XUMUKO ]
. (bapmarieBmuyeckuil

KypHaI




OEHTP XUMHUHU JEKAPCTBEHHbBIX CPEACTB — BHUX®HU

XUMUKG )
(bapMarLieBmuyeckuil

KypHaJI

EXEMECAYHbIA HAYYHO-TEXHUYECKHH W NMPOU3BOACTBEHHBIMA XYPHAN

OcHoean 6 sneape 1967 2.

PEJAKLIUOHHAA KOJIJIETUSA:
I'nassbiit penakrop P. T. TIVIIIKOBR

A. M. AP3AMACLEB, E. P. BAJALIEK, B. I. TPAHUK, B. U. TYHAP, T. A. T'YCbKOBA,
E. B. JE[TEPEB, C. W. 3ABbSJIOB, 10. T. 3EJIUHCKWW, . M. KOYEPTUH, 10. ®. KPbJIOB,
M. I. MALLKOBCKHUH, B. B. MOMNOB, M. H. NMPEOBPAXEHCKASA, C. b. CEPEJEHUH,
L. X. CKAJIABAH (3aw. raasuoro pezakropa), A. [1. CKOJLIMHOB, JI. H. CEPHOB, K. C. IIIAHA3A -
POB (orBercrBennuiit cexperaps), A M. IOPKEBUY, C. 1. 10XXAKOB

e _“ o ”"“‘3
Ac: - e i
Has 0 jvis fitpa
g [ o s e t
BIE "t CUTExA

9 CEHTSABPH
TOM 33

Hznarenscrso ®OJIAYM Mocksa 1999



JlexapcTBeHHbIe npenapats

@ <zm=xrvs astopos, 1999

P. I Mywkos, T. A. lycekoea, Y. C. Hukonaesa, B. B. MNemepc, K. ®. TypuyuH,
O. C. AHucumosa, E. B. Leemepes

OPUTNHANBHLIN OTEYECTBEHHbLIV NMPOTUBOBUPYCHbIW NPENAPAT
OKCO/MH; YTOYHEHUE CTPYKTYPbI U OnbIT NPUMEHEHUA
OKCONUHOBOW MA3U B MEAWULIMHCKOW NMPAKTUKE ’

LIXNC ~ BHUX®U, Mockea

I'punn u apyrue ocrpsle PECIHPATOPHLIE BUPYCHEIE
MHQEKLHHA ABASIOTCH HauGomee PacrpoCTPaHEHHBIMU BH-
PYCHbIMM  3a60N€BaHMAMM, HAHOCAWMMM  GOJIBMIOH
yWeps 300pOBBI0 HACENEHHA M KOHOMHKE BCeX CTpax
Mupa. [TOCTOSHHAS aHTHIEeHHAs H3MEHYHBOCTE pecmupa-
TOPHBIX BHUPYCOB O6YCIIOBNIHBAaET HEOGXOMHUMOCTD HC-
TONTb30BAHNA STHOTPONHBIX XHMHONPENAPATOB UIsl PO~
QUNAKTHKH H JedEHHs BBI3HIBAEMBIX MMU HH}EKLHiA.
Ycnexu 3KCNEpUMEHTANBHON M KIIHHHYECKOH BUPYCOJIO-
TH, GHOXHMHH BHPYCOB, 2 TAKXKe NOCTHXEHHS Oprauu-
HECKOH XMMHMM MO3BOJIWIN 32 MIOC/ENHHE [BA JECATHIIC-
THs  paspaboTraTe M BHenpuTE B NPaKTHKY
30paBOOXPAHEHHS HECKOILKO 3 (EKTHBHBIX MPOTHBOBH-
PYCHBIX NPCNApaTOB /Ul CHCTEMHOTO MPHMEHEHHS: ap-

. 6o, peManTaIHH, aJIanIpOMHH, NEHTHDOPYH.

Bmecre ¢ tem, yunteBas BO3YIIHO-KaneNbHBIH cro-
€06 pacnipocrpasenus PECIHPATOPHBIX HH(EKUMH U He-
KOTOpbIe OCODEHHOCTH MAaTOreHe3a 3THX 3abonepanuit,
0c060€ MeCTO B MPODHITAKTHKE U TeUeHnH FpHNMNa U Apy-
rux OPBU 32MMaioT npenapatsr ans MecTHOro npume-
Henus. Hepeako oun nyume nepenocates i Menee Tok-
CHYHBI H3-32 OTCYTCTBHS pE30POTHBHOrO AeHCTBHA.

K npotuBosupycHEM npenaparam JUis MECTHOTO MpH-
MEHEHHUA oTHOCKETCS 0,25 % OKCONMMHOBAs Mazp — oreye-
CTBCHHOE JICKAapCTBEHHOE CPEACTBO, paspaGoTaHHOE B
Ilentpe no xmgms -ICKapCTBEHHBIX cpexnctB (L[XJIC —
BHUX®MU). Okcommonyio masb NPUMEHSIOT I Tpo-
GunakTHKK rpummz B A neyeHus KaTapanbHBIX SBJIE-
HUH 1IpH rpunme [1].

HetcTByromun Ezganom npenapara sBJISETCS OKCO-
JIUH, KOTOPOMY TPRIMUHOHHO NPHIHCHIBAIH CTPOEHHE
Avrunpara 1,2,3,4-rerparumpo-1 »2,3,4-Terpaokcounadra-
nuHa [1]. On npegcraszser co6oit Gembii wiu 6enslii ¢
KPEMOBBIM OTTEHKOM XDACTALIHYECKHH TOPOIIOK Ge3
3anaxa, JErko pacTBOpuMEL B Boje. Boxmsie PacTBOpbI
HECTOHKH, B LUEJIOYHOI Cpele ObicTpo TemHeloT. B cra-
Gokucnoii cpene oxcosmn Gosee YCTOHYHMB. .

