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MpepnaraeTca cnoco6 neyYeHus acTMbl, BbISBAHHOW aHTUTEHOM, UK NPOUNAKTUKA PA3BUTUSA TUNEPUYYBCTBUTENBHOCTH
AblXaTenbHbIX NyTei y 6ONbHBIX, NPeapacnonoXeHHbIX K acTMe, npeaycMaTpuBaeT BHYTPUOPOHXMANLHOE BBeAEHUE
thapmMaLeBTUYECKOW KOMMO3MUMK, Kaxdas Aosa kotopon cogepxut ot 0,05 go 1,0 Mr renapuHOB CBEPXHU3KOW
MonekynsipHoit maccel (ULMWH), co cpeaHeit MonekynapHoin maccoi He 6onee 3000 Oa, Ha kunmorpamm maccbl Tena
nayueHta. Kpome TOro, And nNPUMEHEHWS B COOTBETCTBUM C HOBbIM CNOCOGOM Me4YeHus npeanaralorcs
hapmaueBTUYECKAE UHTANALUOHHBIE KOMMO3ULMU.



Cnoci6 nikyBaHHA naujieHTa, WO CTpa)Kaae Ha BUKIMKAHY aHTUrEeHOM acTMy, sikoMy Oyno BBeAEHO aHTureH, ato
3abe3neyvyeHHs perynapHoi MeaudHol NigTPUMKA XBOPUX HA XPOHIUHY acTMy 3 METOK MOHMXKEHHS TinepyyTnuBOCTi X
auxaneHUX wnsaxis; cnoci®é nepeabavae BHYTPILUHLOOPOHXiaNbHE BBEAEHHS B OpraHiaM naudieHTa cpapmaueBTUYHOT
KOMMO3UUiT, IKka MICTUTb Y KOXHIN Ao3i Big 6nu3bko 0,05 go 6nm3bko 1,0 Mr renapuHie 3 yNbTPaHU3bKO MOMEKYNSPHO
Baroto (ULMWH), cepeaHst MonekynapHa Bara akux CTaHoBUTL He Ginbe ak 3000 Ja, Ha kinorpam Baru Tina nauieHTa.
Tako AN 3aCTOCYBAHHSA 3rigHO 3 HOBUM CMOCOBOM MiKyBaHHSA MPONOHYOTLCA dapMaUeBTUYHI iHranAuiiHi KOoMNo3nuii.



A method of treating a patient suffering from antigen-induced asthma who has been challenged with an antigen, or
providing chronic treatment to an asthma patient to reduce airway hyperresponsiveness, comprising intrabronchial
administration to the patient of a pharmaceutical composition containing in each dose about 0.05 to about 1.0 mg of
ultra-low molecular weight heparins (ULMWH), having an average molecular weight of 3,000 daltons or less, per
Kilogram of patient body weight. Inhalant pharmaceutical compositions for use in the novel treatment method are also
provided.



1. Cnoci6 nikyBaHHA nauieHTiB, WO CTPaXKQAalOTb HA BUKMNUKAHY aHTUTEHOM AacTMy, i B OpraHiaMm sIKMxX noTpanue
MPOBOKYIOUYUA aCTMy AaHTUIEH, SIKUMIA Bigpi3sHAETbCA TuMm, WO nepeabavae eHAoOpoHXianbHe BBEAEHHS MALiEHTOBI
dapMaueBTUUHOT KOMMO3ulil, ska MIiCTUTb Big 6nu3bko 0,05 go 6nu3bko 1,0 Mr renapuHis 3 ynbTPaHU3LKOHO
MONEKYNAPHOK Barold Ha Kinorpam BaryW Tifla nauieHTa B KOXHIA A03i, NPMYOMY 3ragaHuidi renapuH mMae cepegHio
mMonekynsipHy sary 3000 Ja a6o meHLwe.

2. Cnoci6 3a n. 1, akuil BiAPISHAETLCA TUM, LLO 3ragaHi renapuHM MatoTb CEPEHI0 MONEKYNSAPHY Bary, He 6inblly Bif,
2500 fa.

3. Cnoci6 3a n. 1, Akuit BiAPI3SHAETLCA TUM, WO 3ragaHa KoMno3uuia MicTuTb Big 6nu3bko 0,075 go 6nusbko 0,75 mr
renapuHiB Ha Kinorpam Baru Tina nauieHTta B O4Hin fosi.

4. Cnoci6 3a n. 1, akuil BigPI3HAETLCA TUM, O 3ragaHa KOMMNo3uuia MiCTUTb Big 6nusbko 1,0 go 6nusbko 20,0 mr
renapuHis Ha M KOMAO3ULT.

5. Cnoci6 3a n. 1, AKMIA BiAPISHAETLCA TUM, LLIO 3ragaHi renapuH NPakTUYHO HE MatOTb aHTUKOATrYNSIHTHOT aKTUBHOCTI.
6. Cnoci6 3a n. 1, k1l BiOPI3HAETLCA TUM, LLO KOXHUMA i3 3ragaHUX renapuHiB BKITIOYAE Aucaxapuau, Tpucaxapuau,
TeTpacaxapuau abo neHTacaxapuau.

7. Cnoci6 3a n. 1, AKuil BiAPI3HAETBLCA TUM, WO 3ragaHa KOMMO3ULiA MICTUTL B COGi PO3UYMH renapuHies B BOQHOMY,
thapmaLeBTUYHO NPUAHATHOMY HOCIT.

8. Cnoci6 3a n. 7, AKMA BiAPI3HAETbLCA TUM, LWO 3ragaHuii HOCIn siBnse CoBOl0 i30TOHIYHMA pPo3vuH abo
BakTepiocTaTuuHy Boay.

9. Cnoci6 3a n. 7, KM BiAPI3HAETLCA TUM, LLO 3ragaHa KOMMo3unLis BBOAUTLCA 3a AOMOMOrO0 PO3NUITIOBaYa, NPUHLUMN
aiT sikoro 6asyeTbCsa Ha TOYHO CNPAMOBAHOMY NOMMNYBaHHI a60 BUTUCKAHHI HOCIA 3 MpenapaTtom.

10. Cnoci6 3a n. 7, kMA BiAPI3HAETLCA TUM, WO 3ragaHa KOMNO3uuis AOAATKOBO MAa€ aepo30NbHUIA NPONEnsHT i
BBOAMTLCS 3a AOMOMOTOI0 iHransaTopa, KOHCTPYKLiA AKoro nepeabavae fo3yBaHHS aepo3onio.

11. Cnoci6 3a n. 1, AkMA BiOpPI3HAETLCA TUM, LLO 3ragaHa KOMNoO3uuia MICTUTbL B co6i nopolukonoaibHuii npenapat
renapuHis, NepeMillaHuii 3 iIHEPTHUM NOPOLUKOM, NPUAHATHUM AN eHAO0OPOHXIanbLHOTO BBEAEHHS.

12. Cnoci6 3a n. 11, AKMIA BiAPI3SHAETLCA TUM, LLIO 3rafaHuii iIHEPTHUIA NOPOLLIOK € NAKTO3010.

13. Cnoci6 3a n. 11, KM BiOPI3HAETLCA TUM, L0 3ragaHa KOMMO3MWLiA BBOAWUTLCA 3a AOMOMOTOK MPUCTPO Ans
JO3YyBaHHSA aepo3orio.

14. Cnoci6 3a n. 11, AKMIA BiAPI3HAETLCA TUM, WO 3ragaHa KOMMO3uULis BBOAUTLCA 3 KPUXKOT Kancynu, npusHadeHo’ ans
nNpoGuBaHHs.

15. Cnoci6 nikyBaHHA nauieHTa, WO CTpa)Kaae Ha actMy, 3 METOl nocnabneHHsa Ta 3arawleHHsl rinepuyTnuMBoCTi
AuxanbHUX LWNSAXIB, KU BiOPi3HAETLCA TUM, WO nepeabavae perynspHe eHaobpoHxianbHe BBEAEHHS NaLji€HTOBI
dapMaueBTUYHOT KOMMO3ulil, aka MIiCTUTb Big 6nu3bko 0,05 go 6nu3bko 1,0 Mr renapuHie 3 ynbTPaHU3LKOLO
MOSNEKYNAPHOIO Barol Ha Kinorpam Baru nauieHta B KOXHii A03i, NPUYOMY AaHUA renapuH Mae cepeaHio MONEKYNApHY
Bary He Binbwe Big 3000 Oa.

16. Cnoci6 3a n. 15, skuii BiAPIi3HAETLCA TUM, LUO 3rajaHi renapuHM MatoTb CepeaHi0 MOJEKYNsipHyY Bary, He GinbLuy Big,
2500 fa.

17. Cnoci6 3a n. 15, skuil BiApPi3HAETLCA TUM, WO 3ragaHa KoMno3unuisa Mictutb Big 6nusbko 0,075 go 6nusbko 0,75 mr
renapuHiB Ha Kinorpam B OAHii J03i.

18. Cnoci6 3a n. 15, Akl BiAPI3HAETLCA TUM, WO 3ragaHa KOMMNo3uuia mictute Big 6nuabko 1,0 oo 6nusbko 20,0 mr
renapuHis Ha M KOMAO3ULT.

19. Cnoci6 3a n. 15, Akuil BiOPI3HAETBECA TWUM, WO 3ragaHi renapuHyM MNPakTUYHO HEe MarkTb aHTUKOArynsHTHoT
aKTUBHOCTI.

20. Cnoci6 3a n. 15, akuii BiOPI3HAETLCA TUM, O KOXHUIA i3 3ragaHUX renapuHis BKMOYAe gucaxapuau, Tpucaxapuanu,
TeTpacaxapuau abo neHTacaxapuau.

21. dapmaueBTUYHA KOMMO3ULA Ana NiKyBaHHA MauieHTa, WO CTpaXKdae Ha BUKMIUKAHY aHTUreHOM acTMmy, fka
BiAPI3HAETLCA TUM, LIO MICTUTL B CBOEMY cknagi Bia 6nusbko 0,05 o 6nusbko 1,0 Mr renapuHiB Ha kinorpam Baru
nauieHTa B KOXHiA A03i B (papmaueBTUYHO MPUAHATHOMY FIETHOMOMY HOCIT, NMPUYOMY AaHWW renapuH Mae cepegHio
MONeEKynsipHy Bary, He 6inbLuy 3a 3000 fda.

