe HHTAIALUOHHOIO MAaHHUTOJIA B (JapMaKOKHHETHYECKUX HCCIIEIOBAHMAX
HE U3y4allOCh.

BoiBenenne:

CoBOKynHBIH 00beM MaHHHTOJIA, MOMABIIEr0 B MOYy 3a Mepros 24 4, ObUl GIHM30K K 00bEMY,
NOoNaBIIeMy B MOYy mocjie HHraimsauuu (55 %) u nepopanbHoro npumenenus (54 %) MaHHUTONA.
[Ipy BHYTPHBEHHOM BBEICHMU MAHHUTOJI BHIBOJUTCS B IPAKTHYECKH HEU3MEHEHHOM BHJIE Ty TEM
Ki1y00uKoBO# (uibTpaimu. 87 % 1036l BHIBOAWTCS ¢ MOYOW B Tedenue 24 yacoB. Cpennmit
KOHEYHBIH T€PHO/I IOTYBBIBEJICHUS Y B3POCIIBIX H3 CHIBOPOTKH COCTaBHMJ OKOJIO 4-5 4acoB, U3

MOYH — 0KO0JI0 3,6 4acoB.

Iloka3zaHusi K NPpUMEHEHHIO
bpouxuron-®apmakcuc nokasan st ieueHust Mykosrciuno3a (MB) y neteii B Bo3pacTe crapiie
6 JIeT ¥ B3pOC/IBIX B JOMOJHEHHE K IPUMEHEHHIO J0pHA3bl anb(a, a TakkKe y MalHEeHTOB, HE

MEPEHOCAIIMX MM HE PearupyronMx Ha J0pHa3y aibda.

IIpoTuBonokazanus
[ToBbIIeHHAs 9yBCTBUTEIBHOCTD K MAHHUTOITY .

bponxuanbHas runeppeakTHBHOCTb K HHTAIAIMOHHOMY MAHHHTOTY.

C ocropoxnocTrio: acTma, Hapyuenue (yukuuu erkux ¢ O®B; menee 30 %; obGpaTtuTech K

paszeny «OcoOble yKa3aHus.

[Ipumenenne npu 6epeMeHHOCTH U B IEPHO/ IPYIHOI0 BCKAPMJIHBAHHS

Jlis  MaHHMTONA OTCYTCTBYIOT KIMHMYECKHE JaHHbIE O BIMSHMM Ha OEpPeMEHHOCTb.
PenpoykTrBHBIE MCCIIEIOBAHUS JKHBOTHBIX ¢ HHTAIAIMOHHBIM MAHHMTOJIOM HE HPOBOIHIIHCE.
Tem He MeHee, HcceI0BaHMS € EPOPATBHBIM [IPUEMOM MAHHHTOJA YKA3BIBAIOT HA OTCYTCTBHE
TEPATOreHHbIX 3PPEKTOB y MbIIEH M KPBIC MPU IPHEMe B CyTOYHBIX J03aX g0 1,6 I/kr u y
XOMSIKOB TIpH ITPHEME B CYTOYHBIX J103axX 1,2 I/Kr.

B cBs131 ¢ Tem, uTO MOCIIEICTBYS BO3MOXKHOM PEaKIMU THIIEPPEAKTUBHOCTH HA MaTh U (HJIH) TLIOJ
HEHU3BECTHBI, NMpPU Ha3Ha4yeHHH Ipenapara bpouxuton-®apmakcuc OEepeMEHHBIM >KEHIIUHAM
CJIEJYET MPOSBISTH OCTOPOKHOCTD.

HewusBecTHO, 5KCKpeTHUpyeTCs 11 MAHHUTOJI U3 OPraHU3Ma B IPyIHOE MOJIOKO MaTepu. DKCKPEIHs
MaHHHUTOJIA B MOJIOKO Y JKHBOTHBIX HE H3ydayack. Pemenue o mpopoinkeHuu (TpeKpaiieHun)

I'PYTHOTrO BCKapMJIMBAHUS HJTH IIPOIOJKEHUH (IIPEKPALEHNH ) JIeUeH s ipenapaTtoM bpoHxuToi-



®apmakcuc ciielyeT IPHHUMATh € Y4eTOM IIPEeHMYIIECTB IPYAHOTO BCKapM/IMBaHus Ul peOeHKa

¥ T10JIb3bI JIEYEHHUs npenapaToM bpouxuron-OapmMakcuc Juist JKEHIHHBL.

Cnoco6 npuMeHeHHUs ¥ 1035l

[lepen navanom seuenus npenaparom bpoHxuToa-®apMakcuc Bce MAlMEHTH J0JKHBI IIPOUTH
OIEHKY Ha OpPOHXHAJIbHYIO THIEPPEAKTUBHOCTh K HHTAISIIMOHHOMY MaHHHUTOJIY IIPU MOy YEHHH
HavalbHOM 110361 (M. [IpoTuBOnOKazanus). Ilpu BeISBICHHH Y MAIMEHTOB MMIIEPPEAKTHBHOCTH
OpOHXOB, UM HE CJIe/lyeT Ha3HauaTh TePANeBTHYECKYIO cxeMy npenapara Bponxuton-®apmakcuc.
B oTHOIEHNH rUNeppeaKTHBHOCTH [IODKHBI IPUMEHSTHCS OOBIMHBIE MEPHI IIPEIOCTOPOKHOCTH.
[laruenTsl, KOTOPBIM MPOTHBOIOKA3aHA CIIMPOMETPHSI U KOTOPHIE 110 STOH MPHYMHE HE MOTYT

IIPOUTH OLIEHKY IIPH IPHEME HAaualbHOU J03bl, HE JIOJDKHBI 110Jyyath Bponxuron-Oapmakcuc.

Onenka rpu npueMe HavaIbHOU JIO3bI:

[lanmenT 1o/KeH TPMHUMATh HAYaIbHYTO /103y npenaparta bpounxuton-®apmakcuc (400 Mr) oz
Ha130pOM U KOHTPOJIEM OIBITHOI'O Bpaya MM JAPYroro MEJAMIIMHCKOTO pabOTHHKA, POIIEIIIEr0
COOTBETCTBYIOIIYIO TIOATOTOBKY M MMEIOIEro O0O0OpYJOBaHUE JUIS KOHTPOJS HACBIIIEHHS
remMorioouHa KucaopooM (SpO2), NpoBeeHUs CIUPOMETPHH M CHATHS OCTPOro GPOHXOCHA3Ma,
BKJIIOYasi MCIIOJIb30BAHHE COOTBETCTBYIOLIEIO PEaHUMAIIMOHHOTO 000PY/I0BaHHSI.

[launenT 10/0KeH npeBapUTENIBHO MOMYYHTh OPOHXOIMTHYECKHI TTpenapar 3a 5—15 MHHYT /10
IpHeMa HaYaIbHOM JI03bI (HO 110C/Ie U3MEPEHUs HCXOIHBIX 00beMa (OPCHPOBAHHOTO BBIIOXA 34
nepByto cekyHay (O®B1) u SpOz). Bee u3mepennsst O®B; u koutposs SpO» npoBoasTcs yepes

60 cexyH/1 TocIie BJIbIXaHKs 03Bl
Ouenka npu npueMe Ha4yajabHOM J03bI IIPOBOIUTCS TOITAITHO:

Otan 1: npoBoauTes n3meperue uexoaubx O@B| 1 SpO, nanuenTa 10 NpHeMa HauATbHOMH J03bL.
Otan 2: mauuenT Babixaet 40 mr (1 xarcysty 40 Mr), mocsie 4ero npoBoAUTCst KOHTPoIb SpOa.
Otan 3: manuenT Babixaet 80 mr (2 kancysist 40 Mr), I10CIe Yero MPOBOAUTCS KOHTPOIb SpO2.
Otan 4: manuent Babixaet 120 mr (3 karcyust 40 mr), nociie dero nposoautes u3meperne OB
U KOHTPOJIb SpO».

Otan 5: mauuentT Bibixaet 160 Mr (4 kancyus no 40 Mr), mocie 4ero IpOBOIHTCS H3MEPEHHE
O®B; u koHTpOIHL SPO>©.

Oran 6: npooautcs u3Mepenne O®B| nauuenta yepes 15 MHHYT Hocie mpHeMa HadalbHOI
JIO3BL.

B Teuenue oeHKH npu npreMe Ha4aIbHOMU 1035l BAKHO 00YYHMTH NAlMEHTa TPABHIBHOM TEXHUKE

HUCIIOJIb30BAHUS HHTAJISITOPA.