Kax nokasann npoeegerusie navn HCCIIENIOBaHHS Me-
TONaMH MAacC-CIIEKTPOMETPHH M CNIEKTPOCKOTHHU SIMP,
CTPYKTYpPY MONEKYJIB! OKCOJIMHA CleTyeT paccMaTpuBaTh
B Buae 1,2,3.4-terparuapo-1 ,4-miokco-2,2,3,3 ~TETPaoK-
cunagtanuna (I). C yuetom crioco6a ero cuntesa M3 M30-
Hadrasapuna (I1) npouecc o6pasosaums I MOXHO mpex-
CTaBHTh CXEMOJA:
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B nons3y npemnaraemoit CTPYKTYphI Okconuna (I)
CBHJCTENbCTBYIOT CIIEAYIOIIHE JaHHbIE,

B macc-cniekrpe necop6LUMOHHOM XMMUUECKOiT HOHH-
amnn (JIXH) oxconuma (puc. 1) Habmomaercs unTen-
CHBHBIH [MK KBa3HMONEKYAPHOIO MoHa MH* (225) n
nuku HoHos [MH-H,01* (207) [MH-20H]* (191). Cre-
AOBATENIEHO, MONEKYIIspHAas Macca I Ha 36 aToMHBIX exu-
HHIl IPEBOCXOIUT TAaKOBYIO 1,2,3,4-Te'rpam11po-l,2,3,4-
TeTpaokcoHadTaMHa, 41O YKa3bIBaeT Ha
TETPAOKCHAHKETOHHYIO CTPYKTYpY OKCOJIHHA.

B macc-cnexrpe anexrponHoro ynapa (3Y) okconuna
(puc. 2) HaBTIONAIOTCA MUKH HOHOB [M-H,01* (206), [M-
20H]* (190), [M-H-CO,]* (179), [M-H,0-COJ* (178),
[M-H,0-CO,]* (162), [CeHy(CO),1* (132), [PhCOOH]*
(122), [CEH,CON* (104), [CeH,I* (76). Mono6urii xapax-
TEp pacnana moj dMEKTPOHHBIM YAAPOM IONHOCTBIO CO-
TJIaCYeTCs ¢ npejyiaraeMoi CTpykTypoi 1.

B cnekrpe SIMP 'H okconuua (puc. 3, a), napany c
Curianamu npotoHoB Hggy n Hey) — cnmmerpuunbivu
MysnbTinieramu npu 8 8,00 u 7,83 m.x., cooTBeTCTBEHHO
(puc. 3,6), nHabmopaercs YUIHPEHHBIH CHHIJIET mpH
86,74 m.i." IHTeHCHBHOCTD 3TOTO CHIHasa cocTasiser 4
TIPOTOHHBIX €AMHHLLI H HE 3aBUCHT OT KOJHYECCTBA npu-
MECHOH BOJBI B PACTBOPHTEIE, CHIHAN KOTOpO# HaGmo-
naercs B obnmacti §3,3-34 m.n Ha stom OCHOBaHHH
CHHIJIET NPH 8 6,74 M.A. nomKeH GBITh OTHECEH K npoTo-
HaM 4eTIpeX JKBHBAeHTHBIX Tpynn OH B npemnarae-
Moii ctpykType I«

-
Otnecenne curnanos spep GensonsHoro KONbUA B CIEKTpax
SIMP H3MOXEHO B IKCHIEDHMEHTANBHOI DH3MKO-XUMHYECKOI
HacTH.
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Pac. 1. Macc-cniekTp 1ecOpOLHOHHON XUMHYECKOH HOHH3ALHH
(AXH) oxconuna. 3n1eck H Ha pHC. 2: 110 0CH abemuee — m/z, o ocu
OpAMHAT — OTHOCHTE/TbHAA HHTCHCHBHOCTh CHIHANA.

B cnextpe SIMP 3C okconuna (puc. 4, a), moMuMo
CUTHAJIOB TIONApHO JKBHBANEHTHBIX aTOMOB YIJIEPOAA
konsua npu 8 134,2 (Cy(qy), 126,9 (Csg) 1 133,7 (Caagay
HabmonaloTcs cHrHais npu 8 193,6 u 96,0 m.x. Ilepssiit
M3 HHUX OTBEYACT JBYM 3KBUBAIEHTHbIM aTOMaM YIJIepo-
2 KapOOHWIBHEIX TDYII, CONPSKEHHBIX C apOMaTHYe-
CKHM SIPOM H, CIICIOBATENTBHO, HAXOAAIMXCS B MOJIONKE-
HHUH 1 1 4. 3HaUMTENBHBIH CABHT B CHIBHOE NOJIE BTOPOTO
curHana (cuuriaera mpu 8 96,0), Takxke OTBEyarOLIEro
ZIByM 3KBHBAJICHTHBIM aTOMaM YIJIEPOJa, HCKIKOYAET €ro
OTHECEHHE K KapOGOHHIBHOMY YITIEpOAY, a ClieOBATEb-
HO, MCKJIIOYAeT TETPaKETOHHYIO CTPYKTYPY OKCOJMHA.
XHUMHYECKHH CIBHT W MYJBTHIUIETHOCTh YKa3aHHOIO
CHTHANa THITMYHBI JUIsi SP>-TUGPHAM3OBAHHOTO YETBEp-
THYHOIO aTOMa YTJIEPOAa, CBA3AHHOIO G-CBA3AMH C ue-
THIPEMS COCEJSIMH — JIByMA aTOMaMH YTJIepona U ABYMsi
aTOMaMH KHCIIOPOJa, YT cooTBeTCTBYeT Cy3) B CTPYKTY-
P€ OKCONMHa, NpeutaraeMoi B JaHHOM pabore.

3xcnepuMenman bHAA d)wuxo-xmuuecxaﬂ yacmo

B pa6oTe HCTONE30BaNM OKCOMHH (hapMaKONeHHOro
KayecTsa, OTBeqalowuii TpeGosanuam OC 42-1670 — 88.

