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Pestome

BeepeHue. [py ncnonb3oBaHMu npenapata AopHa3a anbda y AeTer ¢ MykoBucuuaosom (MB) B BUAE MHrangumii Yepes komnpec-
COPHbIN MHranATop € NynbCUPYHOLLER Nofayen aspo3ons 4OCTUrAETCSA BbICOKAs KOHLEHTPaLMA a3po30/4 B NOMOCTU HOCA U OKO-
JIOHOCOBbIX Masyxax, YTo obecneynmBaeT CHUXKEHWE TAKECTU TEYEHWUS PUHONOTMYECKOM MATONOTMM, @ UMEHHO XPOHUYECKOro
PUHOCKMHYCUTA, B T. Y. C HA3albHbIM MOAMMNO30M. Takxke HabNaaeTCs NONOXUTENbHOE BANSHWE HA QYHKLMIO BHELHEro AbIXaHus
BCNEACTBME YMEHbLIEHWUS HEraTUBHOIO BUSHUA PUHONOMMYECKOW NATONOrMKU HA PECMMPATOPHbINA TPAKT, Npexie BCero 3a CYeT
HUCXOAALLErO MHDULMPOBAHNUS.

LUenb. OueHnTb BAMSIHWE MHTPaHA3anbHOM Tepanuu NpenapaTom A0pHa3a anbda B COCTaBe KOMNAEKCHOIO eYeHns Ha hyHKLMIO
Nerkmnx n nokasartenu dusmyeckoro passutus y aeten ¢ MB.

Matepuansl n MeToabl. B nccnenoBaHumn npoBefeHo CpaBHEHWE 3POEKTMBHOCTM NPUMEHEHWS MpenapaTa fopHasa anbda npu
XPOHUYECKOM PUHOCUHYCUTE C Ha3asbHbIM MOUMO30M C UCNOMb30BaHWEM Pa3HbIX BUAOB NOAAYM NpenapaTta y AeTen, He nony-
4aBLUMX TapreTHyto Tepanuio MB. CpaBHMBanach rpynna neTew, Nony4yaBLINX ABE UHTANALMKM AOpHa3bl anbda (N = 43), MHGopMa-
LMs 0 nauueHTax 3Toi rpynnbl B3gTa m3 pernctpa 2020 r, v rpynna AeTei, NONYyYaBWMX MHIanAUMI0 AOPHAa3bl anbda TOAbKO
B HWKHME OTAENbI AblXaTeNbHbIX NyTel (n = 28), tHGopMaLms 0 NaumeHTax 3ToN rpynnel B3gTa u3 peructpa 2016 r.
PesynbTatbl. dDdeEKT OT NpUMeHeHUs LOMOAHUTENbHOW MHTPaHAa3anbHOM WHransUmMu npenapata nopHasa anbda Habnopancs
B Buae pocTa nokasatenei ODB, u OXEJI. Kpome Toro, 0TMeUEHO ynydlweHme nokasaTesei Macchl Tefa M pocta B rpynne nauu-
€HTOB, MNOYYaBLUMX MHTPaHa3albHble UHTANALMK, OLHAKO BbISBNEHHAN PAa3HULA HE OOCTUIIA [LOCTOBEPHbIX 3HAYEHUMN.
3akntoveHue. [onydeHHble pesynbTaThl B Buae pocTa nokasatener ODB, u OXEJ1 noszsonatoT caenatb BbiBoA 06 3GGeKTMBHOCTH
Ha3HauyeHWs AONONHUTENBHOM MHTPAHA3a/IbHOM MHranauum npenapara AopHasa anbda.