22. KoMmnosuuia 3a n. 21, aka BiApi3sHAETLCA TUM, LLIO AaHi renapuHi MatoTb CepeaHio MONEKynspHy Bary, He GinbLy 3a
2500 fa.

23. Komno3udisa 3a n. 21, gka Bigpi3HAETbCA TUM, WO MICTUTL Big 6nu3bko 0,075 po 6nusbko 0,75 Mr renapuHis Ha
Kiflorpam Ha ogHy J03y.

24. Komnosuuja 3a n. 21, sika BigpPIi3HAETbCA TUM, WO MiCTUTL Big 6nu3bko 1,0 oo 6nusbko 20,00 renapuHie Ha mMn
KOMMO3ULiT.

25. Komnosuuia 3a n. 21, dka BigpisHAETbCA TUM, WO 3rajaHi renapvHd NPakTU4HO HE MalTb aHTUKOArymnsHTHOT
aKTUBHOCTI.

26. Komnosuuyia 3a n. 21, dka BigpisHAETbCA TUM, WO KOXHWWA i3 3ragaHux renapuHis BKMOHMaE aucaxapuau,
TpUcaxapuau, TeTpacaxapuamn abo neHracaxapugu.

27. Komnosuuia 3a n. 21, 9ka BigpisHAETLCA TUM, LLO MICTUTbL PO3YUH renapuHis y papMaueBTUYHO NPUAHATHOMY HOCIT
Ha BOAHIN OCHOBI.

28. Komnosuuia 3a n. 27, ska BigpiSHAETbLCA TUM, WO 3ragaHuil HocCiih aBnse CoBO0l0 i30TOHIYHMA po3uuH abo
BakTepiocTaTuyHy Boay.

29. Komnosuuyia 3a n. 27, ska BigpisHAETbCA TUM, WO € NPUAATHOK AN BBEAEHHSA 3a AOMOMOroW Po3nunoBaya,
NPUHUMN [Koro 6asyeTbCA Ha BUKOPUCTAHHI NPUCTPOIO ANA TOYHO CMPAMOBAHOrO MOMNyBaHHA abo BUTUCKaHHS
nikyBasnbHOT KOMMO3MLT.

30. Komnosuuia 3a n. 27, aka Bigpi3HAETbCA TUM, WO A04ATKOBO Mae aepo30SfibHUA NPOMENnsHT i BBOAUTLCA 3a
JONOMOTOH IHranaTopa, KOHCTPYKLiA AKoro nepeabadvae [O3yBaHHA aepo3onio.

31. Komnosudia 3a n. 27, ska BiApi3sHAETLCA TUM, LLO 3ragaHa KoMno3uuis mMictute B cobi nopolwwkonodiéHuid npenapar
renapuHis, NepeMillaHuii 3 iIHEPTHUM NOPOLUKOM, NPUAHATHUM AN eHAO0OPOHXIanbLHOTO BBEAEHHS.

32. Komnosunuiqa 3a n. 31, Aka BigpPisHAETbLCA TUM, LLO 3ragaHuin iHEPTHUIA NOPOLLOK € NaKTO3010.

33. Komnosuuiqa 3a n. 31, aka BigpPi3HAETbCA TUM, IO BBOAUTHLCA 32 AOMOMOrOK MPUCTPOIO ANS A03YBAHHA aepo3onen.
34. Komnosuuisa 3a n. 31, sika Biapi3HAETLCA TUM, WO BBOAMTHLCA 3 KPUXKOT KAncymnu, MpUcTocoBaHot Ansa npobutTs.



3asBka MICTUTE Martepian, BKAOYEHUn B onuc aokymeHTy No. 377066, nogaHoro Ao sigomcrea 3 laTeHTiB i
ToBapHUX 3HakKiB 23 yepsHa 1995 poky.

BuHaxig crocyeTbca cnocoBiB Ta KOMMO3ULIA, AKi BUKOPUCTOBYIOTbCA ANs 3anobiraHHa Ta nocnabneHHs
CMMMNTOMIB Ta 3aroCTPeHb acTMU.

XpoHiYHa acTMa MOXe BBaXKaTUCS TOMOBHUM YUHOM 3aXBOPIOBAHHSAM  3ananbLHOr0  xapakTepy, ske
CYNpPOBOAXKYETLCA BpoHXocnasMoM. CTyMiHb PEaKTUBHOCTI | 3BY)KyBaHHA NPOCBITY BPOHXIB Y BiANOBIAbL HA NOApPa3HUK
€ OinblW BMpPa3HOO B acTMAaTUKIiB, HXK y 340poBuX nogen. Came 4epe3 NMEPCUCTEHTHUI XapakTep 3ananbHoro
npouecy Mae Micue nigBulieHa OpoHxianbHa peakTUBHICTL Ta YYTNMBICTb AuXanbHUX wnaxis. MoxyTb
crnocTepiraTuca HabpsaK CNU3oBOT, YTBOPEHHSA CNM30BUX NPoBOK Ta rineppeakuisi; nereHeBa napeHxima npu Upomy €
300poBo10. CnasMaTUYHE 3BY>KYBAHHS AUXATNbHUX LUMAAXIB MOXE MOBEPTATUCH YU 3HUKATW CMOHTAHHO abo BHACNIZOK
Tepanii, IMyHHa BignNoBigb MOMEHTanNbLHa NEPLUOro TUNY MOXE BidirpaBaTu BaXkKNUBY POSfib B PO3BUTKY acTMU y AiTen
Ta GaratbOX AOPOCNUX; OAHAK, SIKWO 3axXBOPIOBAHHS BUHWMKAE B nepiog crareBoi 3pinocti, aneprivni dakropu
BCTAHOBUTU OyBae AOyxe Ba)KkO. BnnueB XOnMoAHOro Cyxoro mnoBiTpsl, TsHKKI Pi3WUHi HaBaHTaXXeHHA Ta iHLWi
3aroCTpIooMi hakTopU TakoX MOXKYTb BUKIIMKATU acTMy.

Haii6inbWw nowmpeHuMu CUMMNTOMaMKU acTMU € sayXa, BiauyTTs CTUCMOCTI y TPYAHIR KNiTUi, a TakoX Xpumnu,
3agMWKa Ta Kawenb. [posiBM nereHeBOT HEAOCTATHOCTI 3a3BMYal CNOCTEpiralTbCsl BHACNIAOK Takux XBopob
AUXanbHUX LWNsxiB, sKi CKOpille NepeLuKomKyoTh nereHesiid pyHKUiT, HiK oBmexytoTb 1. BeacumnToMHi nepioau
4acTOo YEPryloThLCA 3 PaNnTOBUMU Hanagamu.

3 ycix BipoMux dpakTopis, WO MPOBOKYIOTH AacTMy, HaibinbW BapTUMM yBaru € anepreHu Ta isuyHi
HaBaHTaXeHHA. O6uUABa YMHHUKA € MOTYXHUMU NPUPOAHUMUA NOAPA3HUKAMU; HABAHTAXEHHA € MOTEHUiNHUM
NPOBOKYIOYMM (PAKTOPOM Yy NOBCAKAEHHOMY XKUTTi KOXKHOTO acTMaTtuka, B TOW 4Yac K anepreHy BnauBatwTb NULLIE Ha
NEBHUIA KOHTUHIEHT XBOPMX HA acTMy. OagHak 3Ha4Ho GinbLue BiAOMO NPO BNIUB AHTUTEHIB.

[ONOBHOIO METOI MeAUKaMEHTO3HOT Tepanil y nikyBaHHi acTMu € 3anobiraHHsa 6poHxocnasMy, a TakoxK TpMBanui
KOHTPONb 3a BPOHXianbHO rineppeakTUBHICTIO. Yepes Te, WO Hi XBOPUIA, aHi nikap He B 3MO3i CNPOrHO3yBaTu, Konu
MOXe cTaTuca 6poHxXocnasmM, yci XBopi, WO CTpaXkaaoTk HAa acTMaTW4Hi Hanaau, i, nepLw 3a Bce, Ti, B KOrO Hanagu
TpannsAlTbLCA NepiognyHo i/abo B 3anNeHOCTI BiAd MEBHUX CE30HIB POKY, NOTPebyloTb MOCTIRHOIO TepaneBTUYHOTO
niKyBaHHS.

BeTa-aroHicTn MOXXyTb BUKOPUCTOBYBATUCH SIK BGPOHXOMITUMYHI 3acobu; BOHM CTUMYMIOOTL OeTas-afpeHeprivHi
peuenTopu, NiABULLYIOTb BHYTPILLHLOKNITUHHUA UAM® i 3gatHi iHriGysaTti BUBINbHEHHS HEWpOMeniaTopiB 3 TYYHUX
KNiTMH. 0O iHWKMX epeKTUBHMX npenapartis Hanexkatb TeodiniH i npenapatu rpynu KCaHTUHY, LLUO CTBOPIOOTH
GPOHXONITUMHUIA ePeKT, MEXaHI3M AKOro € A0Ci HeBIAOMUM, BiCKPOMOH, KPOMOJIH, SIKUI 3anobirac BUBINbHIOBAHHIO
HellpoMeaiaTOPHMX PEeYoBUH Ta ONOKye HelpoauxanbHi pedinekcu, a Takox KOPTUKOCTepoiau, KOTpi onepaTUBHO
nocnabnioTb 3ananbHy peakuilo Ta HabpsK. AHTUXONIHeprivHi npenapatu 3aatHi nocnabutn 6poHxocnasm LUMNSXOM
B6noKyBaHHA napacuMnaTUYHUX XOMNiHEPriYHUX IMNYIbCIB HA PeUenTOPHOMY PiBHI. AHTUriCTaMiHK iHKonK 3anobiratoTb
a6o NpuUNUHAKTL Hanagu acTtMu anepridHol npupoaun, ocobnueo y AITEA, ane BOHWM MOXYTb CMPaBMAATU nuwie
yacTkoBUi eheKT, OCKINbKK ricTaMiH € oAHUM 3 6araTbox MeaiaTopis.