Macc-cneKTphl NIEKTPOHHOTO yhapa M AecopOuHOH-
HOM XHMHYECKOH HOHM3aLHM MONy4YEeHB! HA Macc-Crek-
Tpomerpe SSQ-710 (Finnigan, CIIIA). B ciyuae aecop6-
UMOHHOM  XMMHYECKOH HOHH3aUMH B  KayecTBe
PEaKTaHTHOT'O ra3a UCIIONb30BANCA U300y TaH.
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Puc. 2. Macc-cnexTp 2:1exTpoHHoro yaapa (3Y) okconusa.

Cnextper SIMP chaTe Ha cnextpomerpe UNITY +
400 (Varian, C1IA) c paGoyeit yactotoit 400 MT'1y Ha sia-
pe 'H u 100 MT'u Ha sinpe '3C. BHyTpeHnui cranzapt —
curnan pacrsoputens JIMCO-Dg B ciyuae SIMP 13C (§
39,6) 1 cHrHan OCTAaTOYHBIX TIPOTOHOB TOTO K€ PacTBO-
purens B ciydae IMP 'H (8 2,49).

OTHeceHHE CHTHAJIOB aTOMOB YIJiepozia GEH30IbHOro
xonbla B cnextpe SIMP 13C okconnna ocHOBaHO Ha pas-
JIMYHH B MYNIBTHILIETHOCTH CHIHanoB Csg) 1 Cg(7) B Criek-
Tpe, CHATOM 6€3 pasBsisku OT mpoToHOB (puc. 4,6). B
cnyyae Csg) curran — nyGuer (3a cuer gy 164,5 I'n)
MYJIbTHILIETOB (PacuICIUICHHE KOMIIOHEHTOB Ay6inera 3a
CYET B3aHMOAEHCTBHA C CHIIBHO CBA3aHHBIMH NIPOTOHAMH
6-H u 7-H); B ciyuae Cgy) curnan — aybmer (Ucy
164,5 I'n) my6neToB (pacuienyieHHe KOMIOHEHTOB OCHOB-
Horo Ay6nera 3a cuer 3J,r, 7,9 't nipu cnaGom B3ammo-
nercTBUM Mexay npotonamu 5-H u 8-H). 1o otHecenne
CHTHAJIOB COTJIACYETCA C PaCYETOM XHMHYECKHX CIABHMIOB
YTIIepooB GEH30IBHOrO KOJBLA OKCOJNMHA, BHIMOIHEH-
HOr0 C KCNOJB30BAHHEM WHKPEMEHTOB 3aMECTHTENS
COCHj; B GeH30/IbHOM KONbLE WISl YIIIEPOLOB B O-, M- H
n-TIONOXEHHAX K 3aMeCTUTEMO [2].

OtHecenre CHIHANOB MPOTOHOB GEH30NBLHOIO Anpa B
cnextpe SIMP 'H okconuua cnemyer u3 yka3aHHOTO BhI-
e oTHecenus curnanos Cseg, i Cy(7) B criektpe SIMP 13C
u 2D-criextpa rerepokoppensiuuu 3C-'H (puc. 5), B ko-
TOPOM KPOCC-HKH OTBEYalOT NpAMOMY (4epe3 OnHy
CBA3b) CIHH-CIIHHOBOMY B3aHMOAEHCTBHIO MEXIY yTrie-
ponoM-13 u npoToHOM.



4,00 397

Puc.3. a) Cnexrp SIMP 'H oxconuua s AMCO — Dy. 6) Curnamu TIPOTOHOB GEH30JIBHOTO KOMbLA B cnexrpe a. ITo ocu abeuuce ~
XHMUHECKHE C/BATH (WIKAa 8, M. 1.), 10 OCK OPAMHAT — OTHOCHTEbHAS HHTEHCHBHOCTh CHTHAJIA.

Pesynbmams sxcnepumenmansnozo buonozuuecxozo
usyyenus

Pesynetatel sxcnepuMenTamsabix HCCIIEIOBAaHHH TM0-
KasalH, 9TO OKCONIMH 06NafaeT mupoxum CIIEKTPOM 11po-
THBOBHpYCHOro neHcreus wa PHK- u JTHK-renommube
BHpYCHI [3].

Ipu xouTakTe in vitro B Teuenue 1 4 npu 14 °C ¢ cyc-
TIEH3UEH JIErKHX GenbIX HelMHeHHbIX MBbILIEH, 3apaxeH-
HbIX BHpycoM rpunna APR-8 (HIN1), okcomns B kon-
nentpauuax 10 u 100 mxr/mMa nonnocTsio NOAAaBJSET
HHQEKUHOHHEBIE CROWCTBA COOTBETCTBEHHO OJHOM U je-
catu JINT;9 BHpyca (Tabn. 1) [4). TIpu n3yuennn BHPYJIH-
UMIHOH aKTHBHOCTH OKCONMHA B OTHOLIEHHH BHpyca
Tpumma ¢ ZIpyro# aHTHTEHHOH dopmyoit A/Aichi
(H3N2) nomyuens: cxomusre Pe€3ynbTathl: mpenapar B
KOHUEHTpauuu 10 MKr/mMi nonHOCTBIO HeHTpanusyer uH-
¢exunonrocTs omHoM 100 % CMEPTENBHOM 1A MbliLeii
Ro3bl BHpyca. OHAKO OKCONMH 0G/ANaeT He TONBKO BH-

Tabnuua 1

Bupyaunazaas axresHOCTE oKconmua B OTHOWIEHHH BHpYyca
rpunna APR-8(HIN1)

i Jlosa Bupyca
ONEONIRS, Mar/Acy Uiflyy, 10718, 1007111,
1000 20/20 20/20 0/20
100 28/20 20/20 0/20
10 20/20 0/20 0/20
Kourpons srpyca 0720 0/20 0/20

MNpumenanwe: B yrcHTeTe — “IHCII0 BRIKHBIIHX MBIIEH, B 3HAMEHaTeNne
— YHCJIO MEIEH B OmkTe.