KntoueBble 10Ba: KMCTO3HbIM GUOPO3, PYHKLMS BHELIHErO AbIXaHUS, MyKONUTUKM, MHIANSLMOHHAA Tepanus, Pari Sinus

Inga umtupoBanusa: MNetpos AC, WaapuHa BB, MNongkos Al1, BopoHkoea AR, Konapatbesa EN. OnbiT MHTpaHa3anbHoro npume-
HeHWs npenapaTta AopHasa anbda y AeTei C XpOHMYECKUM PUHOCUMHYCUTOM C Ha3aNbHbIM MOMMMO30M MPK MyKOBUCLMAO3E.
MeouuyuHckuti cosem. 2023;17(19):62-67. https;//doi.org/10.21518/ms2023-424.
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Abstract

Introduction. When using the drug dornase alfa in children with cystic fibrosis (CF) in the form of inhalations through a com-
pressor inhaler with a pulsating aerosol supply, a high concentration of aerosol is achieved in the nasal cavity and paranasal
sinuses, which reduces the severity of rhinological pathology, namely chronic rhinosinusitis, including those with nasal polyp-
osis. There is also a positive effect on the function of external respiration, due to a decrease in the negative impact of rhino-
logical pathology on the respiratory tract, primarily due to descending infection.

Aim. To evaluate the effect of intranasal dornase alfa therapy as part of a complex treatment on lung function and indicators
of physical development in children with CF.

Materials and methods. The study compared the effectiveness of the drug dornase alfa for chronic rhinosinusitis with nasal
polyposis using different types of drug delivery in children who did not receive targeted therapy for CF. A group of children
who received two inhalations of dornase alfa (n = 43), information about patients in this group was taken from the 2020 reg-
ister,and a group of children who received inhalation of dornase alfa only in the lower respiratory tract were compared (n = 28),
information about patients in this group was taken from the 2016 register.

Results. The effect of additional intranasal inhalation of the drug dornase alfa was observed in the form of an increase
in FEV, and FVC. In addition, there was an improvement in body weight and height in the group of patients receiving intrana-
sal inhalations, but the identified difference did not reach significant values.

Conclusion. The results obtained in the form of an increase in FEV, and FVC allow us to draw a conclusion about the effec-

tiveness of prescribing additional intranasal inhalation of the drug dornase alfa.

Keywords: cystic fibrosis, respiratory function, mucolytics, inhalation therapy, Pari Sinus
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BBEJEHUE

KucrosHeit drnbpos (Mykosmucumnaos — MB) — aytocomHo-
peLeccrBHOE MOHOTeHHOe HacnenCTBEHHOe 3aboneBaHue,
XapakTepu3yloleecs MNOPAaXEHWEM BCEX 3IK30KPUHHbIX
Xenes, a TakKe XM3HEHHO BaXKHblX OpraHoB u cuctem [1-3].

XpoHuueckunit puHocuHycuT (XPC), B T. Y. C Ha3aNbHbIM
nonuvnosom (HIM) aBnsetcs ogHMM M3 npossneHun MB.
Bcnenctene uM3MeHEHMS PeONOrMYecKMx CBOMCTB CAU3M
HapyLaeTcs MYyKOUMAMAPHBIA KAMPEHC M 3aTpyLHSeTcs
ouuLeHre okonoHocoBbix nasyx (OHM) [4-6]. B uccneno-
BaHMSAX MOATBEPXKAAETCH, YTO MMKPOOMONOTrMYECKMIA Nei-
33X B MaTepuane U3 BEPXHEeYeNtoCTHbIX Nasyx U BpoHXxo-
anbBeONSPHOM NaBaXe MMeeT CXOAHbIMA reHOTHN, YTO yKa-
3bIBAET Ha YXYALWEHME CTaTyCa HMKHUX AbIXaTeNbHbIX MyTeW
nocpeacTBOM HUCxoasduwero MHouumposanusa ns OHI npu
MB. 310 nogyepkuBaeT BaxHocTb OHIT kak OCHOBHOroO
MCTOYHMKA NAaTOreHHOM MUKpOGIOpsLl Npu AaHHOM 3abone-
BaHuu [7, 8].