CyuacHi 3acobu MeanKaMeHTO3HOTO BMIMUBY, SIKi BUKOPUCTOBYIOTLCS ANA JKYBAHHA anepreHHoi acTMu, MawTh
Liny HU3KYy Hegonikis. 3aranom, TpaguuiiHo BUKOPUCTOBYBAHI NpenapaTtu Big3Ha4YaloTbLCA NOPIBHAHO KOPOTKOYACHUM
TEPMIHOM aKTUBHOCTI | ByBaloTb YaCTKOBO ab0 MOBHICTIO HEeEKTUBHUMU, KON MPU3HAYAIOTLCS MICNS aHTUreHHOT
crumynadii. Kpim Toro, yepes iCTOTHI HECNPUATIANBI ePekTu, WO NOB'A3YIOTLECA 3 BUKOPUCTAHHAM TaKWMX areHTiB, sk
6eTaz-agpeHepriyHi aroHicTu i KOPTUKOCTEPOTAM, TEpaANEeBTUYHUI KoedilieHT Be3nekn Takux TpaguuiiHUX areHTis €
MOPIBHAHO HEBEMUKUM, BHACNIZOK YOr0 3a XBOPUMU, AKUM BOHU NPU3HAYAIOTLCSH, NOTPIGHO MUMLHO CTEXUTHU.

MiaBuLWEeHa peakTMBHICTL GpoHXiB (ab0 nigBULLIEHA PEAKTUBHICTb AMXANbHUX LUMAXIB) € XapaKTEPHOK 03HAKOH
acTMu i TICHO noB'A3aHa 3i 3ananeHHAM AuXanbHUX WNAXIB. 3aroCTPEHHA acTMK Ta 3anasieHHs AuxanbHUX Lnaxis
noB'A3aHi 3 nigBUWEHHSAM GpoHXianbHOT rineppeakTUBHOCTI, KoTpa OyBa€ CNPUYMHEHOND SIK AHTUTEHHUM, TakK i
HeaHTUreHHUM noapasHUKOM. bBeTaz-aHAPEHepriyHi aroHicTU € MNOTY)XHUMKU npenaparaMu  AnNa  NiKyBaHHA
BpOHXOCMNa3My, ane He CNpPaBnsoTh XKOAHOrO edheKkTy Ha 3ananbHi NPOUECU Yy AUXanbHUX WNaxax i Ha GpoHXianbHy
rineppeakTuBHICTb. B peanbHUX yMOBaxX XpPOHiYHE BUKOPUCTAHHA nuwe OeTas-a/ApeHepriyHuMx npenaparis i,
BOAHOYAC, HEXTYBaHHA perynsuielo 6eTas-peuenTtopiB MOXYTb 3arocTputu  OpoHXianbHy rineppeakTUBHICTD.
TenepiwHbLOro 4Yacy €AMHUMW  AOCTYNHUMU  edPEeKTUBHUMK Mpenapatamu, K - 3HWKYIOTb  GpoHXianbHy
rineppeakTUBHICTL, € NULIE KOPTUKOCTEPOTaU. Xo4va KOPTUKOCTEPOIaU, K BUKOPUCTOBYIOTH LUNAXOM iHranauil, €
NOPIBHAHO Ge3neYHUMK AN AOPOCHMX XBOPUX HA acTMY, BOHU € HAA3BMYANHO TOKCUYHUMM ANS AiTEH, 30Kpema,
BNAUBAOYKN Ha DYHKUiIKO HAAHMPKOBOT 3a503K1 | NPU3BOAAYN A0 3HUXKEHHSA LWISILHOCTI KICTOK Ta POCTY. TakUM YMHOM,
nowyk 6e3nevyHnx Ta edheKTUBHUX Npenaparis, ki 3BOAATb 40 MiHIMyMy G6pOHXianbHY rineppeakTMBHICTb, TPUBAE.

3a OCTaHHi Kinbka pOKiB BUABMNEHO, WO BBEAEHWA BHYTPILUHLOOPOHXIaNbHUM LUMSXOM renapuH mMoxe 6yTu
epeKTUBHUM iHriBiTopom B6poHxocnasmy i BPOHXOCTEHO3Y | TOMY Mae BaroMe 3HadeHHs Ans npodinakTuku actmu
(aus., Hanpuknaa, Ahmed et al., New Eng J. Med 329:90-95, 1993, Ahmed, Resp. Drug Deliv,, 1V:55-63, 1994).
MisHiwe 6yno BUSABMEHO, LUO renapuHy 3 HU3LKOK MOMEKYMAPHOIO Barok, Hanpuknag, renapuHu 3 MOMNEKyNApHOIO
Baroio 4000-5000[a, ecpekTuBHO 3anobiratl0Tb AHTUrEH-iHAYKOBAHOMY OPOHXOCTEHO3Y; Ui renapuHu 3 HU3bKOH
MOMEKYNAPHOK Barok BiAPISHAIOTLCA TaKOXK 3HAYHO HUXKUYOK aHTUKOAryNSAHTHOK aKTUBHICTHO, HDK KOMEPUinHUA
renapuH, LWo € KOPUCHOK BRACTUBICTIO Yy pasi 3aCTOCYBaHHA UMX Npenapartis 3 METOK fiKyBaHHA XBOPUX HA acTMy
(amB. Ashkin et al., Am. Rev. Resp. Dis. 1993 Intl. Conf. Abstracts, p. A660) .

HesBaxkaloun Ha Te, WO PisHi renapuHU BUSBUIIMCA KOPUCHUMU AK NpodpinakTUyHi npenapatyu aAna BBeAEHHS X
nepen BBeAEHHAM aHTUrEHIB, BOHU Bynu onucaHi B nonepeaHbOMY PiBHI TEXHIKM K HeedDeKTUBHI Npu BBEAEHHI nicnsa
BBEJEHHSA aHTUTEHY, 3 METOK KOPUryBaHHS peakuil Ha GPOHXOCTEHO3 i MNNepuYyTNMBOCTI AuxanbHuX wnaxis (Ahmed
et at., J. Appl. Phisiol, 76:893-901,1994).

3apgayva Uboro AOCNIAKEHH NONsArae y BNpoBafpkeHHi cnocoby Ta KOMMO3uUin Ana NikyBaHHA XBOPUX HA acTMy,
fKa BUKNMUKAHA, AHTUrEHOM, a TaKOoX CTpakaalouuMx Ha niaBULLEHY peakTUBHICTL OpoHXxiB;, 3ragaHi cnocib Ta
KOMMNO3UUT HE MalOTb HEAOSIKIB BiAOMOrQ PiBHA TEXHIKW Y Ui ranysi.

[HWa 3agaya UpOro BUHAXOAY NONArac y BNPOBAMKEHHI cnocoby Ta KOMMO3MUIA AN NiKyBaHHSA acTMmu, siKi €



edpekTUBHUMU AN 3anobiraHHs Ta NPUMMHEHHS acTMaTUYHMX Hanaais.

LLle oaHa 3agava UBOrO BMHAXOAY MNOMSArae y BMPOBAMKEHHI 3ragaHux Buwe cnocoby Tta KOMNO3WUIR, sIKi
BiA3HAYAOTLCSA BUCOKOI edeKTUBHICTIO woao nocnabneHHsa cneuudiuHol Ta HecneundiyHoT rineppeaKkTUBHOCTI
OpPOHXIB, 30KpEMa, HaBITb 3@ YMOB 1X BBEAEHHS NaUi€HTOBI NiCNS BBEAEHHS aHTUTEHY.

3 ypaxyBaHHAM 3ragaHux Ta iHWKUX 3agad, koTpi 6yae BUCBITNEHO Agani 3a TEKCTOM, CMig 3as3Ha4yuTu, Wo Uen
BMHaxip, OXOMme cnocib nikyBaHHA XBOPUX, WO CTPaKHaloTb HA BUKIUKAHY AaHTUIEHOM acTMy, LUMSIXOM
eHA0BpOoHXianbHOro BBEAEHHA MauieHTOBI papmMakonoriyHol KoMno3uuil, Wwo MicTuTb Big 6nusbko 0,05 no 6nusbko
1,0Mr yNbTPaHU3LKOMONEKYNAPHUX reNapurHiB Ha Kiriorpam Baru WOro Tifla B KOXHIA J03i.

MenapuHU 3 YNbTPAHM3LKOID MONEKYNSAPHOK Baro, WO BUKOPUCTOBYKOTLCA 3riAHO 3 UMM BUHaxogom, B
cepeaHbOMy MakTb MOMEKYNAPHY Bary medwy, Hix 3000[a, i Big3Ha4alOTLCA HU3LKUM PIBHEM aHTUKOArynsaHTHOT
AKTUBHOCTI, a60 NPaKTUYHO HE € aHTUKOATYNAHTAMMU.

dir.1 asnse coboio rictorpamMy, sika Bigobpa)kae BNAMB NOMepeaHLOro BBEAEHHS renapuHy 3 ynbTPaHU3bKOH
MonekynsipHoto Barow (CY222) y pisHUX f03ax — WNAXOM iHranauii - Ha CNpOBOKOBAHUIA aHTUTEHOM BPOHXOCTEHO3 Y
aneprivHof BiBUi. [JaHi npeacTaBneHo y BUrNsAAi BENMMUYUHM CNPOBOKOBAHOT aHTUreHoM 3MiHuU £ SE% B SR, 6e3 i nicna
nonepeaHLoro eeegeHHsa CY222.

SRL = (CneuudivyHa pe3ncTeHTHICTL nereHis - Specific lung resistance)

+ = 3Ha4YHO BiAPI3HAETLCA BiA KOHTPOMLHOIO BBEAEHHA aHTUreHy (P<0,05)

dir.2 aesnse coboto ricrorpamy, sika sigobpaxkae BNNUB NOMNEPEAHbOr0 BBEAEHHS LUMAXOM iHransuil renapuHy 3
HU3bKOIO MonekynapHoto Baroto (CY216) Ha CnpoBOKOBAHE aHTUrEHOM 3arocTpeHHs BPOHXOCTEHO3Y B y anepriyHof
BiBUi. [JaHi npeacrtaBneHo y BUrNsAA4i BENUYMHU CNPOBOKOBAHOI aHTUreHoMm 3MmiHM + SE% B SRL, 6e3 i nicna
nonepeaHLoro eeegeHHsa CY216.