PYTHUMIHbIM NEHCTBMEM Ha BHpYC IrpHmna NpH  Hero-
CPEACTBEHHOM KOHTAKTE C BHPYCCOAEPKALLHM MaTtepua-
JIOM, HO OKa3bIBaCT BMPYCHHTHOMpYyIOMIEe neficTBHe Ha
PETIPORYKLHMIO BHPYCa B YyBCTBHTENBHBIX KIETKAX. Tax,
B f103ax 10 u 7,5 MKr/M11 okcomin TIO/IaBJISIET pa3MHOMKe-
HHe BHpyca rpunna A/41/57 (HIN1) npu 3apaxeHHH
KYJILTYPEI IHIIOMIHBIX KIETOK JIETKOTO 3MBPHOHA uesto-
BEKa, 3HAYMTENBHO (Ha 2,0 — 3,0 Ig) cHmkas uHbEeKHHOoH-
HBIC TUTPBI BHPYCA H €ro FEMarTIOTHHHUPYIOLIYIO aKTHB-
HOCTb NO CPaBHEHHMIO C KOHTPONEM — KIETOYHEI
MOHOC10# 6e3 06paboTin OKConMHOM (tabmn. 2).

B coemecTHbix paGorax ¢ COTPYAHUKAMH HHCTHTYTa
BHpyconoruu uM. JI. H. HBaHOBCKOro 6nuto TOKa3aHo,
"ITO OKCONHH B KOHUEHTpauuH 75 u 50 Mkr/mu 3a/IepXKH-
Ba€T pasBHTHE LMTONATHYECKOro 3dMeKTa, MOMHOCTHIO
TIONABNIAET TEMArTIIOTHHUPYIOIYIO CHOCOBGHOCT M 3Ha-
HHTEILHO NIOHKAET HHEKLMOHHBIE THTPHI (Ha 3,2 — 3,7

Ta6bnuna 2

Yrueraiouee neicreue okconuna na PenpoayKuHIo BHpyca rpun-
na A/41/57 (HIN1) B auniomsmbix KJETKaX JIerkoro 4ejxoseye-
CKoro 3mM0pHona

KonuenTpaius oxconua (Mkr/ar)

:yln;gy:a Turpst PTA** B Turpu Bipyca (Ig OHU,,) tpu
(OUJ15y/kn)* KYAbTY panbHOi KYPHHBIX M6
0 10 7,5 0 0 - 75
0,4 128 <32 64 57 2,7 3,7
0,04 32 0 2 5,7 232 27
0,004 2 0 0 2,7 0 1,7

.: 50 % >mbpuonansras HHGHUMpYIOmAs K032 BHpyca.
Peakuus remarrmotHHanuy.
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Prc. 4. a) O6nacts curnanos atomos yraepoza 6eH301LHOMO KoNbua B crektpe SIMP 13C OKCOMHH, CHATOM 6€3 Pa3BA3KH OT NPOTOHOB.
6) Cnextp AIMP 13C OKCOJTHHA, CHATHIH C NOTHOM pasBA3Koil OT npoTonoB. ITo ocu abeurce — xuMHueckue capuru (wkana 8, M.1.), no ocu

OPIMHAT — OTHOCHTE/IEHAA HHTEHCHBHOCTD CHrHana

lg H]l50) Muxcosnpyca A/FPV /Beii6punx, sbipanmsae-
MOro B KIETOYHOH KyNbTYpe KypHHBIX ¢u6pobnacros,
TpH 3apaxennu kinerok 0,1 BOE/kn. ITpu menbuieit Muo-
XKECTBCHHOCTH  3apaXeHHA  Bupycom (0,001 — 0,01
BOE/kx.) oxcomin nozasnser POCT BHpYCa NPaKTHYECKH
MONHOCTEIO [5].

Hurubupyiomee nefictre oxcommma na penpoxyx-
IHIO BHpYCa rpHMNa B YYBCTBHTE/IBHEIX KTETKAX MPOSE-
JACTCA TakKe B OMBITAX in OVO NPH 3apaKEHAH pasBH-
BAIOMIUXCA NIEBATHIHEBHBIX KyDHHRIX 3MODHOHOB B
JLIAHTOHCHYIO nonocTs. IIpenapar B 1o3ax 0,5 u 1 Mr ma
aMOpHOH noaasnger PeNpOAYKUHIO BHpyca rpunmna
A/PR-8/34(HINI) npu sepaxennun aMGproxos 100
BOCBMHICCATHNPOLICHTHEIME  MODHOHANBHEIMH HH)H-
UMpYIOWMMH no3aMH BHpyca (BUlso). Mudexunonnsie
THTPEI BUpYCa B rpynnax 3M6PHOHOB, 06PaGOTAHHEIX OK-
conuHoM Ha 4,0 - 5,0 Ig U, nuxe, uem B KOHTpone.
Temarrmotuunpyiomas axtusHocTs BHpYyCa TaKkxe mo-
AesiicHa (Tabu. 3)

Ta6nunua 3

Yrueraomee pelicreue oxconmua na BHpyc rpunna A/PR-8/34
(HIN1) in ovo (undpuunpyiomas noza — 100 U5

Turpst PTA Hndexunonnnie THTPHI BHpYca
o3 oxconuua (o6parhbie BenHumHL) (Ig 341,,)
(mr/3m6puon)
Onur Konrpons Onsir Kowrpons
0,5 194 3200 20 6,0
1 28 3200 1,0 6,0

Tpumeuanue: B xaxnoh rpynne no 9 sMGpuonos,

50

Cymmupys pesynsratsi SKCIIEPHMEHTAILHOTO H3yye-
HH3 AKTHBHOCTH OKCO/THHA B OTHOWICHHH BHPYCa rpUNna,
CIICNyeT NOAYEPKHYTH, YTO NPENapaT OKa3bIBAET HE TONb-
KO BHPYJIHUHIHOE AEHCTBHE NPH NPAMOM KOHTAKTE C UH-
TaKTHEIM BHPHOHOM, HO M CHH)XAET PENPOXYKLIHIO BHpY-
€2 B YYBCTBHTENLHOH  KIeTKE, NOAABNAA  ero
HH(EKUHOHHEIE H TEMaITHOTHHHPYIOIME CBOHCTBA. BH-
AHMO, 3Ta CIOCOGHOCTL OKCOJIHHA JIEXHT B OCHOBE MeXa-
HH3Ma €70 NPOTHBOBHPYCHOIO ACHCTBHS B OTHOIIEGHUM
BHpYCa rpHNNa.