Huxe Ipe/ACTaBIiCHa CX€Ma BHEIIHETO BHJA HMHIaJIsITOpaA. I/ICHOHB3YI>'IT6 TOJIBKO HMHTAJIATOP,

HaXOJSLIUICS B YIIaKOBKE.

MyHamryk

Kamepa

BpalleHUs
DOunbTp

Kamepa
NpoKoJIa

Knonku
npokoJia

Huke mpuBeneHbl NOIIAroBele yKasaHHs [0 HCIOJIB30BAHUIO MHTAnATOpa. J[OMOJIHUTENIBHYIO
uH(OpMaIHIO 00 yX0/Ie 3a HHTATIATOPOM CM. B KOHIIE HHCTPYKIIMH.

1. CHUMHTE KOJITTAYOK

- YIepxuBas MHIalsATOp OJHOH PYKOil B BEpTHKAIBLHOM T0JIOXKEHHH, BTOPOil pyKoil CHUMHTE

KOJITIA4YOK.

2. OtkpoiiTe HHTAIATOP

- Kpenko nep:xure HHKHIOK 4acTh HHTAIATOPA OJHON PYKOH.

- Huransarop criemyer aepikaTh 3a HUWKHIOK 4acTh, YTOOBI HE JONMYCTHTh HAXKATUS HA KHOIKH
IPOKOJIA.

- 3arem OTKpOfITC HHTAJIATOP, IOBEPHYB MYHIIITYK B HAIIPABJICHUM CTPEJIKHA Ha KOpPITycCe.




3. BeraBbre kamncyy

VY6enutecsh, 4T0 y Bac CyxXue pyKu.
3areM J0cTaHbTE Karcysy 3 Oimcrepa (JoctaBaiiTe Karcyily HENOCPEACTBEHHO IEPEN
UCII0JIb30BAHHEM ).

[ToMmecTHTe Kancyiy B Kamepy HpOKoJa HHIaISITOpa, HMEIOIILYIO GOpMY KarlCyJibl.

4. 3akpoiite HHTAIATOP

JlepkuTe HHTATSTOP BEPTHKAIBHO.
3aTreM MOBEPHUTE MYHJIITYK B 3aKPBITOE IMOJOKEHHE. Bbl yCIBIIIMTE MIETYOK, KOTJA OH

3aKpOeTCs.

5. IIpoxonuTe OTBEpCTHE B KaricyJie

Yepes 510 0oTBEpCTHE B KalCyie MOPOIIOK BHICBOOOXK/IAETCS BO BPEMS BJIOXA.

Y epxkuBas HHIIATOP B BEPTUKAIBHOM MOJIOKEHHH, OJJHOBPEMEHHO HAXKMHUTE JI0 yIopa 00e
KHOIIKH ITIPOKOJIA, PACHIOJIOKEHHBIE 110 OOKaM HHTAISITOPA, a 3aTeM OTIYCTUTE UX. BhImoHuTe
9TO JIEHCTBHE TOJIBKO OJUH pa3. Eciu npokonoTs karcyny Oojiee OJHOTO pa3a, OHa MOXET

PaCKOJIOTECA UJTH CIIOMAThCH.



6. [loaroroBbTECh K HHTAJISIIIUU

- Haknonure unransarop takum o06pa3om, 4To0bl MyH/IIITYK ObLT HalIPABJIEH CJIErKa BHH3.

- DTO NO3BOJIUT KaricyJie MepeMeCTHTLCS BIIEpe/l B KaMepy BpallieHusl.

- YaepxxuBas MHIISATOP B JaHHOM IMOJIOKEHHH, TMOJHOCTBIO BBIJOXHHTE (B CTOPOHY OT

UHTaJISITOpA).

7. BBIOJTHUTE UHTAJSIIIUIO

- Crnerka HaKJIOHHTE TOJIOBY Ha3al.

- VYiepuBasi HHTJISTOP MO/ HAKJIOHOM BHU3, TOMECTUTE HHTATISTOP B POT ¥ INIOTHO COMKHHUTE
ryObI BOKPYT MYH/IIITYKA.

- Cpnenaiite poBHBII TITyOOKHIA B/IOX, 3AIOJIHSIOIIHIA JIETKUE, 3aT€M 3aIep)KUTE JIbIXaHHE Ha 5
cekyH. Bo Bpemst Bioxa Bbl IOJKHBI CITBIIIATE «CTyYaIIuiiy 3BYK, KOT/a KarcyJia BpamaeTcs
B MHTajsgTope. Eciin 9T0ro He mpoucXoauT, BO3MOXKHO, KarcyJia 3acTpsia.

- Ecuu Bbl He caplmuTe CTyKa, AepKUTE UHTAISATOP MYH/IIITYKOM BHH3 U CUJIBHO MOCTYUYHUTE
no aHy. He mbrtaiitech 0CBOOOAWTH Karcyy, HaKHMas MOBTOPHO Ha KHOIKH ITPOKOJIA.

[ToBTOpUTE MHTANSIHIO, YTOOBI MOJYUYUTh Ha3HAYCHHYIO Bam 103y.



8. Boyioxaure
- M3Bnekurte MHraJsSTOP U30 pTA.

= BI)IIIOXHI/ITC, d 3aTeM HpOIIOJI)K&ﬁTC JAbIIIATHL HOPMAJIbHO.

9. I[IpoBepbTe Kamncyy
- Ilposeprte, mycras au kancyna. [ OMopoKHEHHs KalCyJbl OHA JIOJDKHA BpAlIaThCs B
uHrajnaTope. Eciy xancyna He nycras, Bam MoxeT moHa00UThCS MOBTOPUTH JEHCTBHS C 6

o 8.

10. M3BnexkuTe UCMOJIb30BaHHYIO KAICyIy

- IlepeBepnuTe MHrajasiTOp BBEpX IHOM, MOCTYYHTE IO [IHY M KCIOJIb30BAHHBIC KaICyJIbI
OTJIOXKHUTE.
11. Iloropute aeiictBust ¢ 3 mo 10 15 KaXI0H KarcyJibl

- Bemonnute 5tH JICUCTBUS ISl KX I0M U3 JECATH Karicy.i.



= I[J'ISI JOCTHIKCHUS HAUTYUIICTO pe3yJjibTaTa MPpUMEHCHHUS IIperiapara BpOHXI/ITO.H-(DapMaKCI/IC,

BJIBIXaNTE COJIEPKUMOE KaXK/I0M KaICyJIbl 110 OYEepPEIH.

HaI_II/ICHT, Y KOTOpPOro ompeaecjicHa rmneppeakTUBHOCTE HA MaHHHUTOJI, HEC JTOJDKEH IIOJIy4YaTb

TEPaNeBTUYECKHUX 103 IIPH JTOOOM U3 CIEIYIONUX YCIOBUI:

. > 10 % manenue ot ucxoaHoro ypoBHs SpO: B 1000 MOMEHT BO BpeMsl IPOBE/ICHHS
OLICHKH;

. najgenre OPB; > 20 % ot ucxoaHOro ypoBHs pu cymmapHoi a03e 240 mr;

. najgesue O®B; > 20 % (Mo cpaBHEHUIO ¢ UCXOJHBIM YPOBHEM) B KOHIIE OLIEHKH U

OTCYTCTBUE BOCCTaHOBJIEHHUS J10 < 20 % OT UCXOJIHOTO YPOBHS B TeueHUE 15 MUHYT;
. najgenne O®B; > 50 % (0T UCX0IHOTO YPOBHSI) B KOHIIE OIICHKH.
3a BceMM NalMeHTaMu ciieyeT HabroaaTh 10 TeX nop, nmoka ux OM®B| He BepHETCS K HCXOJHOMY

YPOBHIO.

Pexxum TepaneBTHYECKO# 103b1:

Pexxum TepaneBTHYECKO# J103bI HE ClleyeT Ha3HauyaTh JI0 MPOBEJIEHHs OIEHKH IpH IpUEMe
HavaJlbHOM [103bl. [lanmenTty nosmkHa OBITH MpOBEJEHA W UM YCIEIIHO TpOiJeHa OIeHKa
HayaJIbHOM J103bl 710 Ha4asa jJeyeHus npenaparom bpouxuron-Oapmakcuc.