®ir.3 asnse coboto ricrorpamy, ska sigo6paxae BNUB MONEPEAHLOTO BBEAEHHSA LUNMAXOM iHransAuil renapuHy 3i
cepeaHbOol0 MOJNEKYNsApHO Barol (dparmiHy) Ha CNPOBOKOBAHE AaAHTUIEHOM 3aroCTpPeHHs OpPOHXOCTEHO3Y Y
aneprivHoT BiByi. daHi

NpeacTaBneHo y BUMMSAi BENIMUMHUA CMPOBOKOBAHOT aHTUreHoMm 3miHn £ SE% B SRL, 6e3 i nicna nonepeaHbLoro
BBEeAEHHA PparmiHy.

dir.4 asnae coboto ricrorpamy, sika sigobpaxkae BNAMB NONEpPeHbOr0 BBEAEHHS LUNAXOM iHransauil renapuHy 3
YNbTPaHM3bKOK MONEKYNAPHOIO Baro (dparmiHy) Ha CNPOBOKOBAHY aHTUrE€HOM FNepPYYTRMBICTL AMXaNbHUX LUAAXiB
y anepriuHoi Bisui. JaHi npeacTaBneHo y BUrNSAAi NOCT-aHTUrEHOBOTO 3HaYeHHs £ SE PD4, B npoueHTax o 6a30Boro
piBHA, 6€3 i nicnsa nonepegHLOro KOHTPONbHOTO BBeAeHHa CY222.

PD4 = CykynHa npoBokytoda ao3a kap6axony, ska niasuye

SR, 80 400% Big 6a30BOro pieHsA

+ = 3Ha4yHo BiApPI3HAETLCA NuLwe Big aHTUreHy (P<0,05).

dir.5 asnae coboto ricrorpamy, sika Bigobpaxkae BNAMB NONEpPeHbOrO0 BBEAEHHS LUNAXOM iHransauil renapuHy 3
HU3bKOIO MonekynsapHow Barow (CY216) Ha CNpOBOKOBAHY AaHTUTEHOM TiNepuyTNUBICTbL AMXaNbHUX WNAXB Y
aneprivHoi BiBUi. [aHi BigoOpaxkeHo y BUIMIAAI NOCT-aHTUIEHHOrO 3HAYEHHs, Y npoueHTax Big 6a30Boro pisHsA, 6e3 i
nicnst nonepeaHLoro BBeAeHHs npenapaty 3 CY216.

dir.6 asnsae coboto rictorpamy, sika Bigobpaxkae BNNMB NONepeaHLOr0 BBEAEHHS - LUMSAXOM iHransayii - renapuHy
3i cepeaHbOD MONEKYNAPHOIO Baroto (dparmidy) Ha CpPOBOKOBAHY aHTUrE€HOM TiNePUYYTUBICTE AUXaNbHUX WAAXIB Y
aneprivHoi BiBUi. [aHi BigoOpaxkeHO y BUIMIAAI NOCT-aHTUrEHHOrO 3HAYEHHs, Y NpoueHTax Big 6a30Boro pisHsA, 6e3 i
nicnsa nonepeaHLOro BBEAEHHS npenaparty 3 dparmiHom.

dir.7 asnse coboto rpadik, akuit Bigobpaxkae - y NOPIBHAHHI - 3aXUCHUIA BMAUB NPU3HAYEHUX LLNAXOM iHransauil
renapuHis CY222, CY216 i ®dparmiHy Ha CnpoOBOKOBaHy aHTUreHoM peakuito (acute bronchoconstrictor response
(ABRY)), sixa nonsrae y 3arocTpeHHi 6pOHXOCTEHO3y B opraHismi 6apaHa, skl 3HaXoAWTLCA B anepriyHoMy CTaHi.
JaHi 306paxkeHo y BUrnsaai nocT-aHTUreHHOro 3HaJYeHHa £ SE% 3axucTy cnpoBokoBaHol aHTureHom ABR.

+ = 3Ha4yHo BiapisHAeTLCA Big PparmiHy (P<.05)

* = 3HauHo BigpisHAeTbea Big CY216 (P<.05).

dir.8 aesnse coboto rpadik, Ha AKMA BigobpaXkae - y NOPIBHAHHI - 3aXMCHUIA BNAUB NPU3HAYEHUX LUMSAXOM
iHransAuii renapuHis CY222, CY216 Ta dparmiHy Ha CMpOBOKOBaHY aHTUr€HOM FNepyyTNMBICTL AUXaNnbHUX LUMAXIB
(AHR) B opraHiami 6apaHa, WO 3HaxXoAUTLCA B anepriyHomy cradi. OaHi 306paxeHo y BUrNAAi NOCT-aHTUTEHHOTO
3HayeHHs £ SE% 3axucCTy CNPOBOKOBAHWX aHTUrEHOM 3MiH PDa.

®ir.9 asnsde coboto ricrorpamy, ska Bigobpaxkae snnue CY222 Ha CNpPOBOKOBaHY aHTUIEHOM riNepYyTIUBICTbL
AuxanbHUX Wnsaxis, y pasi, akwo CY222 BBOAATL Y BUIMSIAI a€po30mi0 04pasy XK NiCNs BBEAEHHSA aHTUTEHY.

+ = 3HayHo BiApi3HAETbCA Bia 6a3oBoro pisHa (P<0,05)

dir.10 asnae coboto rictorpamy, ska BigoSpaykae BMAUB KOMEPUIAHOTO renapuHy Ha CrpoOBOKOBaHY aHTUrEHOM
rinepYyTnNUBICTbL AUXanNbHUX LUNAXIB Yy pasi, AKWO 3ragaHuid KOMEpPUiIRHUIA renapuH BBOAUTLCA Y BUMMAAI aepos3onto
04pasy K NiCns BBEAEHHSA aHTUTEHY.

dir.11 asnae coboto rictorpamy, sika sigobpaxae snnus dparmiHy Ha CNPOBOKOBAHY renapuHOM TinepyyTnuBICTb
AnXanbHUX WNAXB y pasi, akwo dparmiH BBOAATL Yy BUMMA4i aepo3onio ogpasy XK niCns KOHTPONbHOro BBEAEHHSA
AHTUrEHy.

MenapuH, T06TO cynbdaTtoBaHuil Mykononicaxapui, CUHTE3YETbLCA B TYYHUX KNITUHAX AK NPOTEOornikaH, i B
0COBNMBO BENUKUX KiFIbKOCTAX 3HAXOAUTLCS B NEreHsX PisHUX TBAPUH. [enapuH He € KOHKPETHOK KOMMO3ULE 3
QIKCOBAHOIO MONEKYNAPHOIO Barot, i, akTU4HO, ABNSE COBOI0 TreTeporeHHy KOMMO3uUilo B pisHid  Mmipi
cynbaToBaHUX nonicaxapuaHuxX NaHUIOKKIB, ki cknapgatotbea 3 6nokiB D-rmokosamiHy i L-inypoHoBoi ab6o D-
TMIOKYPOHOBOT KUCHOT, WO MOBTOPIOTLCA. CepefHa MONEKynsipHa Bara BUAINEHOTO 3 TKAHWH TBApWH renapuHy
3MIHIOETLCA B iana3oHi 3Ha4eHb Bia 6nu3bko 6000 ao 6nu3abko 30000 a.

Y dapmakonoriiHoMy acnekTi renapuH € BiAOMUM MepLl 3a BCE AK aHTUKoArynaHTt. Takuid Horo edpext €
Hacnigkom BRAacTMBOCTI renapuHy npueaHyBaTUCA A0 3anuukie  aHTutpombiny Il (AT-1ll), «katanisywoun
(npuckoptooumn) HelTpanisauito aHTuTpomBiHOM AT-IIl akTuBoBaHUX (paKkTOpiB 3ropTaHHA KpoBi Ta 3anobiratouun
nepeTBopeHHIo npoTpoMBiHy (dakTopa Il) B TpoMGiH. 36inblieHHs BMICTy renapuHy MOKe iHaKTMBYBaTU TPOMOIH i



noyartkoBi hakTopu 3ropTaHHs KpoBi, 3anobiratoun nepeTsopeHHI0 GibpuHoreHy y ibpuH.

AHTUKOArynsiHTHaA aKkTUBHICTb renapuHy 3anexuTb Bif MONEKYNApHOT BarM WOro nosnicaxapugHux dpparvMeHTis;
parmeHTn abo KOMMOHEHTU 3 HU3LKOK MOJNIEKYNMAPHOIO Barol (Hanpuknag, Taki, WO MaloTb MONEKYNSPHY Bary,
HMy 3a 6000[0a), NOMIPKOBAHO MOHUXKYIOTb AHTUTPOMOBIHOBUI Ta remopariyHuii edpekTn. AHanNoOrivyHoO, renapuHn 3
HU3bKOIO MONEKYNAPHOIO BAarok, WO BUBIMBHIOKTLCA 3 TBAPWUHHUX TKAHWH, MalOTb 3HWKEHI aHTUKOATYMSAHTHI
BNACTMBOCTI, OCKINbKU B TXHbOMY Cknagi € nepiu 3a sce ¢parmentu abo cpakuii 3 Ginbll HU3LKOW MOMNEKYNSAPHOL
Baroto.

KomepuitHuit renapuH, axkuid y GinbLWIOCTi BUNAAKIB 0AepXKylOTb 3 KOPOB'AYOT FEreHi Y CBUHAYOT KMLIKOBOT
MYKO3U1, Ma€ cepeaHio MONekynapHy sary 6nusbko 15000-175000a.

HocnigxkeHo, wo renapuH gie Ak cneuudiyHMin 6nokaTop BHYTPIWHbOYEpPeBHUX peuentopiB IPs Ta iHribye
onocepeakoBaHe peuentopamiu |P3 BUBINbHIOBaHHA kanbLjlo. ABTopamu Ha 6asi nonepegHix aocnifxeHs 3pobneHo
NPUNYLLEHHS, WO renapuHd 3patHuin Griokysatu peuentopu [IP3 B Ty4HUX KMiTUHAX, i, TAKUM YUHOM, LUMAXOM
CUTHaANLHOT TpaHCAyKUiT MOXe MOoaynioBaTW  AErpaHynauild TYYHUX KNITUH | BUBIMLHEHHA  (CeKkpeuito)
HellpomepiaTopis. JocniaXeHHs in vivo Ta in vitro niaTBepaMnY LK KOHUEMNLi0 Ta NPOAEMOHCTPYBAnu, WO BBEAEHHA
renapuHy nom'skwye (nocnabnioe) anepriyHnin GpOHXOCTEHO3 B OpraHisMi 6apaHa 3anobirae BUKNUKaHiA isudHUMI
HaBaHTAKEHHAMU acCTMi, a TaKoX iHrGye BUBIMbHIOBAHHA B TYYHUX KIITUHAX FiCTamiHy, LLO-BUKMMKAETLCA aHTu-IgE.
BuaBneHo, WO BBEAESHHA renapuHy WNAxXom iHranauil y gosax go 1000 oauHuub/Kr He cnpasnsie BNAUBY Ha
napuianbHUi 4yac yTBOPeHHA TpomGonnactuHy (TpombokiHasu), PTT, WO, TakuM YUHOM, MiATBEPAXKYE
"aHTUKOArynaHTHUR" edpekT.