Tlpr w3yscrnn AekicTBHA OKcOAMHA Ha HEKOTOphIE
Apyrie PHK-reHoMHble BHpyCh! YCTRHOBNIEHO, 4TO npe-
TapaT B KOHUGHTPaUMAX ot 50 10 90 Mkr/Mn noxaenser
PENPOLYKLHIO BHPYCA BEHECYINBCKOrO IHLEDATOMHUENH -
Ta B KybType kineTok Kypunsix Gpubpobnacros, sammma-
€T MbIIIEH OT rubenn Ipy 3apaeHHH UX ONHON HiH ze-
careio 50 % neranbHBIME  fo3aMM BHpYCa 3amanHoro
AMEPUKAHCKOTO JHUe(anomuenuta nowazei [6]; B mose
250 MKr (Ha Kypunbift aMGpuoH) npenoxpaHser ot rube-
1 40 % 3MGPHOHOB, HH(HUMPOBRHHBIX BUpycoM Gones-
HH Helokacna npu 100 % ruGenu s KoHTpone [7].

TI0 nanHeiM sxcnepuMenTanbHBIX W KITHHHYECKUX
uccnenosanuit cpeau JJHK-reHoMubIx BHDYCOB K JeiicT-
BHIO OKCOJIHHA 1yBCTBHTENBHBI BUYCHI FEpIECa POCTO-
ro, reprieca 3octep, BUpyc GonesHu AyeckH, aeHOBHpy-
Cbl, BHPYChl HH()EKLUHOHHBIX GODOJABOK M KOHTArH-
O3HOTO MoJUTIOCKa [8 — 12].

Hapsany c BoipaxenHoi NIPOTHBOBHPYCHOH aKTHBHO-
CTbI0, OKCOIIMH B KOHUEHTpauuu 250 — 1000 Mkr/mi oka-
3bIBAET in Vitro GaKTepHOCTaTHYEGKOE AEHCTBHE HA MHKO-
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GaxTepuy W (YHIHCTATHYECKOE HA MATOreHHbIE rpUGHI,
TJIaBHBIM 06pa3oM, IEPMaTO(UTEI.

Tokcukonornyeckoe M3yuenue mokasano, 4to ofmas
TOKCHYHOCTE OKCONMHA Heenuka. J1Ms, ans Genbix He-
JUHEHHBIX KpbIC npesbimaer 700 mr/kr. B ombtax Ha
KpOJIKax OKCOJIMH NpPH aNMHKaLKK B BUAE 5 % Masy Ha
HEMOBPEKCHHYIO M CKAPU(HUMPOBAHHYIO KOXY, BBEAE-
HiH 0,5 % MasH B KOHBIOHKTHBABHBIH MEWIOK 11433 HTH
uHCTHLIAIKMK 10 % BomHOro pacrsopa Ha CIIU3HCTYIO
0607104Ky HOCa KPOJMKOB €XEIHEBHO B TeYeHye 10 nueit
HE OKa3RIBACT MECTHOIO PA3APAXKAIOUIEr0 H Pe3opGTHB-
HOro Tokcuyeckoro aeiicteus. Ilpenapar He BbisbIBaeT
NaTOMOPQONOrHYECKHX H3MEHEHHH BO BHYTPEHHHX Op-
raHax (XKemyXOYHO-KHIIEYHOM TPAKTE, MOMKETYIOYHOH
JKeJIe3e, IeYeHH, NoIKax, Ccepaue, 306HoH sxenese, cene-
3CHKE, Ha[NOYCYHNKAX) IKCIIEPUMEHTANBHBIX KHBOTHBIX
M HE BIHAET Ha NEPH(EPHYECKYIO KPOBb (reMorno6um,
OPUTPOUMTEI, JISHKOLMTSI, JIEHKOUMTAPHYIO dopmyiy)
[13].

OxconuH He Oka3sbiBaeT TepaTOreHHOro u IMOPHOTOK~
CHYECKOrO NEHCTBHSA, He obnmamaer HMMYHOCYTIPECCUB-
HO¥ aKTHBHOCTBIO [14].

Ipn Hanecenun Ha koxy 2 % masu OKCOJIHHA, MEYEH-
Horo C, B mapenxumaTo3usIx OpraHax oOHapyuBaeTcs
O0Kon0 5 % npenapara, a npu anmkawun 0,25 % masu
Ha CIIH3HCTYI0 0607104KyY rnasa — g0 20 %. B OpraHusme
KHMBOTHBIX OKCOJIMH HE HAKAIUIMBACTCA H BHIBOAMTCS B
OCHOBHOM C MOYO}i B TEYEHHE NEpBBIX CyTOK [15].

P €3YIbMmamel KIULHUYECKO20 U3y4eHun .

OcHOBHEIM HampaBIeHKeM HCMONB30BAHUS 0,25 % ok-
CONMHOBOA Ma3HM B HPAKTHYECKOH MEIMLHHE SBIAETCSH
MPOQHIIAKTHKA ¥ JIEYeHHE [PHETE K Apyrux OPBH. Lilu-
POKOC KITHHHYECKOE M3YYEHHE MpEenaparta, NPOBEACHHOE
B KOHLE 60-x, Hauane 70-X TOZOB NATHIO BEIYLIIHMH Me-
AMUMHCKMMH YIPEXKIACHHAMH HAIIEH CTPAHBI, OXBATHIBA-
€T KOHTMHIEHT B 13,5 ThICsY yenosek.

C uenb0 MHAMBHAYaNbHOM NpOQHNAKTHKH rpHMma
0,25 % oxconnHOBast Ma3s Hcnomb3OBaNac yTeM exe-
AHeBHOro (1 -2 pasa B CyTkH) cMasbiBaHuS CITM3HMCTOI
060I04KH HOCA B NEPHOJ SITHIEMUYECKO BCIBILIKH MM
TP KOHTAKTe ¢ GOJIBHBIMH TPHIIIOM.