Pexomenyemas n1o3upoBka npenapara bpouxurton-®apmakcuc coctabiseT 400 mMr 2 pasa B JIeHb.
Jlnst aToro Tpebyetces Bibixanue cojepxkumoro 10 xarcyn mo 40 Mr ¢ HOMOIIBIO MHTAIATOpa 2
pa3a B neHb. Kaxxnas xancyia obecrieuuBaeT /103y 0koJio 32 mr. Jlo3bl JOKHBI IPUHUMATHCS
yYTPOM U Be4epoM 3a 2—3 yaca JI0 CHa.

[Ipenapar bponxurton-®apmakcuc mpeaHa3HA4YeH JUIS MHTASIIMA € UCIOJIb30BAaHUEM
HHTAIATOPa, BXOJASILIEr0 B KOMIUIEKT. Ero Henmb3s BBOAUTH KaKUM-JIUOO JPYTUM IyTEM HIIU C
HCII0JIb30BAHUEM JTIO00TO JIpyroro uHraiastopa. Karncyibl Heb3st poriaThiBaTh.

Kaxas kancyia nomemaercs B yCTpOHCTBO HHAUBU Y TbHO. COJIEPIKMMOE KaICyJIbl BIBIXAIOT C
MOMOINBIO MHTAIATOpa 3a OJHY WM JBe HHrajusuuu. [locne WHramsmuu mycras Karcya

Bbl6paCBIBa€TCSI, a cJIeayromias KarcyJia moMemacTCs B HHIaJiaTop.

Wuransarop HeEoOX0MMO 3aMEHSTh nociie | Helesnu Ucnosb3oBaHus. Eciau unransrop tpedyer
OYHMCTKH, YOEIUTECh, UTO B HEM OTCYTCTBYIOT KarlCyJibl, 3aTeM ITPOMONTE B TEIUIOH BOJIE U IEpe]]

CJICAYIOIIUM IPUMEHECHUEM JIAUTE MOJIHOCTHIO BBICOXHYTbH Ha BO3/1yX€.

JlononuurenbHas MHGOPMALIUS IO YXOJ1Yy 3@ UHTATISTOPOM
- Cnenure, uToOBI HHTANSTOP OBLT CyXuM. [lepes ero ucrnonbp30BaHUEM BCET/Ia CIIEIUTE, YTOObI

Ballld PYyKH OBLIM CYyXHMH.



-

- Huxorza He BblIbIXaliTe M HE KALUIIUTE B HHTAJISTOP.

- Huxorna He pa3Oupaiite uHrausrop.

- Huxorza He pa3Meniaiite Karcyiy HEMOCPEJACTBEHHO B MYH/IIITYKE HHTAISTOPA.

- Hukorzaa He ocTaBisiiiTe HCTIOJIB30BaHHYIO KAIICYJTy B KAMEpPE HHTAISTOPA.

- Kaxnayio Hezemo 3aMeHsiiTe UCTIOJIb30BaHHbINM HHTAJIITOP HOBBIM.

- B ciyuae nosoMku HHraasTopa UCTob3yiTe BTOPOi MHTAISTOP U COOOIIMTE CBOEMY Bpauyy.

Ouncrka uHraasropa. Kak mnpaBuiio MHraasTop MO3BOJISET MOJYyYHTH MPABUIBHYIO JI03Y

JeKapcTBa B TeuyeHue 7 JHel 0e3 HeoOxoauMocTu ouucTkH. OHAKO, ecu TpeOyeTcss OUucTKa

UHTAJISTOPA, BBIIIOJIHUTE CIEAYIOUIHE IeHCTBHS:

1. YOenurech, 4TO HHTATSATOP IYCTOM.

2. IIpomoiiTe HHTATISTOP ¢ OTKPHITBHIM MYH/IIITYKOM B TEILION BOJIE.

3. BceTpsixHUTE MHTAIATOP, YTOOBI B HEM HE OCTAIOCh KPYITHBIX Karejlb BOJIBI.

4. BeicymuTe ero Ha Bo3ayXe, MOJIOKHB HAOOK ¢ OTKPBITBIM MYH/IIITYKOM.

5. JlaiiTe HHransTOpy BBICOXHYTH MOJHOCTBIO, YTO MOKET 3aHATH /10 24 yacoB. [Ioka OH COXHeT,
UCIOJIB3YHTE IPYTOH HHTAISTOP.

3a 5-15 muHyT 10 npuema mpemnapata bponxuTon-PapMmakcHC MAMEHT AO0JDKEH IMOJIYYUTh

OpoHXONUTHYECKUH mpemapaTr. PekoMeHIyemblii MOPSIOK JeHCTBHA: OpPOHXOIHTHYECKH

npenapar, bponxuron-®apmakcuc, ¢usnorepanus / ynpaxHeHHs, JopHa3za-adbha (ecau

IPUMEHSETCS ), MHTAISIIUOHHBIE aHTHOMOTHKH (€CJIH TIPUMEHSIIOTCS ).

[Ipn momo3peHun Ha pa3BUTHE OpPOHXHATBHOW THIIEPPEAKTUBHOCTH, BBI3BAHHYIO Teparuei,

npueM npenapata bpouxuron-dapmakcuc ciieyeT npeKpaThTb.

IToGouHnoe neiicTBue

B wuccnenoannn DPM-CF-301 y4acTHHKH TpyMNIbl, MOJyYaBIIEH MaHHUTOJ, NPUHUMAIH
uccaexyemel npenapar ot 1 1o 218 nHeit npu cpeaneit npoaommkutensHocT Bo3aencTus (CII)
135,5 (70,09) nueit. [1pogomKuTeIbHOCTE BO3JICHCTBHS B TIOJIPOCTKOBOM M JIETCKOW MOArpyIIax

cocraBmia 145,7 (64,58) u 136.2 (69,24) nHeli COOTBETCTBEHHO.

B o0weit ciosknocTH 066110 3apeructpupoBano 822 HexesnarenbHbIX sBienus (HA)y 154 (87,0 %)
NAlMEeHTOB B rpynme, noiyyaBmed manuurosn, u 541 HA y 109 (92,4 %) mauueHToB B
KOHTpOJIbHOU rpy1re. O cBs3aHHbIX ¢ tedeHrneM HS coobnwm 72 (40,7 %) yyacTHUKa B IpyTIie,
nojdy4aBuied MaHHUTOIN, U 26 (22,0 %) y4acTHHKOB B KOHTpoJbHOHU rpymnme. KpoBoxapkaHse,
Kamesnab, 0oib B (hapHHTONapUHTeaIbHOM o0sacTu, 3yOHas Oo0Jib, pBOTA W JMapesi darie

OTMEYAJIUCH B IPYIINE, MMOJydYaBIIeH MAaHHUTOJI.
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B uccnenosanun DPM-CF-301, 28 (15.8 %) yuacTHHKOB B rpyIirne, nojydaBineit MaHHATOI, 1 10
(8,5 %) yuyacTHUKOB B KOHTPOJIBHOM T'pyIINe BHIIUTH U3 HCCieaoBanus B cBsizu ¢ HS. Haubosee
4acTo oTMevaemble HS, nmpuBeaiue Kk npekpanieHuto y4acThsi: Kaleib, yXy/IIIeHHEe COCTOSHHS
1 KPOBOXapKaHbe.

B uccnenosannu DPM-CF-302 nymutenbHOCTD MPUMEHEHHSI MaHHHTOJIA BapbupoBaia ot 0 10 6,7
MECHIIEB CO CpeIHed NpOAOLKUTENBHOCTBIO 5,2 (1,78) mecsia. B oOuieid cnoxuoctd y 165
nanueHToB (89.7%), moiydaBmIMX MAHHUTOJN, OTMEYEHO OBLIO MO KpaiHeW Mepe OJIHO
HEKesaTeIbHOe ABJICHHE 110 cpaBHeHUIO co 106 nanrentamu (87,6%), mojy4yaBIIMMHA KOHTPOJIb.
Ciyyan xauuist, abGJOMHMHAIBHBIX OOJied M KpPOBOXapKaHbs 4Yallle OTMEYAINCh B TpYIIIE,
NpUHUMAaBIIEH MaHHUTON. B rpynme manuuTona 7,1% manMeHTOB MPEKpaTWIM ydyacTHE B
MCCIICJIOBAHUU H3-3a HEXKEJIATeJIbHOIO sBJICHHS 10 cpaBHeHUIO ¢ 4,1% mnanueHTamu B
KOHTpOJIbHOM rpynme. Haubonee dacTbiM HeXenaTeJbHBIM — SIBJIGHHEM, [PHBEIIIUAM K
IPEKPALICHUIO IpUeMa npenapata, ObLT Karieb.