C 2011 r. B Poccuiickoit Mepepauunn OencTByeT NpoekT
«HauunoHanbHbIN perncTp naumeHToB ¢ MB», koTopbIi COOT-
BETCTBYeT €BpOMeNCKMM TpeboBaHUSIM W S[BNSETCS ero
cocTtaBHOM yacTtblo [9-11]. Mo paHHbIM peructpa 60MbHbIX
MB 2020 r., XPC ¢ HI BbisiBneH y 31,8% naunentos, a XPC
6e3 HIM -y 28% [12]. Uenbio Tepanuun XPC npu MB aBnsetcs
BOCCTQHOB/IEHWE BEHTUNALMM U [PEHUPOBAaHWE MpUAaTOY-
HbIX Ma3yX Hoca. B neveHun puHonormyeckor naTonorum

peKOMEHAYETCS MPPUraLMOHHAsg Tepanus: MpoMbIBaHUS
nonocTn Hoca nposomsatcs usoToHuyeckumm (0,9%) wnnu
rmnepToHmMyeckummn (3%) conesbiMM pacTBopamu 2 pasa
B CYTKM (MM Yallle Mo NOKa3aHUSIM) exeAHEBHO nepen npo-
BeAEeHWEM MHransaUMin B NONOCTb HOCa. PekoMeHayeTCs Tepa-
nus TIOKOKOPTUKOMAAMU B BWAE HA3aNbHOrO Crpes npu
Hanuuum HI [4, 13]. MNpu otcytcTBMM 3ddekTa OT KOHCEPBa-
TMBHOM Tepanuu Yacto TpebyeTcs nNpoBefeHue Xupypruye-
cKkoro BMewaTtenscTea Ha OHI [14, 15].

MyKkonuMTMYeckuin npenapart AopHa3a anbda paspbiBaeT
BOLOPOAHbIe CBA3M Monekyn JHK, koTopble SBASIOTCS OCHOB-
HOW COCTaBNAOLWEN THOMHOM MOKPOTbI, U MOXET MPUMEHSTb-
€S MHTpaHasanbHo B po3e 2,5 mr - no 1,25 mr (1,25 mn)
B Kbl HocoBow xopg [16, 17]. Hanbonee s3ddekTnBHbBIM
MeTOAOM AO0CTaBKM CYMTAETCH YCTPOWCTBO [AOCTaBKM
nekapcts B8 OHI1 Pari Sinus mocpenctBoM nynbCUpytoLLero
asposong [18, 19].

B HekoTopbIX uccnenoBaHMsx 6bi10 MOKA3aHO MONOXKM-
TeNbHOE BMSIHWE MECTHOTO WHTPaHa3anbHOro BBEAEHMS
[OpHa3bl anbda B BMAE YMEHbLIEHUS TSXECTU NPOSBNEHUN
PMHONOMMYECKON MATONOrMKU, OLHAKO BAUSHWE Ha Apyrue
nposiBneHns 6onesHu, B T. Y. HA QYHKLMIO BHELUHEro Abixa-
HWS, OCTAOTCH HensydeHHbIMK [20].

Uenb - oueHUTb BAMSIHWE WHTPAHAa3aNbHOM Tepanuu
npenapaTom AopHas3a anbda B COCTaBe KOMMNAEKCHOTO neve-
HMS Ha DYHKLMIO NErkmMx 1 nokasaTtenu GU3nYeckoro passu-
™S y neten ¢ MB.
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MATEPUAJIbl U METOAbI

B nccnepnosanue bbin BkatoueH 71 peberHok ¢ MB 1 XPC
¢ HM. OnarHo3 MB 6bln yCTaHOBNEH COMMACHO KIMHUYECKUM
pekoMergaumam 2021 r. [13]. AnarHo3z XPC ¢ HI 6bin ycTa-
HOBNEH B COOTBETCTBMM C onpeneneHneM European
Rhinology Society (kputepuun EPOS 2012/2020) [21].