Cotpynuukamu uentpansHoi CaHHTapHO-3MHAEMHO-
JMIOTHYECKOH CTaHuMH MuHHCTepCTBa 31paBooxpaneHns
CCCP (Mocksa) 6bu1a u3yuena npodHIakTHYECKan -
dexrusrOCTH 0,25 % OKCONMMHOBOH Ma3H Bo BPEMS 3MH-
AieMuH rpunna B 1969 1. B mByx roponax cpenu 9600 ne-
TeH JIOLIKONLHOIO BO3pacTa B 80 AeTcKiX YUPEXKAEHHSIX.
YCTaHOBJIEHO, YTO NPUMEHEHHE 3TOro Tpenapara npeay-
npexnaer 3a6oneBanue rpummom s 43 % Clly4aes, a B-0C-
TallbHBIX — OTMedeHO Gollee JIerkoe TeveHne HHpeKLHH.
V nerei, nomyuaBmmx 0,25 % okconunosyio Masb, Oc-
JIOKHEHHS B BHJE MHEBMOHHI, GPOHXHTOB M aHIHH Ha-
6monatores B 1,2 - 1,6 pasa pexe. B uenom, npu npose-
AICHHH 3TOT0 MCCNICNOBAHMS GBUIO OTMEYEHO CHIKEHHe
KpHBOH 3a6oneBaeMocTu B Tpynme ferei, nomyyasmmx ¢
MPOHIAKTHYECKOI HENbIO 0,25 % OKCOJIMHOBYIO Ma3b, B
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Puc. 5. 2D-cnextp SIMP revepoxoppensunn '3C-'H okcomma
(o6nacts crrnanos sazep GensonsHoro konbua). ITo ocu abenmce —
XMMHYECKHE CIBUIH NPOTOHOB (31y), MO OCH OPAHHAT — XHMUYe-
CKHE CIBHTH YTIEPOIOR (513c).

TO BpEMs KaKk B KOHTPOJBHOH rpymnne aereil 3a6onesae-
MOCTb Npoznomkana HapacTats [16, 17).

[To nanHbIM JIBBOBCKOrO HayYHO-HCCHENOBATETECKOTO
MHCTHTYTa 3MHUAEMHONOTMH M MHKPOGHOIOrHH npogu-
JaKkTHHecKoe npumeHenue 0,25 % OKCONMMHOBOH Masu
cpenu 611 yyamuxcs B Bo3pacte 15— 18 ner cHmwxaer
3a60/1€BaEMOCTh IPHITIOM H APYTHMH OCTPBIMH pecrnupa-
TOPHEIMH 3a60neBanuamMu Ha 50 % y nuw, NPHMEHSBILHMX
Ma3b 2 pasa B jieHb, H Ha 45 % y i, HCIONIB30BABIIMX
€€ OIMH pa3s B IEHb; TO ECTh JAXE ONHOPA30BOE UCTIOJIb-
30BaHHE Mpenapara JOCTAaTOYHO IPPEKTHBHO.

TTo matepranam xonTponupyemoro H3Y4YEHHs, TIPOBe-
ACHHOTO  CaHHTapHO-3MMAEMHONIOTHYECKOH  CTaHLMel
Kummnesa, npumenenue 0,25 % OKCONMMHOBOM Ma3u y
2939 yenoBek Takxke cHiKaeT 3a60neBaEMOCTS TpUNNOM
Ha 40 - 45 %.

Hsyuenne 0,25 % oxconunoBoit Masu IIPH 3KCNEpH-
MEHTaNBHOM TIPUNNO3HON BaKIHHANBLHOM HHOEKLHH y
BONOHTepoB (176 yenosek), mposeaenHoe Bo Bcecoios-
HOM Hay4HO-MCCIIe/I0BaTeNbCKOM MHCTHTYTe rpunna M3
CCCP, monrsepauno NpOQHUIAKTHYECKYIO 3bderTHB-
HOCTh npenapata. OTCYTCTBHE CHMNTOMOB IPHIMO3HOM
BAKUMHANBHOA MHQEKUHH OTMedeHo y 45 % HCHbITYE-
MBIX, Y OCTA/IBHLIX NMALHEHTOB HAGIIONAETCA YMeHblIe-
HHE €€ TDKECTH MO CRABHEHHIO C KOHTPONBHEIMH Ipyniia-
M. Ilpn 310M y BonomTepos, nonyyasmux 0,25 %
OKCO/IHHOBYI0 Ma3b C NPOHUIAKTHYECKOH LENBI0, HMeeT
MECTO CHHXEHME HHTEHCHBHOCTH HMMYHOJOTHYECKOH
PCAKIUHN HA BBEICHHE UBOH IPHIINO3HOM BAKUMHEL
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B knuHMYecKkoM oTAeneHHH VIHCTHTYTa BHpYCONOrHH
um. JI. Y. Usanosckoro AMH CCCP 65110 u3yueHo ie-
uebHoe neiictere 0,25 % OKCONMHOBOH Masn y 165
B3pOCIEIX GONBHBIX, FOCIHTAIM3HPOBAHHBIX B CTALMOHAD
€O cpenHeTshkeno# ¢opMoii rpunna. Mass 3aknajbiBany
GOMbHBIM B HOCOBEIE XO/IbI 3 — 4 pasa B ACHb M OJHOBpE-
MEHHO Ha3HayamM nojockanus 3esa 0,25 % pactBopom
OKCOJIHHA, IPUTOTOBJIEHHBIM ex tempore. Kypc neyenus
cocTaBan 4 — 5 nHer. Vet adpexTuBHOCTH MpoBOaMIH,
CPaBHMBas JUIMTENBHOCTh TEUEHHsS OCHOBHBIX KJIMHHYE-
CKMX CHMITOMOB rIpHNNa (JIMXOpaaKa, MHTOKCHKALIHA,
KaTapaJIbHbIE CHMITOMEI) y GONBHBIX, JIEYEHHBIX Npena-
patoM, K 60bHBIX KOHTPOJIEHOM rpynns!. Beuio ycTanos-
JIEHO, YTO MECTHOE NPUMEHEHHE OKCOJIMHA HE BIMAET Ha
NPOJOKHTENBHOCTb JIMXOPAAKH M HMHTOKCHKALMH, HO
COKpalIaeT NMPOAOKHTENbHOCTh KAaTapalbHBEIX CHMITO-
MOB I'DHIINA, YMEHBINACT IKCCYNALHIO M YIYYIIaeT HOCO-
Boe apixaHue. Kinnnka pexomennopana 0,25 % okconu-
HOBYIO Ma3b IUIi MECTHOrO NPHUMEHEHHA TpPH JICYEHHH
KaTapaibHbIX CHMIITOMOB y GONBHEIX rpunmoM [18 — 20].