B wuccnenoBanun DPM-CF-303 (Toibko B3pociibie) JUIMTENBHOCTH IPHEMA MAaHHHTOJA
BappupoBaia ot 0 10 7,8 MecsieB npu cpeaHe nmpoaonkutensHocTH 5,6 (1,72) mecsna. Beero
OBLIO 3aperucTpUpoBaHo 519 HexenaTeNbHbIX SBICHHH B rPYIINE, MOJIyYaBiieii MaHHUTOI, y 144
nanueHToB (69,6%) no cpaBHeHHIO ¢ 588 HeXenaTeTbHBIMU SBICHUSIMH B KOHTPOJILHOM TpyIIne
y 140 nauuentos (65,7%). Ciry4yan kanuisi, HHQEKIUH BEPXHUX JIBIXATEJIbHBIX Ty TeH U MUPEKCHU
PErUCTPUPOBAIMCH Yallle B Ipylnne, NpUHUMaBLied maHHuTon. B rpynme mannutona 9,2%
NalMEHTOB IPEKPATUIIM Y4acTHE B UCCIIEIOBAHUHU U3-3a HEXKEIATEIBHOTO SIBJICHHUS [10 CPAaBHEHHUIO

¢ 8,5% mamueHTamMu B KOHTpOJIbHOW rpymme. Hawubosee vactbiMu moOo4yHbIME 3 eKTamu,

[IPUBCAIIMMHU K ITPEKPALICHUIO HCCIICIOBAHUS, ObLIH YXYAMICHUEC COCTOSAAHUSA U KalllCJIb.

Tabauma 1: HaumbGosiee wacto oTMedeHHbIe HeKe/aTelbHbIe SIBJICHHSI M0 TePMHHAM

NpeINOYTHTEILHOI0  ynorpedjenuss  MeIMIHHCKOr0  cjaoBapsi  peryJjupylonei

npearebHocTH (MedDRA) > 2,0 % B 110060l OCHOBHOM rpynne B MepPHOJ CJIENOro

HCCICA0OBAHUSA

DPM-CF-301 DB DPM-CF-302 DB DPM-CF-303 DB
Tepmun Maunuuton | Koutpoan | Mauuuton | Konrpoas | Manuuton | Kontpoab
NpeAnOYTHTEILHOTO IN=177] HbIH |IN=184] HbIH IN=207] HbIH
ynorpedaeHusi % npenapart % npenapar % npenapar

[N=118] [N=121] [N=213]
% % %

Undexkunonunbie U
napasuTapHbie
3200/1€BaHus
UHbpekunn  BepxHUX 7.9 6.8 5.4 9,1 7,2 5,2
JIBIXaTeNIbHBIX My TEH
Hazodapunrur 14,1 14,4 6.0 5,0 5,8 4,7
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BupycHbie uHpekunu 0,0 34 0,5 0,0 4.8 2.8
BEPXHUX [IbIXATEJIbHBIX
nyTen
CuHycut 1,7 0.8 43 5,8 2.4 472
Punut 0,0 0,0 3.3 0.8 3,9 1,9
BpoHxuT 0,0 0,0 3,8 4,1 2.4 1,4
DapuHTUT 0,0 1,7 3.8 1,7 2.4 1,4
["purnmn 1,1 0,8 3.3 4,1 1,4 2,3
Wubpexuun HWKHUX 8.5 16,9 3.8 3,3 1,0 0,5
JbIXaTeJIbHbIX My TEH
Kanaunos nosoctu pra 2,3 1,7 0,0 1,7 0,5 0,9
ToH3WLIUAT 3.4 1,7 0,5 0,8 0 0,5
Bupychasi uHdekuus 1,7 2.5 0,5 0,0 0,5 0,5
OO01ue HapyLLIeHHs U

CJIOBHSI IPUMEHEHHSI
YXyaueHue cocTosHUS 3252 35,6 413 44,6 27,1 27.1
[Tupekcus 4.0 1,7 92 10,7 6,3 3,8
OuryeHue 3.4 1,7 1,6 1,7 2,9 33
auckoMpopra B
obnactu rpyIHOM
KJIETKH
[ToBbiIeHHas 2.8 2,5 1,6 4,1 1,0 2,3
YTOMJISIEMOCTh
[1n1oxoe caMouyBCTBHE 1,7 2,5 1.6 0,0 1.4 0,5
['punnonono6Hoe 2,3 0,8 251 L 0,5 0
COCTOSIHHME
bosb B rpyau 0,6 2.5 0,5 0,0 0,5 1,9
Hapywenus co
CTOPOHBI
AbIXaTeJIbHOM
CHCTEMblI, OpraHoB
IPYAHOH KJIETKH H
cpe0CTeHHsI
Kaenn 25,4 20,3 15,2 13,2 11,1 9,9
KpoBoxapkaHbe 11,9 8.5 sl 2:5 10,1 10,3
OpodapuHreanbHas 13,6 4,2 10,3 10,7 4,3 3,8
00J1b
Bra)kHblii Kalesb 6.8 5,9 2,7 1,7 2,9 3,8
3a10’)KeHHOCTh HOCa 2,3 3.4 2,2 2,5 2.4 2,3
CBHUCTSALIEE AbIXaHHE 2.3 3.4 1,1 0,8 2,9 1,9
3aJ10)KEHHOCTb Ma3yx 0,0 0,0 0,0 0,0 2.4 0,5
HocoBoe 2,8 1,7 2,7 2,5 0 0,9
KpPOBOTEUEHHE
Punopest 23 1,7 1,6 1.7 0,5 1,9
AcTt™ma 1,1 2.5 0,0 0.8 1,0 0,5
Aneprudeckuii pUHUT 0,0 2.5 0,0 0,8 1,0 0
Hapyumenus co
CTOPOHBI HEPBHOI
CHCTEMBI
["onoBHas 60J1b 21,5 23,7 14,1 18,2 5.8 10,3
CunycoBas nedanrus 2.3 0,8 - - 0,5 0,5
["0/10BOKpY KEHHE 11 0,8 1,1 4,1 0 1,9
Hapywenus co
CTOPOHbI  CKeJIETHO-
MbILLIEYHOM U
COeIUHHUTE/IbHOM
TKAHHU
ApTpairus 6.8 5.9 1,1 0.0 1,0 1,9
Bosb B criHe 4.0 5.9 1,6 0,8 0 1,4
Mpbl1I€YHO-CKeJIeTHas 2.8 1,7 1,1 2,5 0 0,5

0071b B 0bs1acTH rpyau
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BoJib B KOHEUHOCTSIX 258 1,7 3.3 1,7 0,5 0,5
MBbilLI€YHO-CKeIETHAS 2,3 0,8 1,6 2,5 0 0,5
00J1b
JlabopaTopHbie
noKa3aTejiu
[TonoXUTENbHBIN 18,6 18.6 3.3 4.1 1,9 1,4
pe3yJbTaT
ucclieI0BaHUs Ha
OakTepuu B MOKpOTE
[TonoxurenbHas npoda 3.4 2,5 1,1 0,0 1,0 0
Ha rpuObl B MOKPOTE
Hapywenus co
CTOPOHBI
NMHIIEBAPHTEIBbHOM
CHCTEMBI
Bosib B )xMBOTE 3.4 6.8 7,6 6,6 1,9 3.3
3yOHas 60J1b 5,1 2,5 1.6 2.5 1.4 3,3
boab B BepxHeil yacTu 6.8 5,9 3.3 5,8 2.4 2,3
JKUBOTA
PBoTa 7.3 3.4 4,9 1,7 1,0 0,9
uapes 5,1 0,8 43 4,1 2,9 1,9
3anop . 3.4 4,2 0,5 2,5 1,0 0,9
ToiuHoTa 2.3 472 1,6 1,7 2.4 2,3
OuryeHue 0,6 2.5 0,5 2,5 0 0,5
auckomdopra B
KeTyaKe
PBota BCJIEN 3a 1,1 0,0 33 | % 0,5 0
NPUCTYTIOM  CHJILHOTO
Kalwis
Hapywenus co
CTOPOHBI OpraHoB
cJlyXa U paBHOBECHSI
VYinHas 60716 2,8 3,4 2,7 0,0 0,5 0,5
Hapywenus co
CTOPOHbI  KOXH U
MOJAKOXKHBIX TKaHel
ChbInb 2,3 2,5 2,2 1,7 1,0 0,9
IleuxnaTpuyeckue
paccTpoiicTBa
becconnuna 23 0,8 2,2 0,8 0,5 1,4
PaccrpoiicTBa
penpoayKTHBHOM
CHCTEMbI H MOJIOYHOI
JKeJie3bl
JlucmeHopest 1,1 0,0 3.3 0,0 0,5 2,8

OueHka NpH NpHeMe HAYAJIbHOM /103bI:

Haubonee uvacto nHabmomaemoil B XOje ONEHKHM IMPH NpPHEME HAYaJlbHON 03Bl MOOOYHOM
peaKiuei, CBS3aHHOM ¢ npueMoM npenapata bpouxuton-dapmakcuc, SBISETCS Kalleb.
Kimanueckn Hanbosee BakHOH MOOOYHOMN peakiueil B X0Ji€ OIECHKH MPH TPHEME HAYaIbHON

JI03bI, CBSI3aHHOM C IpueMoM npenapara bpouxuron-@apmakcuc, sBiasieTcsi OpOHXOCHa3M.