B 1-to rpynny Bownu 43 pebeHka, KOTOpble eXefHEBHO
nonyvyanu ABe UHrangauuMu AopHasbl anbda: 4ONONHUTENBHO
K MHFansaumMm B HWXKHWE OTAeNbl AblXaTeNbHbIX NyTel yepes
MYHALWTYK 6b11n fo6aBneHbl 2,5 Mr NynbCUPYIOLLMX UHFaNs-
unii yepes annapat Pari Sinus (no 1,25 Mr B Kaxayt noso-
BMHY HOCA).

B kauecTtBe rpynnbl cpaBHeHMs GblAM MCNONb30BaHbl LaH-
Hble 28 naumeHToB ¢ XPC ¢ HIM u3 pernctpa 6onbHbIX MB
2016 r.(2-9 rpynna), nockonbky ¢ 2017 r.Bce aetn ¢ XPCc HIM
MoOCKOBCKOTO pervoHa, Habnwpatiowmecs B LleHTpe MB,
MONyYaloT LOMONHUTENbHYK WMHTPAHA3aNbHYH MHransauuio
[opHa3bl anbda. MNauneHTbl 3TOW rpynnbl NOAyYanu TONMbKO
OLHY MHranaumio OOopHasbl anbda B AeHb Yepe3 MyHAOWTYK
W He NPUMEHANM MHTPaHa3aNbHOe BBeAEeHME LOPHa3bl anbda.

Kpome 0oTinMumii B OTHOLWEHMM NIEYEHWUS MpenapaTom
[lopHa3a anbda, NauueHTbl ABYX rpynn Moayyanu CXOLHYH
Tepanuio COracHo KIMHUMYECKUM pekoMeHaaumam [12]. Bee
[leT!, BK/TOYEHHbIE B UCCIe0BAHUE, HE NMOYYanu TapreTHyLo
Tepanuio MB.

OueHka cnuMpoMeTpuu npoBoAMNach C cobnaeHnem
CTaHOapTOB MCCefoBaHus POCCUMIMCKOTO pecnmupaTopHOro
obuecTtsa [22] n pekoMeHAaUMIA AMEPUKAHCKOrO Topakab-
Horo (American Thoracic Society) n EBponerickoro pecnupa-
TopHoro (European Respiratory Society) obwectsa [23, 24].

Bce naumeHTbl 6binM pasgeneHsl Ha NOArPynnbl B 3aBu-
CMMOCTH OT Bo3pacta — ot 6 go 12 n ot 13 go 18 net.

OueHKy nokasartenei cnMpomMeTpum, Macchl Tena 1 pocta
nauMeHTOB MPOBOAWMAM B BO3PACTHbIX rpynnax: oT 6 [0
12 net (1-9 rpynna — 23 pebeHka, 2-9 rpynna - 15 geten),
ot 13 po 18 ner (l-a rpynna - 20 nauueHTOB,
2-g rpynna - 13 nauueHTOB).

NccnepoBaHne HOCUIIO PETPOCMEKTUMBHBLIM XapakTep.
[aHHble naumeHToB 1-1 rpynnbl B3aTbl M3 permcrtpa 60nb-
Hbix MB 2020 r. [12], a aaHHble geten ¢ XPC ¢ HIM, nonyyas-
LWMX OA4HY [03Y fLopHa3a anbda (2-9 rpynna) — U3 perncrpa
60onbHbIX MB 2016 T. [25].

PE3VYJIbTATbI

Y naumeHTOB B BO3pacte 6-12 neT, nony4yaBLUMX UHrans-
LMK AOpHa3bl anbda ABaXAbl B AEHb (B T. Y. O4HY MHIaNsLmio
B [EeHb MHTpPaHa3asbHO), NokasaTtenu obbeMa hopCHpPOBaH-
HOTO Bblgoxa 3a 1-to cekyHay MaHespa (O®B,) cocrasuiu
97,89 = 11,63%, 4TO HbINO LOCTOBEPHO BbILIE, YEM Y NALMEH-
TOB TOTO e BO3pacTa, NONY4aBLWMX OLHY MHTaNALUMI0 AOpHa-
3bl anbda B AeHb (p = 0,049). Y naumeHTOB, MONy4aBLIMX
TOMIbKO OfHY MHIanauMio [OpHa3bl anbda Yepes MyHAWTYK,
nokasatenu O®B, cocrasunu 88,36 * 14,19%.