CyMMHpys  pesynbTaThl KIMHHYECKOTO H3YYEHHS
0,25 % OKCONMMHOBOH Ma3H B KayecTBe MPOQHIAKTHHE-
CKOTO H JIEYE6HOTO CPEACTBA MpH IPHIMINE U APYTHX OCT-
PbIX DPECIHPaTOPHBIX BHPYCHBIX HH(EKUHAX, MOXHO
KOHCTaTHPOBATb, YTO €€ MPUMEHEHHE [ HHANBHIYalb-
HOH NpOQHIAKTHKHM B 3MHAEMHYECKHE NEPHOIB! B 45 —
50 % cmyyaes npexynpexgaer 3a60/eBaHHe TPHIOM H
Apyrumu OPBH, obneryaer TeueHue BHPYCHOH MHpEK-
IHK y yxe 3a60MeBIMX MONEH M CIOCOGCTBYET Mpey-
npexaeHuio ocnoxHenuii. IIpemapat moxer 6biTh Mc-
NoNb30BaH TaKke WA Gonee OBICTPOro KymupoBaHMs
KaTapalbHbIX ABACHHH y 3aboneBIuuX rpunnoM. OKcomn-
HOBas Ma3b XOPOLIO NEPEHOCUTCA B3POCHLIMU H JETHMH
¥ He BbI3bIBAaeT No604HEIX 3ddexTos. YyBCTBO Nerkoro
NOIMMEIBAHKA B HOCY, BO3HHKAIOIUEE y HEKOTODPBIX Ma-
LHEHTOB, NMPOXOAHT OLICTPO M camocrosTensHO. Ilocne
yrBepxzaenus 0,25 % OKCOMHHOBOH Ma3W MHHHCTEpPCT-
BoM 3apasooxpaHenus CCCP juis IAPOKOro MeIRIHE-
CKOro TNpPHMEHEHHS B KayeCTBEe MNPOQHIAKTHYECKOTO
CPEACTBA MPH IPHIIIE H 1A JIEYEHHS TPHIIIO3HOTO PHHH-
Ta Npenapar ¢ YCIeXOM HCIMOJb3YeTCs BO BpeMs SMHJe-
Muii rpunma oxono 30 ner.

IInpokuit crieKTp NPOTHBOBUPYCHON AaKTHBHOCTH OK-
COJIHHA M, B YaCTHOCTH, €TI0 BBIPAXKEHHOE BHUPYCHHIHGOH-
pyloliee JefCTBHE B OTHOLICHHH BHpYCa IIPOCTOTO Tep-
neca, J0Ka3aHHOE B SKCIIEPUMEHTAIBHBIX HCCIENOBAHUAX
KaK B KJIETOYHBIX KYJIbTYpPaX, Tak H B MOJEJBHBIX OMBITaX
in vivo [4, 8, 9], NO3BONKIN H3YYHTh TEPANEBTHYECKYIO
aKTUBHOCTh Ma3H OKCOJIHHA Pa3IMYHbIX KOHUEHTpaUuil y
6onbHEIX C 3a60/IEBaHHAMH CIH3UCTBIX 060JI0YEK M KOKH
repPNETHYECKON ITHONOTHH.

Ha xadenpe cTroMaTonornyu AeTCKOro BO3pacTa HHCTH-
TyTa yCOBEpLICHCTBOBaHUsA Bpaueii (Mocksa) Gbuia H3y-
YeHa TepanesTu4yeckas dpdexrurocts 0,25 % okcomu-
HOBOH Ma3M NpM JIEYEHHH CTa HeTeil C Nerkoi
CPENHETDKENOH (GOpPMaMH OCTPOrO reprETHYECKOro CTo-
MatHTa. Masp HaHOCHIH 3 — 4 pa3a B IeHb Ha 3JIEMEHTHI
MIOP2XXEHHA Ha HECKOabKO MHUHYT. ITokasawo, uro 0,25 %
OKCOJIHHOBAs Ma3b NMPERYNPEXAAET MOBTOPHEIE BHICHITA-
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HHA JJIEMEHTOB TNOPAXEHHA, yeM obneryaer TeyeHue
3aoeBalusl M YKOPayHBAaCT CPOKHM BBI3JOPOBICHHS.
JUIMTENBHOCTL KaTapaibHOrO TMHTHBHMTA TPH 3TOM CO-
Kpaiuaercs soe. [Ipenapart xopowo nepenocuics nets-
MH M KJIHMHHUKCTB PEKOMEHIOBANH €ro WIS LKHPOKOro
NpPaKTHYECKOrO HMCIONB30BaHUA NIPH JIEYEHHH OCTPOrO
reprneTHYeCKoro CTOMaTHTa y jieteii [21, 22].