B Tabmmue 2 yka3aHbl TOJBKO MOOOYHBIE PEAKIHH, MO KOTOPHIM MOXET OBITh 0OOCHOBAHHO

YCTAHOBJICHA IIPUYUHHAA CBA3b C MEIMKAMEHTO3HBIM JICYHCHUEM JICKAPCTBCHHBIM IIPEIapaToM.
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Yacrora BO3HUKHOBEHHUs MPHBE/ICHA HA OCHOBAaHUM HAOJIOJICHUH B JIeHb CKPHHMHTA JI0 Havasa
KJIFOYEBOI'O CPABHUTEIBHOIO KIMHHUYECKOIO HCCIIEJOBAHMS, M3YUalOUIEro BIIMSHUE Ipernapara
bpouxuton-®@apmakcuc B KayecTBe JONOJHEHHS K TeKylledl Tepamuu Yy  OOJBHBIX

MYKOBHUCIITHI030M.

Yactota ompenensercs cieaylomuMm obOpaszom: odeHb yacto (> 1/10), gacro (ot > 1/100
10 < 1/10), megacro (ot > 1/1000 mo < 1/100), peaxo (ot > 1/10 000 mo < 1/1000), oueHsb peaxo

(< 1/10 000); He u3BecTHO (OIIEHKA HA OCHOBAHHH MMEIOIIMXCS JTaHHBIX HEBO3MOXKHA).

Tabauna 2: Yacrora BO3ZHHKHOBEHHsI HeXKelaTe/JbHBIX sBJeHHil 11 bponxuron-

®apmaxcuc B 1eHb ckpuauara (DPM-CF-301, DPM-CF-302, DPM-CF-303)

Knaccudpukanuss HexenarenbHbIX | YacTo Heuacto
peakiuii (BJIE€HUI)
Hapymenusi co cropoHsl oOMeHa O06e3BoKHUBaHME
BEIIECTB M MUTAHUS
Hapymenuss co cTOpoHbI HEpBHOMU ["onoBHas 6016
CHUCTEMBbI
Hapymenus co ctopons! | Kamens CBucrsiiee JpIXaHue
JIBIXaTEJIbHOU CUCTEMBbI bponxocnazm
YMeHblIeHHE obbema
(GOpCHPOBAHHOTO BBIIOXA
ActMa
Hapymenus co CTOPOHBI boib B BepxHeH YacTH IKHUBOTA
[UIIEBAPUTETHLHONU CUCTEMBI PBora
PBoTa Bciieq 3a MPUCTYIIOM CHUJIBHOTO
Karis
TowmHoTa
OO1ue paccTpoiCcTBa U HAPYICHUS YyBcTBO uckoMdopra B rpy i
B MECTE BBEJICHUS
JlabopaTopHbie nokazarenu [loBbIllIeHHE  YpOBHSA  IIETOYHOMH
¢docdaraspl B KpoBU
Peaxiuu, BO3HUKIINE MEXIY JTHEM MPOBEICHUS TECTa HA MEPEHOCUMOCTh MAHHUTOJA U THEM
IpUeMa UcclielyeMoro npenapara (Ipu HaJTHuuH ).

[loctmapkeTuHroBeie: TOOOYHBIE peaklMM Ha HAdyaJlbHYIO JI03y, HaOiloJaeMble B
IIOCTMApKETUHIOBBIX YCJIOBUSIX, HO HEe HAOJIOJaeMble B KIMHHYECKHX HCIBITAHUAX, BKIIIOYAIIH
OJIBIIIIKY.

Pesxnm TepaneBTHYECKOH 103bI:

Oskupaetcs, 4To y OOJIBIIMHCTBA MAlMEHTOB, NMPUHUMAIOMUX bponxuton-PapMakcuc, MOryT
BO3HHMKHYTh MOOOYHBle peakuud. Haumbonee wuacto HaOmoIaeMON MOOOYHONM peakLHUei,
CBSI3aHHOM C mpueMoM rmpernapara bponxurton-Papmakcuc, sBiseTcs Kameib. KiIMHHuYecKH
HanOojiee BaKHOM MOOOYHOW peakIMel, CBA3aHHOW C TMpHeMOM Ipernapara bpoHXuTOI-

q)apMaKCI/IC, SIBJIACTCA KPOBOXApPKAaHHUC.

14



B Tabnuue 3 ykazaHbl TOJBKO MOOOYHBIE PEAKIHH, MO KOTOPBIM MOXET OBITh 000CHOBAHHO

YCTaHOBJICHA MPUYHUHHAA CBSI3b C MCAUKAMECHTO3HBIM JICYHCHHUEM JICKAPCTBCHHBIM IIPEIapaToOM.

YacTtoTa BO3HUKHOBEHHS IIpuBE€Z€Ha Ha OCHOBaHWH HaOJIIOIGHUH B TEYEHHE KIIFOYEBOI'O

CPaBHUTECJIbHOI'O KIIMHHUYECKOI'0 MCCIICAOBAHHUs, W3Yy4YarolIero BJIMSIHHUE IIperapara BpOHXI/ITOH-

dapmakcuc B KauecTBe JOMOTHEHHS K TEKYIICH Tepanuu y OOJbHBIX MYKOBHCIIHI030M.

YacTroTa BO3SHUKHOBEHHUS OIIPEZIC/ICHA TaK XK€, KaK OITUCAHO B tabuie 2.

Tabauna 3: Yacrora HexenaTeJbHBIX siBJeHHI 1asi Bponxuron-®apmakciuc Bo Bpemsi

ciaenoii ¢pasbl 3-ro ITana HccaeI0BAHHS

napasuTapHbIC 3a00JIeBaHUS

Knaccuduxanmus Yacto HeuyacTto

HEKEJIATEeIbHBIX  peakluif

(s1BJICHMI)

Undexnuonnsie U [TonoxxuTenbHbIA  pe3ysibTar

HCCIIe/IOBAHUS HA OaKTepuu
Kanu103 nmosioctu pra
CraduiokokkoBast HHMEKIUs

bponxur
bpouxonHeBMoHHs
WNudexnus HIKHUX
JIbIXaTeNIbHBIX Iy TeH
Jlerounast uHGpeKIUsI
DapuHruT
bakTepuasibHas MHEBMOHHUS
Undexius BEPXHHUX
JIBIXaTeJbHBIX My TeH
Cunycur
Hapymienuss co  cTOpOHBI CaxapHbrii auaoer,
00OMEHa BEIECTB U MUTAHUS acCOIMMPOBAHHBIN ¢
MYKOBHUCIIHI030M
CHuxeHMe anneTura
Hapymenuss co cropons! | ['omoBHas 601k ["onoBOKpyKEHUE
HEPBHOM CUCTEMBbI
Hapymenuss co  cTOpoHBI VYinas 60i1b
OpraHoB CJIyXa ¥ paBHOBECHUS
Hapymenuss co cropouns! | Kamens 3a10)KEHHOCTh  JIbIXaTeIbHBIX
JIBIXaTeJIbHOM cucremsl, | KpoBoxapkaHbe nyTei
OopraHoB rpyaHod kietku u | Opodapunreanbnas 6osib | Punopes
CpeOCTEHHS Caucrtsiiee JabIxaHue Jlucdounmus
VXyuieHue cocTosiHUs Oppiika
Omymenue muckombopta | ['unepBeHTHISAIINS
B 00s1acty rpy/1HOM KiIeTku | OOCTpyKTUBHOE  HApyILIEHHE