TakoxX NOBIAOMMIANOCA, IO renapuHU 3 HU3LKOK MOTEKYNAPHOIO Barow (CepeaHa MomnekynspHa sara 6nmsbko
45000a), wo Big3Ha4alTLCA MOHWXKEHOK APTT-aKkTUBHICTIO, BUABMAUCA edPEeKTUBHUMMU nig 4vac AOCRIAXKEHHSA
3ano6iraHHs CNPOBOKOBAHOMY aHTUIEHOM 3arocTpeHHo GpoHxocTeHo3y (ABR) Ta niasuwieHin peakTuBHocTi 6poHxiB,
fKa Mae TaKoX Ha3By rinepuyTnuMBOCTi aguxanbHux wnaxie (AHR). OaHak, 3rigHO 3 6inblW AeTanbHUM ONUCOM Ta
inocTpagiaMy, WO noJalTbCA HWKYE, Hi KOMEPUiNHWA renapuH, aHi renapuHu 3 cepeiHbod Ta HU3LKOK
MOMEKYNAPHOK Barok, HaBiTb Ti, WO BiA3HAYAOTLCA AYXKE HU3LKOK aHTUKOAryMAHTHOK AaKkTUBHICTIO, He €
ePeKTUBHUMU AN NOHUKEHHA iHTeHCMBHOCTI AHR, sika cnpoBOkOBaHA BBEAEHHAM aHTUTEHY B OpraHism o6'ekTiB
DOCRIAXKEHHS.

Lli remapuHu, oueBMaHO, CNPAaBRAIOTL NULIE npodinakTuiHKMii edpekt 3anobiraHHsa, ane He BapTi yBaru sk 3acobu
NiKyBaHHSA 30yQ)KyBaHOT aHTUreHaMmn XPOHIYHOT acTMu.

SAK Ue He AMBHO, OCTaHHIM 4acoM BUABMEHO, WO dipakuil renapuHia 3 ynbTPaHU3bLKOK MOMNEKYNAPHOK Barow
(ultra-low molecutar weight heparin - ULMWH) € He nuwe edexkTuBHumU iHriGiTopamu aHadpinakcii, ane € takox
BUCOKOE(PEKTUBHUMU ANA NOHWKEHHA AHR, akwo X npusHavyalTb HaBiTb NICNA BBEAEHHA aHTUreHy. MocTiliHe Ta
perynapHe sukopuctaHHsa ULMWH Takox mae noHwxkysatu AHR, i Takum unHom, ULMWH moxe 3actocoByBaTuUCh
AN NiKyBAHHA XPOHIYHOT acTMu, CNPUYUHEHOT sK cneuudiyHuMu (To6TO aHTUreHHUumK), Tak i HecneuudpivHUMK
takropamu.

Omke, uMM BUHaxoaoM nepenbadvaeTbCa Cnocié NiKyBaHHA XBOPMX, LLO CTPaXAalTb Ha CNpPOBOKOBAHY
AHTUrEHOM AacTMy, B OpraHisM sIKUX NOTPanuB aHTUreH, L0 BUKNUKAE TaKy acTMmy; uUed crnocibé nonsrae y
eHA0BpoHXianbHOMY NpU3HaYeHHi XxBopoMy hapmaueBTUYHOT KOMMIO3UUT, WO MICTUTL Big 6nusbko 0,005 no 6nusbko
1,0Mr ogHiel yn 6inbworo yucna dpaxuin ULMWH Ha oauH kinorpam Baru Tina XBOpOro B KOXHIA [03i 3ragaHof
KOMMO3uUUiT, ONTUManbHUM € BMICT Big 6nu3bko 0,075 no 6nusbko 0,75mr/kr sragaHux dppakuiii B KOXKHIA fo3i.

3 nornsay Ha 3agady, NocTaBneHy y 3asBLi Uboro BuHaxoay, abpesiatypa ULMWH poskpuBaetsca Ak "dpakuii
renapuHy, Lo MarTb CEPefHI0 MONEKYNSApHY Bary He 6inbw Ak 30000a". ULMWH 3 monekynapHoto Baroio He GinbLu
ak 2500[0a € HaBiTb eeKTUBHILULMMU ANS BUKOPUCTAHHS 3rigHO 3i cnocoBom uum BuHaxogom. KoxkHa 3 dhpakuin
ULMWH wmicTute gucaxapuaun, Tpucaxapuau, Tetpacaxapuaun i/abo neHtacaxapuaun, a Takox Monekynu 3 Ginbl
JOBIUMU NAHUIOKKAMMU.

3rigHo 3 BUHaxXo4o0M, NaUiE€HTOBI, KM CTPpa)Kaae Ha BUKMNUKAHY aHTUFEHOM acTMy i BOUXHYB, KOBTHYB YW iHLLIUM
LUNAXOM KOHTAKTyBaB 3 aHTUreHOM (Hanpuknag, sikwo 6yno 34iNCHEHO "KOHTPONbHE BBEAEHHS!" aHTUreHy) Takoro
TUMY, AKUIA NPOBOKYE HanagW acTMU, HE3BAXKAKOUM HA Te, UM BXKE BUABAANUCA B OpraHismi nauieHta cumntomu ABR
ifabo AHR, 4K Hi, HEranHO BBOAUTLCSA LINSAXOM iHransAuil ogHa aosa cdapmaueBTUYHOT KOMNO3UUIT, WO MICTUTb OAHY
un Ginbwe dpakyin ULMWH, cymapHO NpUCYTHIX B MeXaxX HaBEAEHOro BULLIE Aiana3oHy 3Ha4YeHb KoHueHTpauii. ani
- 3a noTpebolo - MOXKYTb NPU3HAYATMCA A0AATKOBI 03U, AOTK, NOKW ONip NOTOKOBI NOBITPA 3 GOKY AUXANbHUX LUNSXIB
nauieHTa He cTaHe HopmanbHUM abo He 36epiraTUMeTbC Ha HOPMAansHOMY PiBHI.

Llen suHaxig Takox oxonnwoe BBegeHHs ULMWH naujeHtam 3 XpoOHIMHOK acTMOK 3 METOK nocrabneHHs Ta
noBHoro nikysaHHA AHR. "XpoHiuyHe BBeAeHHA" B KOHTEKCTi UbOro onucy osHavae seefaeHHs ULMWH-BMiLyoumnx
KOMMO3UUi NpUHAAMHI 0aMH pa3 Ha foby NpoTAroM NpUHanMHi gecaTtu 4idé nocnine..

XpOHiuHe BBEAEHHA KOMMO3ULT, WO MICTUTL 6nu3bko 0,005-1,0Mr/kr B 0gHi go3i, ontumanbHo 6nu3bko 0,075-
0,75Mr/kr B OQHIAN A03i, MOXe NPOAOBXYBATUCA NPOTATOM HEBU3HAYEHOrO 4acy, 3 MeTOK 3anposagkeHHa AHR-
MOHWKYKOYOro TEPAneBTUYHOrO NIKYBaHHA, AKe 3a CBOEK €(EKTUBHICTIO CNIBCTABNAETLCA NMPUHANMHI 3 MiKyBaHHAM
KOPTUKOCTEPOTAaMu, ane nNpakTUYHO He cnpaense nobivyHux edexris.

HesBaxkarouu Ha BiAOMY aKTUBHICTb N-gecynbhaTtoBaHMX renapuHis B iHWKX GiONOrYHUX CUCTEMAX, HANpuUKNag,
AK iHTiBITOPIB POCTY KNITUHK, BUABNEHO, Wo BCi Tunu dpakuin ULMWH, ki € akTMBHUMU | MOXYTb 3aCTOCOBYBAaTUCh
3rigHO UMM BUHaAXOMXY RiKyBaHHI XBopux Ha actmy, € N-cynesdatoBaHumu; N-gecynedpatoBaHi dpakuii ana
PO3B'A3aHHA 3a4a4 UbOro BUHaxXoay € HeepekTUBHUMNA.

IHranauindi ULMWH-komMno3nuii, Wwo BUKOPUCTOBYIOTECA 3TiAHO 3 LIMM BUHAXOAOM, MOXYTb SABNATU COBOI0 piaki
a6o nopowkonoAi6Hi komno3suuii, kKoTpi mictaTb ULMWH i € npuaaTtHuMu ans posnunioBaHHa Ta eHao6poHxiansHoro
BBEAEHHS, a60 KOMNO3uUiT y BUrNSAi aepo30nto, AKi MPU3HAYaOTLCA 3 BUKOPUCTAHHAM CneljianbHOro NpUucTporo ans
BBEAEHHA aepo30nen 4o30BaHUMU NOPLiSIMK.

BignosiagHi piaki komnosuuii mictate ULMWH B BOgHOMY po3uuHi 3 papmauesTUYHO MPUAHATHUM iHransuinHum
PO3UYMHHUKOM, HaNpuKnag, B i30TOHIMHOMY po34vnHi abo GakTepiocTaTUYHIl BoAi. PO34MHM BBOAATLCSA 32 AONOMOrOH0
PO3NUNIOBAYIB TOUHO CNPsIMOBAHOT Ail, ika 6a3yeTbCa Ha BUKOPUCTAHHI noMnonoAiGH X NnpUcTpoiB UM HATUCKYBaMiB,



a6o 3a JOMOMOrol iHWMX MPUCTPOIB, AKI A03BOMNAOTE 3a6e3Ne4nTn HAAXOIXKEHHA MEBHOr0 HEOOXIAHOrO0 TOYHO
[030BaHoro o6'emy piako’ KOMNO3unUiT 40 NereHein Xsoporo.