Mokaszatenn OB, y nauueHToB B Bo3pacte 13-18 ner,
NoMyYaBWMX MHrANAUMM LOPHA3bl anbda ABaX.Abl B [LEHb
(B T. Y. OLHY MWHranauut WHTPaHa3asbHO), COCTaBWUIU
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85,22 + 16,13%, 4yTo HbIIO AOCTOBEPHO BbIWIE, YEM Y MALM-
€HTOB TOTO e BO3pacTa, HO NMOYyYaBLIMX TONIbKO OAHY MHTa-
NAUMI0 AOPHA3bl anbda vyepes MyHAWTYK, — 74,92 = 21,07%,
p = 0,049.

MNokazaTtenn GopCcMpPOBAHHOM XM3HEHHOM €MKOCTWU fer-
kux (OXKEJT) y naumeHTOB, NOAYYaBLUMX ABE MHIANsUMKM AOp-
Ha3bl anb®a (B T. 4. OOHY WMHrANAUMIO WMHTPAHa3anbHo),
6blIM TakKe AO0CTOBEPHO Bbile, YEM Y NALMEHTOB, NOYYaB-
WKMX TONbKO OfHY WHranauuio [LOpHa3bl anbda uyepes
MYHALWTYK (puc. 1).

AHTponoMeTpuyeckme mnokasaTenu y nauMeHToB, Mony-
YaBLMX ABE UHraNALMM AOpHa3bl anbda B AeHb, Obln BbiLLe,
YeM Yy NaUMEHTOB, MOMYYaBWMX TOAbKO OAHY MHIansaumio
[opHa3bl anbda 4Yepes MyHAWTYK, HO 6e3 [OCTOBEpHOM
pasHuubl (puc. 2).

OBCY>XOEHUE

Ha cerooHsWwHWIA AeHb 66nbllas YacTb UCCNedoBaHWUM
no MpWMeHeHWO npenapaTa AopHa3a anbda npu MB
NOCBALWEHA UHIaNSILMOHHOMY BBELEHMIO NpenapaTa B HUX-
HWe OTAenbl pecnupaTopHOro Tpakta. B wmccnegoBaHusx
C OLEeHKOM 3PdEeKTMBHOCTM 3HAOHA3ANbHBIX MHraAnguui
B OCHOBHOM onpegensnacb TMKECTb PUHONOTUYECKOMN
naToNnorunu.

[obaBneHne K CTaHAApTHOM Tepanuu MB uHranaumi
[OpHa3bl anbda MHTPAHAa3abHO C MOMOLLbIO MYNbCUPYIOLLEN
nojayn aspo30ns Yepe3 KOMMPECCOPHbIN mHranatop Pari
Sinus, BepoOSITHO, MPMBOAMAO K MOBbILEHWUIO PEONOrnn
CeKpeTa BEPXHMX AbIXaTeNbHbIX NyTEN U YNYYLWEHUIO HOCO-
BOrO AbIXaHWS, INMMUHALMM NATOrEHHOW MUKPOMAOPbI, YTO
B MTOre MOMNO MOBAMATL Ha YynydlweHue QyHKUMKM fer-
Kux [26]. lonoxuTenbHoe BAMSHUME WMHTPAaHA3anbHOro

® PucyHok 1. CpaBHeHME PYHKLMMN BHELLUHETO AbIXaHWUS Y NaLMEH-
TOB C XPOHWYECKUM PUHOCMHYCUTOM C Ha3asIbHbIM MOIMMO30M,
No/y4aBLUMX MHANSLMKU LOPHA3bl anbda OAHOKPATHO B AEHb
yepes MyHALWTYK U ABYKPATHO YEPE3 MYHALWTYK U MHTPaHA3anbHO
@ Figure 1. Analyzing the function of external respiration in
patients with chronic rhinosinusitis with nasal polyposis who
received inhalation of dornase alfa once a day through a mouth-
piece and twice a day through a mouthpiece and intranasal

p = 0,049 p = 0,049 p = 0,041 p =0,038
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30 74,92
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B MHransumm gopHassl anbha 0AuH pas B AeHb Yepes MyHALITYK
MHransumm aopHassl anbha yepes MyHAWTYK + MHTPaHa3anbHO

O®B, - 0bveM dopcuposaHHOro Buiaoxa 3a 1 cek; MXKE/ - hopcupoBaHHas Xu3HeHHas
€MKOCTb JIerkmX.