JIbIXaTEJIbHBIX Iy TEeH
becuBernas Mmokpora
[IpoayKTUBHBIN Kallelb
Paznipasxenue ropia
Actma

bponxocnasm
Jlapunrocnasm
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Xpurbl
3acTOil MOKPOTHI

Hapymenuss co cTropoHsl
eIy IOUHO-KHILIEYHOT O
TpakTa

PBora
[Tocnekainesas ppora

["acTpoazodareanbHas
pedtokcHast 00J1€3Hb
['toccouuus
OTpbDKKa
OnaryneHus
Tomnora

PBOTHBIE 1MO3BIBBI
Cromarur
N3bsi3Biienue j1ecex

Hapymenuss co  CTOpOHBI
KOKH U MOJIKOYKHBIX TKaHeH

AxHe

3ya

ChpIb

X0JIOIHBIH TIOT

3yasias Chlllb
AJUIeprUYecKuil 1epMaTuT

Hapymenuss co  cropoHsl
CKEJIETHO-MBbIIIIEYHOH 5|
COCJIMHUTEILHON TKAaHU

Aptpanrus

CKOBaHHOCTB B CyCTaBe
MeleyHo-ckeneTnas 00iab B
obnacTu rpyau
CkenieTHO-MbIIIeYHast 60J1b
bosb co cTOpOHBI CLIMHBI
Cunzapom BHUCOYHO-
HU)KHEUEJIFOCTHOTO CyCTaBa

Hapymenuss co  CTOpOHBI
MOYEeK U MOYEBBIBOJSIINX

Henepxxanue moun

nyTein
OOmme  paccTpoiicTBa U bonp B 001acTé IpbDKEBOTO
HapyIIeHUs B MecTe MeIIKa
BBEJICHUS Ycranocts
['punmonoobHoe 3a0oneBanue
Henomoranue
[Tupekcust
TpaBMBI, WHTOKCHKAIlMH W [lepenom KITrOUMIIBI
OCJIO’)KHEHHS TIPOLIE Ty P HenpaBuibHast MeTOJQMKa B
nporecce UCTIOJTH30BAHHUS
npernapara
JlaboparopHbie U [TonoxuTenbHBIA  pe3yabTar
WHCTPYMEHTAJIbHbBIE JIAaHHBIE UCClIe/IOBaHUs Ha OaKTEepUU B
MOKpOTE
[TonoxxuTenbHBIR  pe3yibTar

HCCJICJOBaHUsd Ha FpI/I6OK B
MOKpPOTE

[Icuxuyeckue HapyICHHS

Hapymienue 3acpinanus
bone3HeHHbIE MBICITH

KpoBoxapkaHbe:

BaxHbIM HeXelnaTe/IbHBIM SABJICHUEM, CBA3aHHBIM C IIPHEMOM BpOHXI/ITOH-(DapMaKCI/IC, SABIIACTCA

DPM-CF-302 u DPM-CF-303

KPOBOXapKaHbE.

N3 cobpannbix manHbix DPM-CF-301,
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KpoBoxapkaHbe (3apukcupoBano kak HS) obnapysxeno y 9,7% nanueHToB rpyninsl ¢ bponxuTo-
®apmaxcuc npotus 7,7% B KOHTpoJILHOM rpynie. KpoBoxapkaHbe ObLI0 O0JIee pacpocTpaHEHO
B KkadectBe cepbe3Horo HA B rpynne mannutona (9 (1,6 %) y4acTHMKOB HCCIEIOBAaHHUS I10
cpaBHenuto ¢ 5 (1,1 %) B xoHTposnbHO#U rpymme). Tem He MeHee, 1O/ MAllMEHTOB, KOTOPBIE
coobumaM o kpoBoxapkanbe kak HS uim o kpoBoxapkanbe npu oboctpenuu, cocraBuiaa 12,1 %
B rpynne manHuTosa ¥ 11,9 % B KOHTpOJIbHO#H Tpymre.

Tabmmna 4: Ciayyanm BO3ZHUKHOBEHHSI KPOBOXapKaHbsi B 3aBHCHMOCTH OT BO3pacra

NanueHToB B (a3ze JABOIHOI c/ienoii Tepanun B ABYX onopHbIx ucciaexopanusax (DPM-CF-

301 u DPM-CF-302) (nomy.isiiust 1Jisi OLEHKH 0€30MACHOCTH)

ManHuTON KoHnTpoabHasi rpynna
n (%) n (%)

Bce yyacTHUKH N=361 N=239

OO1ee KOJMYECTBO 3aperuCTPUPOBAHHBIX CIIy4aeB KPOBOXapKaHbs 48 (13.,3) 32 (13,4)

3aperucTpupoBaHo Kak Mpu3Hak 000CTpeHUs JerouHOro 3aboeBaHus 14 (3,9) 19 (7,9)

(He B kauectBe HA)

KpoBoxapkaHbe 3aperucTpipoBaHo B kauectBe HJI 34(9,4) 13 (5,4)
Tsokenoii creneHu 4 (1,1) 1(0,4)
CBs3aHHOE 20 (5,5) 4(1,7)
CepbesHoe 8(2,2) 2(0,8)
JIOCPOYHO MCKIIOYEHBI U3 UCCJIEI0BAHUS 6 (1,7) 0(0,0)

INauuenTs! eTckoro Bo3pacra (6-11 jer) N=66 N=41

OO1ee KOJMYECTBO 3aperuCTPUPOBAHHBIX CIIy4aeB KPOBOXapKaHbs 4(6,1) 1(2,4)

3aperucTpupoBaHO Kak MpU3HaK 000CTpeHUs JJerouHoro 3aboeBaHus 0(0,0) 1(2,4)

(He B kauectBe HA)

3apeructpupoBaHo B kauecTe HS 4 (6,1) 0 (0,0)
Tsokenoii cTeneHu 1(1,5) 0 (0,0)
CBs3aHHbIE 2(3,0) 0(0,0)
CepbesHble 0 (0,0) 0(0,0)
JIOCpOYHO MCKITIOYEHBI U3 MCCJIeI0BAHUS 0(0,0) 0(0,0)

IMoapoctku (12-17 seT) N=88 N=64

OO11ee KOIMYECTBO 3aPeruCTPUPOBAHHBIX CIIyYaeB KPOBOXapKaHbsl 12 (13,6) 7 (10,9)

3aperucTpupoBaHO Kak MpU3HaK 000CTpeHHs JerouHoro 3adoeBaHus 4 (4,5) 5(7.8)

(He B kauectBe HA)

3apeructpupoBaHo B kayectse HS 8(9,1) 2(3,1)
Tsokenoi creneHu 1 (1,1) 0(0,0)
CBsi3aHHbIE 6 (6,8) 0(0,0)
Cepbe3Hble 334 1(1,6)
JIOCpPOUYHO MCKIIIOUEHbI U3 MCCIIEI0BAHUS 0(0,0) 0(0,0)

B3pociibie (>18 s1eT) N=207 N=134

OO011ee KOIMYECTBO 3apPeruCTPUPOBAHHBIX CITy4aeB KPOBOXapKaHbsl 32 (15,5) 24 (17,9)

3aperucTpupoBaHo Kak MpU3HaK 000CTpeHHs JerouHoro 3adoeBanus 10 (4,8) 13(9,7)

(He B kauecTBe HA)

3aperucTpupoBaHo B kayectse HJ 22 (10,6) 11(8,2)
Tsoxenoii cteneHu 2(1,0) 1(0,7)
CBsi3aHHbIE 12 (5.8) 4(3,0)
Cepbe3sHble 5024) 1(0,7)
JIOCpOYHO MCKJIIOUEHbI U3 MCCIIE0BaHUs 6(2,9) 0(0,0)

B uccnenoBanuu DPM-CF-303 koauuecTBO MalMEHTOB, COOOMIMBIIMX O KPOBOXapKaHbE Kak
HEXKENaTeJIbHOM SIBICHMHM, BO3HMKIIEM BO BpeMms JiedeHusi, cocraBuwio 10,1% B rpymme
npuMeHeHus: mnpenapara bponxuton-@apmakcuc mo cpaBHeHuto ¢ 10,3% mnanueHTOB B

KOHTPOJIbHOM IpyIIIe.
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Kamenp:
Kamenp sBasiercss pacnpoctpaneHHbiM HS. XoTs BirakHbIM Kalleilb YKa3bIBAJICS B KayeCTBE

pacnipoctpaneHHOro HSl, oH siBisieTcst 10JIe3HBIM IPU OYUIIEHHH OT MOKPOTBI.