BignosiaHi nopoLwkonoaiGHi KOMNO3MLiT BKNOYAKOTL, 3rigHO BUHAXOAY, MOPOLLKOBI renapuHoBi npenapartu, aobpe
nepeMiliaHi 3 NakTo30l0 YU HWMMU HEPTHUMU MOPOLLKAMU, MPUAHATHUMU AN eHAOBPOHXIanbLHOro BBEAEHHS.
MopowkonoaibHi koMno3uuii BBOAATLCA 3a AOMOMOrOK Aaepo30NbLHOTO po3nunoBava 3  JosaTtopom, abo
YNakoBYIOTLCA B KPUXKY Kancyrny, KOTpa BCTaBMAETLCA MAUEHTOM B NPUCTPIiA, AKMA npobuBac sragaHy kancyny Ta
CTBOPHOE CTIAKMA PIBHOMIPHUA MOTIK HACWMYEHOro 3ragaHumM MNOPOLLKOBUM npenapaTtoM nOBITPA, NpuaaTtHUA Ans
iHranau,i.

dapmaueBTUYHI MPONUCKH aAEepO30N0 AN 3aCTOCYBaHHA 3rigHO 3 UUM CnocoBoM 3asBu4ail  BKITHOYAKOTb
PTOpPOBAHI ankaHoOBI NPONENAHTUA, NOBEPXHEBO-AKTUBHI PEYOBUHU Ta CMIBPO3YUHHMKU, | MOXKYTb OYTU MOMILLLEHUMU B
anoMiHieBi Ta iHWI TpaauUiiHi pesepByapu, AKi 3a4UHAIOTLCA BiAMOBIAHUM A03YIOYMM KNnanaHoM i repMeTU3yoTbCa 3
NPONEnsAHTOM.

CymapHa koHueHTpauia dpakuin ULMWU y 6yab-akoMy TpaHCNOPTYOUOMY areHTi (Hocii), npuaatHomy ans
BUKOHAHHA 3aga4y UbOro BMHaxody, Mae OyTM AOCTAaTHbO BUCOKOK Ans Toro, wob6 3abesneunTtu HeoOXiaHy o3y
nikyBanbHOro npenapary B Mexax Big 6nusbko 0,05 o 6nusbko 1,0mr ULMWU Ha kinorpam Baru Tina naujeHra.
OTXe, Hanpuknaa, Akwo pos3nunoBay J03BONSAE BBOAUTU 4 MM PO3YUMHY B OAHIA J03i, KOHUeHTpauia ULMWU B
PO3UMHI AN NiKyBaHHA XBOPOTo 3 BAroto Tina 75kr noBMHHA CTaHoBUTU 6nu3sbko 1,0-20,0mr/mn.

Ak siaomo daxisuam-capmaueBTamM, icHye 6arato CTaHgapTHUX crnocoBiB Ta NpuCTpoiB, nNpuaaTHUX Ans
BBEAEHHS TOYHO BU3HAYEHUX [03 eHAoOpOoHXianbHUX npenapartis Ta Ang perynoBaHHa noTpibHoro o6'emy
JO3yBaHHA B 3anexkHOCTi BiA Baru Tina nauieHTa Ta Cepro3HOCTi cTaHy ioro 3gopos'sa. Kpim Toro, icHye Garato
BU3HAHUX haxiBUAMU piaKkux, MOPOLIKONOAIGHMX Ta aepo30NnbHUX TPAHCMOPTYIOMUX areHTiB, npuaaTHUX aAns
eHpo6poHXiansHOro BBeaeHHa komnosuuin 3 ULMWIH, wo poskpuBaloTbea y LUboMy BuHaxoai. O6'em BUHaxony He
oB6MeXxXye 3acTocyBaHHS OyAb-IKUX OKPEeMUX [HEPTHUX TPAHCNOPTYOUUX areHTiB (HOCITB), PO3YUHHUKIB 4K
HanoOBHIOBAYIB, a TaKOX He NiMITYe BUKOPUCTAHHA OyAb-aKUX OKpemux crnocoBiB, 4uM npucTpois, 4uM cnocobis
eHa0B6poHXianbHOro BBEAEHHA nNpenaparis.

3acrocyBaHHA komnosuuin 3 ULMWH, onuc dAkux HaBeaeHO B LbOMY [JOKYMEHTI, 3abesnedvye BUCOKY
ePEeKTUBHICTb NiKyBaHHA XBOPUX HA CNPOBOKOBAHY aHTUIEHOM acTMy HaBIiTb MICNA TOro, K aHTUreH noTpanue B
OpraHisM LUNAXOM KOHTPOMBbHOTO BBEAEHHS.

3 MeTol AeMOHCTpyBaHHs HecnoaiBaHux nepesar dopakuin ULMWH - y nopiBHAHHI 3 BUCOKOMOMNEKYNAPHUMU
renapuHaMu - Ans nikyBaHHSA CNPOBOKOBAHOT aHTUreHOM acTMM MiCNsl KOHTPONBHOrO BBEAEHHA aHTureHy 6ymno
3aNpoBaMXKEHO KiNMbKa €KCNePUMEHTIB, METOK AKUX 6yno came MNOPIBHAHHA BMAMBY Pi3HUX TUNIB renapuHy Ha
opraHiaMm 6apaHa, Wo 3HaxoAMBCS B anepriyHoOMy CTaHi, K nepen, Tak i NiCNst KOHTPOSNbHOTO BBEAEHHS aHTUrEHY.
JeTtancHUin OnNUC UMX eKCNEePUMEHTIB Ta ofepKaHUX pes3ynbTaTiB HaJaeTbCa Yy npuknagax HuX4e 3a TEKCTOM, a
TaKoxXX BiaobpaxkaeTbcs Ha dpirypax, aki inocTpyoTh Ui npuknaau.

HacTtynHi npuknaau, siki inlOCTpytoTb CNOCi6 3aCTOCyBaHHA npenapary 3rigHo 3 UMM BUHAXOAOM i AEMOHCTPYIOTb
noro edeKkTMBHICTb, HE CTOCYIOTLCA 3ragaHux crneundiyHux pedyoBuH, npoueayp abo cxem MPUAMAaHHA NiKapCbKUX
3aco6iB, ki NOBMHHI BUKOPUCTOBYBATMCS BUKIIOYHO 3 METOO peanisauii BUHaxoay.

MPUKNAL |

BBeAeHHsa renapuHis nepes ,BBEAEHHAM aHTUTEHY

MeTtoguka

JlereHeBuit, ,0nip ACLLDKY NOBITPA

Ana BCix gocnigis BUKOPUCTOBYBANU LWICTHAAUATEL anepriyHux oBelb, nuuie 3 nonepeaHbo 3a40KyMEHTOBaHUM
3aroCTpeHHsaM GPOHXOCTEHO3HOT peakuii Ha aHTUreH y BUIMSAi KULIKOBMX Hemarton Buay Ascans_.auunclL Bisusm
BBOAUIU 3aKPIMIIEHY MaHXETKOK HasoTpaxeansHy TpybKy i BUMipioBanu nereHesuil onip notoky (R,) nmosiTps 3a
JonomMorol esocpareancHoro katetep-6anoHy, B Toil 4Yac sk 06'eM rpyaHoro (TopakanbHOro) rasy BUMIpHOBaNM 3a
JOonoMoro nnetuamorpadpa, akuid, 3aranom, BUKOPUCTOBYIOTb AN BU3HAYEHHS 3MiHM 06'eMy BCbOro Tina. Oani 6yno
BinoGpaxkeHo y BUrNAAi KOHKpeTHUX BenuuunH RL (SRL, Bu3HauveHux sk RL pasis 06'emy TopakanbHOro rasy (Vig).

YyTnuBICTb, AUXanbHUX LUNAXIB

Ona OuiHKM 4YYTNUBOCTI AuXanbHUX LWAAXIB CKNaganuca KYMYNATUBHI KPUBI 3anexHOCTI Jo3a-peakuia Ha
iHranboBaHuin kapbaxon, 3a 4ONOMOrol BUMiptoBaHHa SRL Ao i nicna iHranAuii 6yhepHoro posduHy Conei, a Takox
nicna 10 Bauxis kapBaxony, KOHUeHTpauis sikoro noctynoso 36inbwyeanaca (0.25, 0.5, 1.0, 2.0 i 4.0% Baru/o6'em
PO34uHY). YyTnuBICTbL AUXaNbHUX LUASAXIB BUMIPIOBANM LUMSIXOM BU3HAYEHHS] CYKYMHOT npoBokytouoi Ao3u (PDa)
kapbaxony (B 0aMHUUAX BAMXaHHS), wo nigeuwysana SRL o 400% Big 6a30BOro piBHA 3HayeHb. 3a oAWHULIO
BAUXAHHA NPUAManocs oauH Baux 1%-ro po3vnHy kapGaxony.

dpakuyii renapuHy

Y ekcnepuMeHTi, WO nopiBHIOE ePEeKTUBHICTL PisHUX NpenapaTiB renapuHy Npu BBEAEHHI anepriyHum BiBUAM 40
BBEEHHA aHTUreHy, BUKOPUCTOBYBAaNW: OAUH TenapuH i3 ynbTPaHW3bKOO MOMEKynsApHoto Barow, ato ULMWH
(CY222, BupoGHuurea "CaHodpi", Mapwxk, PpaHuid), OAMH renapuH i3 HU3LKOKO MonekynapHow Barow (CY216,
"CaHohi") | 0AUH renapuH i3 cepeaHbLO MONEKYNApHoOto Baroto (dPparmid, "Kabisitpym",

CrokroneM, LBeuis). MonekynsapHa Bara Ta iHWI XapakTepUCTUKM UuMX Ppakuid renapuHy npeacrasneHi y
Tabnuui 1.

Tabnuus 1
MonekynapHa Bara i xapakTepucTuku dopakuin renapuHy
Cy222 Cy216 SPAMIH
(ULMWH) (LMWH) (MMWH)
MonekynapHa Bara 2355[a 42700a 6400[a
AHTKU-Xa-aKTUBHICTb 70 LU./mr 112. 1.U./mr 158 [U./mr




AHTU-Ila aKTUBHICTb 12 1.U./mr 29 1.U./mr —

APTT 28 l.U./mr 45 1.U./mr 58 I.U./mr
BigHow. AHTn-Xa/APTT 2.5 2.5 2.72
% BMmicTy GAG 70% 60% 65%

% NaHUIOXKKIB 3 YNbTPAHU3BLKOKO MO, Barow

(ULMW) (mon.sara. < 2500 [la) 88% 27% 1%

[Mpum, nepekn.: (LMWH) - renapuH i3 HU3bkOlO monekynapHow Barow, (MMWH) - remapuH i3 cepeaHbolo
MOTeKynsapHoto Baroto, |.U. - Mi>kHapoaHa oauHuus].

Ak BuaHo 3 Tabnuui, ppakuia ULMWH, wo 77 BukopucTOBYBanu AnNs UbOr0 eKCNEPUMEHTY, BiA3HAYAETLCA He
nuwe MOMEKYNAPHO Baro Hukde Big 3000[a, ane iwe i Tum, wo 6nusbko 88% renapuHOBUX NAHLIKOXKKIB MalOTb
MOMEKYNAPHY Bary, HX4y Big 25000a.