B UEHTpansHOM Hay4HO-MCCNEN0BATENbCKOM WHCTH-
TyTe ctomaronoruu (LTHUHC, Mocksa) usyueno neye6-
Hoe neiicTue 0,1 % okconuHoOBO# Ma3u u 0,05 % BogHO-
ro pacTBopa OkcojinHa y 150 GONBHBIX C pasNMYHBIMH
¢opmamu cromarnTa (OCTpHI reprieTHYECKwMit, OCTPBI
adTo3HbIH, XPOHHUECKHI PELHANBUPYIOMMH adTO3HBIH,
py6uyiomascs $popMa PeUMIMBHDPYIOIIETO CTOMATHTA).
Masp MCIIONb30BAIM B BHAE ANIUIAKALHMI HA 3EMEHTH!
NOpaKeHHs Ha 3 — 5 MuH 4 — 6 pa3 B feHb. Pactsop okco-
JIMHA IPHMEHSUTH Y15 NOJIOCKAHHUS PTa NP MHOXECTBEH-
HBIX JJIEMEHTaX MOPAXEHHA HA CIM3HUCTOM 06OJIOUKE MO-
JOCTH pTa H TIOTKM Takke 4-6pas B JcHb.
IonoxurensHoe nelicTBue Npenapata CKassIBANOCH Y
GonpmHHCTBA GONBHBIX Yxe gepes 1 —2 [ - NedeHus:
YMEHBILIAETCS GONE3HEHHOCTh JNEMEHTOB MOPAXEHHH,
HabMmIONaeTCs Perpecc NOBEPXHOCTHBIX 3PO3MH, OYMIIa-
10TCs aThl OT GUOPHHO3HOTO HANETA H A3BbI OT HEKPO-
THYECKHX Macc. CpOKH JMHTENH3AUMHA IepreTHPOPMHBIX
3NeMeHTOB M adT coxpamaroTcs B 3 —4 pasa 1o cpasHe-
HHIO CO CPOKAaMH JMHUTENHALNK 6e3 JIeYeHHs OKCONMHOM.
Jlyqimne pe3ynbTaThl MONYHaNH, ECIIH JICYEHHE HAYMHATH
B NIEPBbIC IHH PA3BHTH JIEMEHTOB NOpaxkeHus [23].

YCTaHOBNIEHO TaKXKe, YTO OKCOJIMH B BHAE Ma3H ABJIS-
ercs 3peKTHBHEIM CPENCTBOM A JieyeHus 3abonesa-
HUH KOXH, BRI3BAHHEIX BUpycamu Herpes simplex u Her-
pes zoster, HO npu 3TOM Tpebylorcs Gonee BHICOKHE
KOHUEHTpaUKH npenapara [10, 24].

B odraneMonoruu usyueHue ae4e6HOro aeHCTBHS OK-
COIHHA NPOBE/IEHO B YETHIPEX KIHHHKAX IMa3HbIX Gones-
HEH PayTHIHEIX NOPOJIOB Hamel CTpaHk! y 247 GONBHEIX,
H3 KOTOPEX 124 SELTH C JMAarHO30M repneTHYeckHil Ke-
patHT ¥ 123 — c IMars030M aJeHOBHAPYCHBIH KepaTo-
KOHBIOHKTHBHT [25 — 28]. IIpenapar 6bU1 HCMONB30BaH B
suge 0,2 % pacrBopa win 0,25 % rnasHoit masu. Bouim
TIOJTy4€HB! XOPOIUKE Pe3y/bTaThl y GONBHBIX Kak ¢ 0p-
TaIbMOTEPIIECOM, TaK H y GONBHBIX C alEHOBUPYCHOH HH-
Gexuneit rnas. OnHako HIMPOKOTO MPUMEHEHHS B Ofh-
TAILMOJIOTUH OKCONMH HE Hallle)l, OTYaCTH M3-3a TOTO,
4TO TaK U He GbUIH BHEAPEHBI B IPOM3BOACTBO IJIA3HBIE
(bopMEI mpenapara, OTYACTH M3-3a TOTO, YTO MOSABHIKCH
HOBbIE Gonee 3((EKTHBHBIC JEKAPCTBEHHBIE CPENCTBA
JUIsl JIEYEHHs BHPYCHBIX 3a00eBaHuMit rias.

Takum 06pa3oM, pe3yabTaTsl SKCIEPUMEHTAILHOTO U
KIMHUYECKOr0 H3Y4YEHHs OKCOJIMHA IO3BONSIOT KOHCTa-
THPOBaTh, YTO OH ABNAETCH 3()PEKTUBHBIM NPOTHBOBH-
pycusiM npenapatoM: 0,25 % OKCONHHOBas Ma3b MOXET
6OBITE C yCTIEXOM NpHMEHEHa Uil MHAMBHIYAILHON Mpo-
(unaxruxu rpunna u gpyrux OPBY, a Taioke s neve-
HUA PHHHTOB BHPYCHOM 3THOnoruu. ITpu stom 0,25 %
OKCOJIMHOBasl Ma3b XOpPOIIO NEPEHOCHTCS B3POCHBIMH H
JETbMH, HE BBI3bIBAacT NMOOGOYHBIX 3 DEKTOB, UTO ABIAET-
CA ee NPEHMYLIECTBOM INepefl NpenapaTaMy Ui CHCTEM-



HOTO  NpUMEHEHHs. OTIHIHTENBHON OCOBEHHOCTHIO
0,25 % OKCOMMHOBOW Masu sRIseTCS ee sdpdexTuBHOCTE
B OTHOILICHHH BHpYCa Iepreca, y4ThIBAsA, YTO IPUMNO3-
Hasi uHgeKuns u apyrue OPBU yacto TIPOBOLIMPYIOT pe-
LUHMAMBBI XPOHHYCCKOH JIATEHTHOM TepreTHYecKOH HH-
(exunn B BHze Herpes labialis, Herpes nasalis u npyrux
KITHHHYECKEX dopm.

Cneurarsaoe BHHMaHHe 3aCITy>KHBAET BO3MOXKHOCTD
Heneasscsanns 0,25 % OKCONMHOBON MasH s NeueHus
BHPYCEBIX CTOMATHTOB. JUIst JIEYEHHS MOpaxeHHUik KOXH,
BEB3BAHHEIX BHpycamu Herpes simplex u Herpes zoster,
TpedyroTcs Gonee BLICOKHE KOHIIEHTPALKH TIpenapara.
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