Ilepeno3npoBka

CiyuaeB nepeI03upOBKH B KIIMHUYECKUX MCCIIEIOBAHUSIX HE HAOI0AI0Ch. Y BOCIPUMMYHMBBIX
MAlMEHTOB TPU TEPEeJI03UPOBKE MOXKET BO3HMKHYTh OponxocmasMm. IIpu BO3HMKHOBECHHH
Ype3MepHOro Kaluist ¥ OpOHXOCIa3Ma clielyeT IPUMEHUTh P2-arOHUCThI KOPOTKOIrO JIEUCTBUS H,

IpH HEOOXOAUMOCTH, KUCTIOPOJI.

B3aumojeiicTBHe ¢ APYrHMH JIEKAPCTBEHHBIMH CPeICTBAMH

bponxuron-®apmakcuc 3¢pHeKTUBHO U O€30MaCHO IPUMEHSJICS B KIMHHYECKUX MCCIICIOBAHUSAX
B COYETAaHHH CO CTAHJAPTHBIMM IIperapaTamMu JUisl JICUEHUS MYKOBMCIM/03a, TaKUMH Kak
MYKOJIUTHKH, aHTHOMOTHKH, OPOHXOJUTHKU, (DEPMEHTHI MOKEITYA0YHON KEIE3bl, BATAMHHBI,
MHTQISIIMOHHBIE M CHCTEMHBIE KOPTHKOCTEPOMIbI, aHaibreTuku. OJHAKO O(UIMaIbHBIE

HCCIICOBAHUS B3aUMOICHCTBUM C JPYTHMH JICKapCTBEHHBIMHU IIpEIIapaTaMy HE IIPOBOJHIHCD.

Oco0blie ykazanust

KpoBoxapkaHbe:

B Xxoie mpoBejieHHs KIMHHYECKHX HMCCIIEAOBAHUM YacTo C€OOOMIAIOCh O BO3HUKHOBEHHH
KPOBOXApKaHbsl y MAlMEHTOB C MYKOBHCIIMIO30M IIpH IpHeMe mpenapata bpoHXHTOI-
®dapmaxcuc.
CocTosIHME MALMEHTOB CO 3HAYMTENILHBIMHA SIU30/1aMH KPOBOXapKaHbsl B aHamHese (> 60 mi)
JIOJIKHO THIATEIBHO KOHTposMpoBarhes. OduimaibHble HecieoBaHus Ipenapara bpoHxuros-
dapMakcuc y MalMeHToB C SMH30/1laMi KPOBOXapKaHbsi B TEUEHHE NPEBIIYIHX 3 MECSIEB He
npoBoauiKch. ClieoBaTeIbHO, TAaKUE MAlMEHTbl JOJDKHBI HAXOIUTHCS O] TIIATEIbHBIM
HaOJTI0/ICHHEM, a B CJTyYae BOSHUKHOBEHUSI MACCUBHOIO KPOBOXapKaHbs IPUMEHEHHE NpenapaTa
Bpouxuron-dapmakcuc cieayetr OTMeHHTh. OOMIbHBIM/CEPhE3HBIM KPOBOXapKaHbEM CUMTACTCS:
e octpoe kpoBoTeueHue > 240 M1 B TeueHHre 24-4acoBOro nepuoia
e peruBHpYolIee KpoBoTeueHue > 100 Mi1/1eHb B TEUCHUE HECKOJIBKUX JHEH
B0306HOBIEHHE MM OTMEHA IPUMEHEHHUs rpernapara bponxuton-®apmakcuc nocie HeOOIbIIHX
SIH30/I0B KPOBOXAPKAHbS JIOJDKHO OCHOBBIBATHCSI Ha pe3yJibTaTax MPOBEACHHs KIMHUYECKOH
onenku. OOpaTuTech Takxke K pazaeny «llobounoe neincTBuey.
Actma:
dopmanuioBaHHble HcclaenoBanus A dexTuBHOCTH/Ge30mMacHOCTH npenapara  bpoHXUTOI-
dapMakchC y TAlMEHTOB C acTMON He MPOBOJMINCH. [lalMeHToB ¢ acTMOH HEOOXOAUMO
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TINATEIHHO KOHTPOJMPOBATH HA OTCYTCTBUE YXYLIECHHS IPU3HAKOB ¥ CHMIITOMOB aCTMBI 110CIIE
npremMa HavyallbHO# 11036l penapaTa bponxurona-Papmakcuc.

Cnenyer npoMHPOPMHUPOBATH MAIMEHTOB O HEOOXOAMMOCTH COoOOIATh 00 yXy/IIICHAH
NPU3HAKOB W CHMIITOMOB acTMbl CBOEMY JieyaiieMy Bpady. [Ipu Haimuuu J0Ka3aTesbCTB
BO3HHUKHOBEHHs OpOHXOCIa3Ma BCJIEJCTBHE MPOBOAMMON TepaluH, Bpad JIODKEH TIIATEIBHO
OLIEHUTB, TIPEBOCXOIAT JIM MIPEMMY IIECTBA OT IPOI0JDKEHUS IPUMEHEHHS TIpenapara bBpoHxXuTo-
dapmakcuc pucku Juisi  namueHta. Jlns  sedenus OpoHXocmasma  ClIeayeT IPUMEHAThH
OpOHXOJUTHYECKHE CpEJICTBA WM JApyrHe Npenaparbl B COOTBETCTBHH C MEIMIMHCKAMU
NOKa3aHUSIMH.

FI/IHCD‘IVBCTBI/ITCJ'II)HOCTI) K MAHHHUTOJIY!

[TareHTOB HEOOXOAMMO KOHTPOJIHPOBATh HA OTCYTCTBUE OPOHXHAIBHOM IMIIEPPEAKTHBHOCTH K
MHTAISIIMOHHOMY MaHHHUTOJTY ITPH OIIEHKE BO BpeMsl IIpHeMa HavallbHO# JI03b1 10 Havalla mpueMa
npenapara BpouxuTosn-OapMakcue B TEpaneBTHYECKUX 103aX. ECiIM nanuenThbl He MOy T IPOUTH
CIIMPOMETPHIO HJIM OLIEHKY [TPH IPHEME HadaIbHO# 103bl, OHU HE JIOJKHBI I10JTy4arh bpoHXHUTOI-
dapmaxcuc. Eciiu manienT nposBiisieT rHneppeakTHBHOCTh, Ha3HayaTh bponxuTos-dapMakcuc B
TepaneBTUYECKHX J03aX He cienyeT. IIpu KoHTpose OpOHXHAIbHOW TI'HIIEPPEAKTHBHOCTH
TIPUMEHSIIOTCS] OOBIYHBIE MEPBI IIPEJIOCTOPOIKHOCTH.

Bpouxuton-dapMakchc MOXKET BbI3BATh TPEOYIOLIMI JTeueHns OPOHXOCIAa3M JlaXKe y NMalMeHTOB,
HE I0KA3aBIIKX THIEPPEAKTHBHOCTH HA HAYAJIBHYIO 103y HHIAISIIMOHHOIO MAaHHUTOJA.
bponxocnasm:

Bpouxuton-GapMakcuc MOXeT —BbI3BaTh TPEOYIOLIYIO JIeUeHHs OPOHXOKOHCTPHKLIHMIO/
OpOHXOCMAa3M Jaxe y TAlKHEeHTOB, He MPOSBUBLIMX TMIEPPEAKTHBHOCTH Ha HAYAIBHYIO 03y
HHTAIUOHHOr0  MaHHuToima. Jlng  jeyenus  OpoHXocmasma — CI€yeT — IPUMEHSThH
OpOHXOJIMTHYECKHE CPEICTBA MM JApyrHe Ipenaparbl B COOTBETCTBHH C MEIMIMHCKAMH
MIOKA3aHUSIMH.

[Ipu HaMuKMK 10KA3aTeLCTB BO3HHKHOBEHMSI OPOHXOCMAa3Ma BCIIEJCTBUE IPOBOAMMON TEpaIluH,
Bpady JIOJDKEH TIIATEIbHO OLEHUTh, MHPEBOCXOMAT JIM MPEUMYIIECTBA OT MPOJODKECHHUS
npuMeHeHus npenapata bponxuron-PapmMakcue pUCKH JUTs MAMEHTA.