® PucyHok 2. CpaBHeHMe aHTPONOMETPUYECKMX NoKa3aTenemn

y NALMEHTOB C XPOHUYECKUM PUHOCUMHYCUTOM C Ha3asbHbIM
NONUMNO30M, NOMYYABLUMX MHFANALMM [OPHa3bl anbda ofHO-
KPaTHO B AieHb Yepe3 MYHALITYK M ABYKPATHO Yepe3 MyHALWTYK
U MHTpaHa3anbHO

® Figure 2. Analyzing anthropometric measurements in patients
with chronic rhinosinusitis and nasal polyposis who received
inhalation of dornase alfa once a day through a mouthpiece
and twice a day through a mouthpiece and intranasal
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M WHransumm fopHasbl anbda 0AuH pas B AeHb Yepe3 MyHALWTYK
MHransumm gopHassl anbha yepes MyHALWTYK + MHTPaHa3anbHO

BBELEHMS AOPHA3bl anbda Ha DYHKLMIO BHELWHEro AbIXaHus
6bI10 OTMEYEHO U B UccnenoBaHuu J.G. Mainz et al. [27].

Mo HalweMy MHeHW, 3HAOHAa3aNbHOe NpUMeHeHue
LOpHa3bl anbda CTaHOBUTCS Hanbonee 3PdEKTUBHBIM Mpw

BOCCTAHOBNEHMM npoxoammoctn coyctuii OHI, kotopoe
[LOCTUraeTCcs MO BO3MOXHOCTM KOHCEPBATMBHO WM Xe
NyTeM BbIMONHEHUS XWPYPrMYECKOro BMeLIATeNbCTBA
c obecneyeHnMeM [ocTyna npenapata B MOAOCTb HOCA
n OHIT K OCHOBHbIM pe3epByapaM M MecCTaM MpPOLYKLMM
rycroro cekperta [28, 29].

[ng [OCTUXEHMS MaKCMMaNbHOrO TepaneBTUYEeCKOo-
ro addekra B nevenmm XPC 6e3 HIT u XPC c HI npwu
MB Heo6x04AMMO yCuneHue MeXAUCUMMNIMHAPHOIO B3au-
MOAENCTBUSA MeXAy OTOPWHONApUHIonoramMmn u ne-
OMaTpaMu, YCOBEPLIEHCTBOBAHME aNropMtMoB Tepa-
nun [30]. TpebytoTcs fanbHelwne UCCNefoBaHUS B OaH-
HOM HanpaBaeHUMU.

3AKNTIOYMEHME

[obaBneHune K CTaHAAPTHOM Tepanuu WMHrangLMOHHOIO
MYKOMIMTMKA [O0pHa3a anbda MHTpaHasanbHo no 1,25 wmr
B KaXAyt nonoBuHy Hoca y aetert ¢ XPC ¢ HIM npusoamno
K LOCTOBEPHOMY YAyylWeHUI0 DYHKLUMW BHELUHEro AblXaHus
B Buae pocta nokasatenein ODB, u OXEJ. Kpome Toro,
OTMEYEHO YynyylleHWe nokasaTenei Maccbl Tena W pocra
B rpynne nalMeHTOB, MONYYaBLWMX MHTPAHA3aNbHbIE MHrANg-
LMK, OfHAKO BbISIBNEHHAs pasHWLA He AOCTUIA AOCTOBep-
HbIX 3HAUYEHWUH. Lo
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