[MpPOTOKON EKCNEPUMEHTY

Jocnia)eHHa aAnxanbHUX LWNSxis

ByB Bu3HaveHuit 6a30BUI piBEHb YYTNMBOCTI KOXHOT niggocniaHoi TBapuHu (PDs), nicna 4oro B pisHi AHi
NPOBEAEHHST eKCMEPUMEHTY BapaHam yepes AuxanbHi Wnsxu BBOAUNM aHTureH Ascaris suum. BumiptoBanu SRL
nepen i oapasy X Micnsa 3ragaHoro KOHTPONbLHOTO BBEAEHHS aHTUIeHy, | Aani WoroauHu npoTsaromM 2 roguH, aokn SRL
He noBepHynaca Ao 6a3oBoro pisHA. Micns UbOro BUMIpIOBanuM noct-aHtureHHuid PD4. Jocnia noeToptoBanu yepes
14 pi6, nicna nonepeaHboro BBeaeHHa CY222, CY216 i dparminy B gosax 0,31, 0,62, 1,25, 2,51 5,0mr/kr.

AHani3 gaHux;

HaHi 6yno BinoGpaxkeHO TaKUM YUHOM:

(a) sHa4eHHsa £ SE% 3miHn SRL;

(6) PD4 y % Big 6a30BOro piBHs;

(B) % 3axucTy peakuii 6poHXOCTEeHO3HOro 3arocTpeHHs (ABR) i

(r) % 3axucty rinepuytnusocTi (AHR).

(a) SRL (% 3miHun) = noct-aHTureH SRL.- 6a3os, SRLx100 6a3oB. SRL

(6) PD4 (% Bia 6a3. piBHs)) = nocT-aHTured PDax100 6a3oB. PD4

(B) % saxucty ABR = kKoHTP.ASRL% SBL%.x100 koHTp. ASRL%

(r) % 3axucty AHR = LMWHF — PD4 KOHTP. AHTTEH. PD4x100 6a30B. PD4 - KOHTP, aHTureH PD4

MopiBHAHHA BNNUBY NONepeaHbLOrO BBEAEHHSA AOCNiAKyBaHUX dpakuin renapuHy Ha ABR T1a AHR Bigo6paxkeHHo
B Tabnuusax 2-6 Ta rpacpiuHo npointocTposaHo Ha Pirypax 1-8.

HaHi cBiguate Npo Te, WO NONepeaHe BBEAEHHS - y BUrNAgi aeposoneii - cpakujin CY222, CY216 i dparmiHy
nocnabnioBano CnpoBOKOBAHY AHTUrEHOM PEaKUild 3aroCTpeHHs OPOHXOCTEHO3Y B 3aneXHOCTi Bi [O3yBaHHS;
MiHiManbHi edpeKTUBHI 803K ctaHosunu 0,62mr/kr, 1,25Mr/kr Ta 2,5Mr/kr, BianoBigHo.

MonepepHe BBepeHHa CY222, CY216 i dparmiHy Takox nocnabnioBano crnpoBokoBaHy aHtureHom AHR B
3anexXHOCTI Big A03yBaHHA; MiHiManeHi edpekTusHi 8o3u ctaHosunu 0,62mr/kr, 1,25mr/kr Ta 5,0Mr/kr, BianoBigHoO.

AHani3 nopiBHAHHA npenapartis BUABUB, LUO 3aXUCHi edhekTu € 06epHEHO NPONOPUilHUMU MOMEKYNSAPHIA Basi
dpakuin renapuny. dpakuia ULMWH (CY222) BuaBMnaca HaWMmoTyKHILLIAM areHToM, npo Lo CBiAYUTbL 3Ha4He
iHribyBaHHA CNPOBOKOBAHUX aHTUreHoMm OpoHxocTeHosy Ta AHR y posi 0,6 wr/kr, npudomy CY216 ta dparmin
BUABUNUCA HeedheKTUBHUMM Y Takux go3ax. [pynoBi cepeaHi 3HaveHHs |.D.so ana CY222, CY216 ta dparmiHy woao
anepriyHoro 6poHxocTeHo3y craHosunu 0,5, 1,3 i 1,8mr/kr, BianosigHo. MpynoBsi cepepHi 3HaveHHs 1.D.so ana CY222,
CY216 ta dparminy wono AHR craHosunu 0,51, 2,5 i 4,7mr/kr, BianosigHo.

Tabnuusa 2
EdvekT BNAMBY NonNepeaHbLOro BBEAEHHA npenapary
3 CY222 Ha cnpoBOKOBAHMWIA aHTUTEHOM BPOHXOCTEHO3
AHTUIEH — KOHTPONb Y222
Josa (mr/kr) Bas3. piBeHb Mocr- Bas. piBeHb ocr- Mocr-
) BBEAEHHA ) CYy222 BBEAEHHA

0.31 1.15 3.27* 1.17 1.08 2.66"
(n=7) (.04) (.33) (.05) (.06) (-35)
0.62 1.15 3.27* 1.15 1.21 1.65+
(n=7) (.04) (.33) (.05) (.06) (.06)
1.25 1.16 3.43" 1.08 1.17 1.71 +
(n=6) (.04) (-32) (.06) (.05) (.19)
2.5 1.13 3.31" 1.04 1.06 1.33+
(n=6) (.04) (.39) (.05) (.10) (.09)
5.0 1.13 3.31" 1.16 1.12 1.56+
(n=6) (.04) (.39) (.05) (.02) (.12)

HaHi BigobpaxeHo y surnsagi +SE SRL (cneundbiuHa nereHeBa pesuCTEHTHICTL), 6e3 i micna nonepegHboro
iHransAuinHOro BBEAEHHA Ao3amMu, WO NiaBULLYIOTLCA, npenapaty CY222.

* 3HauHo BiApi3HAETLCA Big 6a3oBoro pieHA (P<.05)

+ 3Ha4HoO BiAPI3HAETLCA Big aHTUreHy-KoHTpono (P<.05)

Tabnuusa 3

EdvekT BNAMBY NonepeaHsoro BBEAEHHA npenapary
3 CY216 Ha CNPOBOKOBAHMWIA aHTUTEHOM BPOHXOCTEHO3



AHTUIEH-KOHTPOIG CY216

(ﬂ?ﬁﬁ) Bas. piseHb BBZ;::HH Bas. piBeHb Micna CY216 BBZ;::HH
0.31 0.92 2.64" 112 1.08 3.01"
(n=7) (-04) (-23) (.07) (-04) (09)
0.62 0.92 2.64" 1.04 1.07 254"
(n=7) (.04) (.23) (.06) (.03) (-31)
1.25 1.12 3.04" 1.04 1.20 2.03+
(n=8) (.04) (.29) (.07) (13) (.36)
2.5 (n=5) 1.14 3.36 1.05 1.04 1.76+
(.05) (.48) (07) (11) (.32)
5.0 (=6) 1.09 3.35" 1.09 1.18 1.75+
(.04) (14) (.03) (.08) (.20)

HaHi BigobpaxeHo y surnsagi +SE SRL (cneundbiuHa nereHeBa pesuCTEHTHICTL), 6e3 i micna nonepegHboro
iHransAuiHOro BBEAEHHA Ao3amu, WO NigBULLYOTLCS, npenapaty CY216.

* 3HauHo BiApi3HAETLCA Big 6a3oBoro pieHA (P<.05)

+ 3Ha4HoO BiAPI3HAETLCA Big aHTUreHy-KoHTpono (P<.05)

Tabnuuga 4

EdbekT npakTM4HOro BBeAeHHs npenapaTty 3 parMiHOM Ha BUKNUKAHUA aHTUrE€HOM BPOHXOCTEHO3

AHTUIEH - KOHTPOINb OPAMIH
(ﬂ?/::’(?) Bas. piBeHb BBZ;:LHH Bas. piBeHb Micna gpparmiHy BBZ;:LHH
1.25 1.04 3.37" 1.11 1.07 2.71"
(n=7) (.06) (.32) (.05) (.08) (.42)
2.5 0.96 3.19" 1.07 1.16 1.56+
(n=6) (.04) (.30) (.08) (.12) (.25)
5.0 1.00 3.39 0.98 0.98 1.47+
(n=7) (.01) (.39) (.03) (.03) (.21)

HaHi BipobpaxeHo y Burnsaai +SE SRL (cneumdiyHa nereHesa pe3UCTEHTHICTL), 6€3 i nmicna nonepeaHboro
iHranauinHoro BBedeHHs npenaparty 3 dparmiHom.

3HauHo Biapi3HaAeTbCA Big 6a3oBoro pisHa (P<.05)

+ 3Ha4HO BIAPI3HAETLCA Big aHTUreHY-KOHTpono (P<.05).

Tabnuua 5

EdpekT BNAMBY NoNepeaHbLoro iHransauinHoro BBeAEeHHA npenapaTty
3CY222, CY216 i hparmiHOM Ha BUKITUKAHY aHTUTEHOM FiNePYyTAUBICTL AUXaNnbHUX LUMAXIB

flosa cY222 CY216 SPATMIH
(Mr/Kkr)
bas. bas. Bas.
piBeHb Koutp. | Mpenap. piBeHb KoHTp. Mpenap. piBeHb Koutp | Mpenap,
0.31 15.3 *6.7 *8.4 (1.9) 19.4 *7.3 10.3 (2.8) - - -
(n=7) (0.7) (0.6) (2.6) (1.4) - - -
0.62 15.7 *6.5 13.0+ 19.2 *8.3 *11.3 - - -
(n=6) (0.7) (0-7) (1.5) (2.2) (1.5) (2.1)
1.25 15.4 *6.7 15.6+ 15.3 *6.7 *10.6+ 16.7 *6.4 | "8.7(1.8)
(n=7) (0.6) (0.6) (1-6) (0.7) (0.6) (1.3) (1.8) (0-7)
2.5 15.7 *6.5 18.1 + 15.4 *6.1 *10.7+ 19.3 *7.8 "11.0
(n=6) (0.7) (0.7) (2.5) (0.7) (0.7) (1.7) (3.0 (1.6) (1-2)
5.0 15.7 *6.5 15.9+ 15.7 *8.5 16.4+ 19.4 *10.5 16.6+
(n=6) (0.7) (0.7) (0.5) (1-0) (0.7) (1.4) (2.7) (2.1) (2.9)

HaHi BigoGpaxkeHo y Burnaai senuunHu +SE PDs kapBaxony B OAUHUUAX BAUXAHHSA, Ans 6a30BOro pisBHa Ta
piBHA nicns BBeAeHHs, 6e3 (KOHTP.) i nicna nonepeaHbLOro BBeAeHHs (npenap.), 3 pisHuMu dpakuismiu renapuHy.