IIpruMepHO Yepes mecTh HeJlelb M0c/e Havalla JiedeHns npenapatom bponxuron-dapmakcuc Bee
MAIMEHTH! JOJKHBI OBITh B COOTBETCTBHH ¢ HHCTPYKIMEH 00CII€/10BaHbl JJIsi OLCHKU IIPH3HAKOB
M CHMIITOMOB, YKa3bIBAIOIIMX Ha JEKAPCTBEHHO HHIYLIMPOBaHHbIH OponxocnasM. I1py Hanm4auu
HEOMpeIEIeHHOCTH CIIe/lyeT OBTOPUTH OIIEHKH NPH IPHEME HAYaIbHOH J03bI.

Kaniens:

B xoje mpoBeeHHS KIMHWYECKHX MCCIIEJOBAHMH YacTo cOOOmAIoCch O BO3HMKHOBEHHWH Y

TAlMEHTOB KAl P IPUMeHeHHH nipenapara bponxuton-Papmakcuc.
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[IpoayKTHBHBIH Kalledb MOXKET ObITh MOJI€3€H IIPU OYHIIEHUH OT MOKPOTBHI.

[TanenTOB ClieyeT OOyYHTh TMPABUILHOW TEXHHMKE MCIIOJIB30BAHUS MHIAlISTOpa B IIPOIECCE
JIeYeHHs], @ TaK)Ke MOCOBETOBATh MM COOOIATh CBOEMY JieyallleMy Bpady O HaJH4HH CTOHWKOrO
KallLIs TpM IpUMEHeHuH npenapara bpouxuros-Papmakcuc.

Hapymenne d)VHKILHI/I JICTKHUX:

Be3onacHocTh 1 3G (HEKTUBHOCTS eliie He ObLIa MPpoIeMOHCTpHpOBaHa y nauueHTos ¢ OPB| MeHee
30 % ot pomkuoro. [Ipumenenue npenapara bponxuton-PapMakcuc He pEKOMEHI0BAHO TAKUM
HalMeHTaM.

bpoHx03KTa3usi, HE CBSI3aHHAsl C MYKOBHUCIIUIO30M:

DddexktuBHOCTL ©  Oe30macHOCTh mpenapata bponxuron-PapMakcue y MANHMEHTOB C
OpOHXOJKTa3ueil, He CBS3aHHOW C MYyKOBHCLHUIO30M, He ycTaHoBieHa. [looromy neuenue
npenapatom bpouxuton-®apmakcuc He peKOMEHI0BAHO.

Hapymenune dyHKIMY oYeK / IeUYeHH:

OdurinanbpHbie Hccile0Banus npenapara bpouxuton-OapMakcic y ManueHToB ¢ HapylICHHEM
(GyHKIUY TTOYeK / TIeYeHH He TPOBOAMINCH. KOHKpETHBIE PEeKOMEHIAIMHU 10 TOBOJLY J03 ISl 3THX
TPYIII MMAIAEHTOB OTCYTCTBYIOT.

Bo3zneiicTBre Ha d’)CDTI/IHBHOCTbi

HcenenoBanye BIMSHUAS HHIASIIMOHHOIO MAHHUTOJIA HA q)epTI/IJ'II:-HOCTB HE IMIPOBOAUJIOCH.

Ilpuem v nereit

Bponxutos-@apMaKkcuc He PEKOMEHIyeTcsi MPHMEHATh Yy JAeTed muiaame 6 Jjer u3-3a
HE0CTATOYHBIX JAHHBIX 0 0e30MacHOCTH H 3P PeKTHBHOCTH.

[IpreM y JIMIT ITOYKUJIOT0 BO3pacTa.

B uccnenopanusax ¢asel 11 u 111 cpexnuii Bo3pacT mar@eHToB cocTapisl okoo 22 net. Bospact
caMoro crapmiero mnanuedta B uccinenoBanuu (assr 111 cocraBnsan 78 ner. KoHKpeTHBIX
pPEKOMEHJIAIMH 110 TTOBOJTY /103 JUIsl HCIIOJIb30BaHMs Y JIUII IIOXKHUIIOT0 BO3pAcTa HE UMEETCs.

KaHneporeHHOCTh:

JloKa3aTenbCTB KAHIEPOreHHOCTH IIPH HMCCJIEIOBAHHH MBbIIICH M KPhIC B TEYCHHME 2 JIET C
BBeleHHeM MaHHuTOA (< 5 %) B muiry nojiydeHo He Obu1o. MccnenoBanus KaHIIEPOT€HHOCTH €
HHTAJISSIIAOHHBIM MAHHUTOJIOM HE ITPOBOIUIIHCE.

['eHeTHUYECKAsE TOKCUYHOCTh:

HpH aHaJIM3€ MAaHHHUTOJIA B CTaHIIapTHOﬁ Ccepuu HCIBITAHUM Ha I'CHCTHYCCKYHO TOKCHYHOCTD,
MYyTar€HHOE€ U KJIaCTOIC€HHOE BO3JICHCTBUE HE BBISBIIEHO.

BiusHue Ha 1aHHBIE J1a00PaTOPHBIX HCCIICJIOBAHUM:

BiausiHue Ha remMaTtojOrd4yecKue IoKa3aTellu, OMOXHUMHYECKHMI I10Ka3aTesb (byHKI_II/II’I IICYCHH,

rapaMeTpbl MOYCBUHBI KPOBU U YPOBEHD JJICKTPOJIUTOB HC Ha0J1101aJ10Ch.
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Biusinue Ha cmocoOHOCTH YHPaBJATH TPAHCHOPTHBIMH CpeICTBAMH, MEXAaHH3MAMH
He nabmoaanoch OTPUIIATCIBHOTO BJIMAHHA Ha CIIOCOOHOCTH yIpaBJICHUS TPaHCIIOPTHBIMH

Cpe/ICTBaMHU M paboTy C MEXaHH3MaMH IIPH IpueMe npenapara bpouxurosn-dapmakcuc.

®opma BbINyCKA

[TopoIIOK JiJIst HHTAJISIMN 103UpOBaHHBIN, 40 Mr.

ITo 10 KarcyJ1 B KOHTYPHYIO SUEHKOBYIO yIIAKOBKY U3 TpexcioiiHoi mieHku [TA/amomunnit/TIBX
U QTFOMHHUEBOH (OJIBbIH.

[To 1 KOHTYpHOM SYEHKOBOH YITaKOBKE BMECTE C MHTAIATOPOM H MHCTPYKIHKEH MO IPUMEHEHHUIO
TIOMEINAIOT B KAPTOHHYIO MayKy.

[To 28 KOHTYpPHBIX SYEHKOBBIX YNMAKOBOK BMECTe C 2 MHIaIsTOpaMH W HMHCTPYKIHEH IO

IPAMEHECHHUIO ITOMECIIAIOT B KAPTOHHYIO MA4KYy.

YenoBusi XxpaHeHHst

[Ipu Temneparype He Bbime 25 © C. XpaHUTb B HEAOCTYITHOM JUIS ICTCH MECTE.

Cpok roanoctu

3 roxa. He IIPUMECHSATH I10CJIC UCTCUCHUS CPOKA T'O/THOCTH.

YcaoBusi oTmycka

OTnyckaroT 1o peLernty.

HOpuauyeckoe JIHI0, HA HMsI KOTOPOr0 BbIIAHO PErHCTPANIMOHHOE Y/10CTOBEpPEeHHe:
«®apmakcuc JItayn, 20 Pondopoy Poyn, ®penuns ®opect, Hobiit HOxmubIiH Yombe, 2086,
ABcTpanus

«Pharmaxis Ltd.», 20 Rodborough Road, Frenchs Forest NSW, 2086, AUSTRALIA

IIpousBoaure.nb:
«®apmakcuc JIta», 20 Poxbopoy Poyn, ®penuns Popecr, Hopwii HOxubii Yomse, 2086,

ABCTpayiist

«Pharmaxis Ltd.», 20 Rodborough Road, Frenchs Forest NSW, 2086, AUSTRALIA
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Opraﬂnzaunﬂ, NpHHUMAKOIas NpEeTCH3UH nmpeﬁnneneii:

MockoBbckoe npeacraputenbeto AO I'en Mnad Be Carnbik Ypynnepu Can. Be Tumk. AL

121170, r. Mocksa, yi1. HeBepoBCKOro, 10M 9, 4 sTax, noMemenue I, komHara Ne 24, oduc

Ne 414a
Ten.: +7 916 163 95 88

MeHepKep 110 BOIIpOcaM
HOPMATHBHO-TIPABOBOTO PEryIMPOBAHHS
«®apmallexc 'MOX», I'epmanus

[TaBnymmH A. A.
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