PDs = CykynHa npoBokyioua aosa kap6axony, ska niasuwysana SRL ao 400% Big 6asoBoro piBHA. OpHa
O0AUHUUSA BANXAHHA ABNsie co60t0 oanH BanX 1mr/mn kapbaxony.

* 3HauHo BiApi3HAETLCA Big 6a3oBoro pieHA (P<.05)

+ 3Ha4HoO BiAPI3HAETLCA Big aHTUreHy-KoHTpono (P<.05)



TABIIMLA 6

MOPIBHAHHSA,3AXMCHOIO  BMMNMBY BBEOEHUX LWNAXOM IHFANALT CY222 (YNBTPAHW3bKA
MONEKYNAPHA BAlA), CY2X(HN3bKA ,MOJIEKYNAPHA BArA) |¢_PATMIHY (CEPEOHA MOJNEKYNAPHA
BATAXHA CM POBOKOBAHJL AHTUTEHOM BPOHXOCTEHOS | MNEPYYTNMBICTb OUXANBHWX LLUNAXIB

AneprivHuii BPOHXOCTEHO3 [inep4YyTNUBIOTL ANMXaNnbHUX LUNAXIB
flosa | 500 CY216 dparmin flosa CY222 CY216 dparmin
(Mi/kr) (Mr/Kkr)
0.31 | 11% (21%) 16% - 0.31 18% 32% (17%) -
(14%) (21%)
0.62 75%+" 25% - 0.62 68%+ 30% (11%) -
(8%) (15%) (18%)
1.25 78%++ 50%+ 24% 1.25 *107%++ 48%-+ 21%
(8%) (20%) (20%) (26%) (12%) (12%)
2.5 79%+ 60%+ 84%-+ 2.5 *131%++ 49%+ 30%
(9%) (11%) (9%) (35%) (12%) (11%)
5.0 79%+ 79%+ 82%+ 5.0 102%++ 108%-++ 53%+
(3%) (6%) (7%) (8%) (15%) (16%)
|.D.s50 0,5mr/kr 1.3Mr/Kkr 1,8Mr/Kkr 1.D.s0 0,5mr/kr 2,5Mr/kr 4,7mr/kr

HaHi Bino6paxkeHo y BUrnNaai 3HavyeHHs £SE% 3axucTy aAnsa KoxHoT go3u. Ons KOXKHOT rpynu TakoxK nogaeTbes
po3paxoBaHa rpyrnosa cepeaHsi

I.D.s0 (po3a iHribyBaHHs, aka 3ab6esnevye 5-% 3axucry).

+ 3Ha4yHui 3axuct (P<.05)

+ 3HauHo Bigpi3HAETLCA Big Pparminy (P<.05)

* 3HauHoO BigpisHseTbCA Big CY216 (P<.05)

MPUKNAL Il

BBeaeHHs renapuHie nicnst BBEAEHHA ,aHTUTEHY

MpoTOKON MPOBEAEHHS eKcrnepumeHTy OyB aHanorivHum Mpuknagy |, 3a BUHATKOM: (a) TpW renapuHOBI
komnosuuii, ski 6yno npusHaveHo nigaocnigHUM TBapuHam, ABnAnuM cobow CY222, KOMEPUAHMA renapuH
(MonekynsipHa Bara 6nu3bko 150000a), i dparmin, (6) renapuHu BBOAMITIOCA B OpraHiaMm TBapuH y BUrNaai aepo3onto
04pasy K NiCns BBEAEHHSA aHTUTEHY.

JaHi excnepumeHTy npeactaenedi B Tabnuui 7 i rpacpivuHo npointocTposaHi Ha dirypax 9-11.

Tabnuua 7

[MOpiBHAHHA-e(PEKTUBHOCTI BAAUBY BBEAEHUX LLSIAXOM
iHranauii KoMepuinHoro renapuHy (8mr/kr), dopakuii renapuHy i3 cepeaHb00 MONEKYNAPHOIO Baroto (pparmin,
Smr/kr) i dppakuii renapuHy 3 ynbTpaHu3sKoMonekynspHoto saroto (CY222, 0,6Mr/kr) Ha BUKNUKAHY aHTUTEHOM
rinepuyTnMBICTE AUXanNbHUX LLNAXIB.

B5a308. piBeHb MocT-8Bea. (KOHTPON.) [MacT-sBeq. (renaput)
lenapuvH 18.9+2.1 10.5+0.2* 8.9+2.2*
dparmin 22.743.2 13.3+2.0" 9.5+2.6"
Cy222 20.441.7 11.742.1* 25.1+1.1~

HaHi Bigo6paxeHo y Burnaai sHaueHHa £ SE PDago kapbaxony B 0AUHUUAX BAUXAHHSA

(oaHa oauMHMUA BAMXaHHA ABnse coboto oauH Baux 1mr/mn kapbaxony). Bei areHTU 6yno posnuieHo oapasy X
"nicna" BBEAEHHA aHTUTEHY.

* 3HauHO BiApi3HAETLCA Big 6a3oBoro pisHA (p<,05)

+ , 3HA4YHO BiAPI3HAETLCA Bid aHTUrEHY-KOHTPON (p<.05)

NMuwe 3acrocyBaHHsa CY222 3abesneuvye iCTOTHUA 3axucT. Ak BUAHO 3 Tabnuui 7 ta diryp 9-11, iHransuiiHe
BBeAeHHA CY222 nicna KOHTPOMLHOIO BBEAEHHS aHTUreHy cyTTeBo Bnnusae Ha AHR, BigHOBRIOKYKM AOro piBHI B
opraHiaMi nigaocniaHux TBapuH Ao 6asosux a6o 6Ginblu BMCOKMX 3HA4YeHb. Llel edpekt He pocnigkysanu ans
KOMEPUINHOro renapuHy Ta ®parmiHy, OCKinbKki nokpaLwleHHs pisHiB AHR BHACnigoK NOCTKOHTPOSILHOMO BBEAEHHSA LNX
renapuHis He Biabysanocs.

TakuM UYMHOM, Y LUbOMY OMUCI PO3KPUTO CrnocoBu i komnoauuil, siki po3pobneHo 3 METO BUKOHAHHA 3agad
BMHaxoay i Aki € Ao6pe aganToBaHUMU ANs TOrO, W6 3a40BONLHAT YMOBAM MPAKTUMHOTO BUKOPUCTAHHA.

OCKiNbKU MOXYTb iCHYBaTKW PiSHOMAHITHI BapiaHTu peanisauii po3KpUMTOro BULLIE BUHAXOAY, a TAaKoX € MOXMUBUMU
Pi3Hi 3MiHW Yy 3ragaHux BapiaHTax peanisauil, cnig yceigoMnoBaTK, WO BCi ONUCaHi BULLE PEYOBUHU PO3MMAHYTO SAK
iNOCTpaTUBHI NPUKNAAK, | CyTb BUHAXOAY HUMU HE OBMEXKYETLCS.

IHbopmauisa, wo copmynoeTbea Ak HoBa i nNoTpebye 3axuCTy 3riAHO 3 NATEHTHOK rPamMoTol, HaJaeTbesa Y
dopmyni BUHaxXoAay.



DIr. 1

0 Kontponk

2504 ;@ CY 222 :
004 | | I | |
] I '
SR, (% 3miH) 0 /
100 -
/ + t 4 t
of | 70| D ] 1
0 / , A, A , A A
0.3 062 1.25 2.9 a0
Aoza (Mmr/kr)
DIr.2
O Kowtponb
250 @ CY 216 [
2] ] /% I ] [
SR, (% amin) 1 % /T
100 . .
manman
11/ RI7/mE /R
0.3l 0.62 120 2.9 2.0

Jo3za (mr/kr)



O KCoHTEOM ¢”-3
®parmin

-—

7

[

004

250 1
200
1504
SR, (% 3MiH)
1001
50
0
0
120
DIr.4
80

PD, {% Gasosoro pienal G0

404

20-

125 ’ 25

Aosza (mr/er}

U lNMocT-anTriregd

@y 222 .

Sy
S
=

%

NN

\ \\—-—f——{4~

0.3l 062 125

Hosza (mr/kr)

2.9

NS

J.



DIr.5

NN

e SN

i SN

o SN

H

[ L N

2.0

2.9

125

Ho3a (mr/xkr) !

0.62

0.3

DIr.6

= < = =
S o b = S

2.0

2.9
Noaa (Mr/kr)

1.25



PIr.7

IOO-r
75 T I/’ R — T
% 3AXMCTY /’, T
504 s T'
/T —~o— (Y 222
‘ -o- GY 216
25+ iy—- Dparmin
0 1 | | A
0 [ 2 3 4 5
Hoza (mr/kr)
obIr.g
——(Y 222
-0-(Y 218 ..
190 —-A-- DparMit
100 1
% 3axucTy
204
0 3 t 1 !
0 | 2 3 5

Hosza (mr/kr)



PD, (ommnnyi ANXaHHa)

3r

29.064-1.10

25

DIr.9

2040%-1.70
20— -»_'_.".'_‘j_‘. '-‘

" 1168+-2.10

Il B

Basoea niHin NocT-anTuren Cy2e?

___

=
i

PD ., (cauHnL auxanHs)

[ 189421

dIr. 10

+
1054-0.2 4

Lbd 7 N

Basoea ninist MocT-aHTVrEeH I'enapMH



PD, {oanruul anxanus)

30

R @Ir.11

ST

Bazora nidis MocT-anTrurexd dparmin



	Page 1 - BIBLIOGRAPHY
	Page 2 - ABSTRACT
	Page 3 - ABSTRACT
	Page 4 - ABSTRACT
	Page 5 - CLAIMS
	Page 6 - DESCRIPTION
	Page 7 - DESCRIPTION
	Page 8 - DESCRIPTION
	Page 9 - DESCRIPTION
	Page 10 - DESCRIPTION
	Page 11 - DESCRIPTION
	Page 12 - DESCRIPTION
	Page 13 - DESCRIPTION
	Page 14 - DESCRIPTION
	Page 15 - DESCRIPTION
	Page 16 - DESCRIPTION
	Page 17 - DESCRIPTION
	Page 18 - DESCRIPTION

