OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O
HHPEITAPATA

A 4 JlaHHBII JIeKapCTBEHHBIH MpenapaT MOUIeKUT TOMOTHUTEIbHOMY MOHUTOPUHTY. DTO MMO3BOJIUT
OBICTPO BBISIBUTH HOBYIO HH(POpMALIMIO 0 6e30nmacHocTH. MBI oOpamaemcs K pabOTHUKaM
CUCTEMBI 3JJpaBOOXPAHEHMUsI C IPOCH00i COOOIIATH O JIOOBIX MO03PEBAEMBIX HEKeNaTEIbHbBIX
peaxuusx. [lopsiok cooOlIeHus 0 HeXeNaTeNbHbIX PEAKIUAX [IPEACTABIECH B pasneie 4.8.

1. HAUMEHOBAHMUE JJEKAPCTBEHHOI'O ITPEITAPATA

Omnkacnap, 750 ME/Mn, mnodunusat 1jist IpUroTOBJICHHS pacTBOpa I BHYTPUMBIIIICUHOTO
BBEZICHUS U HH(DY3Uit

2. KAYECTBEHHbBIN U KOJIUNYECTBEHHBIN COCTAB

JlelicTBytoIIIee BEIIECTBO: MAracmapraza*

Kaxnprit dpnakon comepxxut 3750 ME** maracnaprassi.
[Tocne BoccranoBnenus 1 mi pactBopa conepxxut 750 ME naracnaprassl.

* TIaracmapra3a sIBJISICTCSI KOBAJICHTHBIM KOHBIOTATOM HAaTUBHOU L-acniaparnHa3sbl, CAHTE3UPYEMOU
MUKpPOOpranusMoM Escherichia coli, ¢ MOHOMETOKCUIIOIUATUIICHIIUKOJIEM.

**Onaaoit ME cunTaercs KoaudecTBo pepMeHTa, HEOOXOUMOE JIJIsl BRICBOOOKIEHUS 1 MKMOJIb
ammoHus B MunyTy nipu pH 7,3 u temneparype 37 °C.

AKTUBHOCTB ¥ 3()()eKTUBHOCTH JIEKAPCTBEHHOT'O TIpenapaTa He CJISAyeT CPABHUBATH C IPYTUMU
MTUIMPOBAHHBIMH WM HETITHIIMPOBAHHBIMHE MpENapaTaMu, OTHOCSIIUMUCS K TOH e
dapmakoTepaneBTHUECKOH Tpymie (moapoOHyro nHpopmanuio cM. B pazzaene 5.1.).

[TonHbIN TepevYeHb BCIIOMOTATEIbHBIX BEIIECTB MPUBEIEH B pazee 6.1.

3. JEKAPCTBEHHASA ®OPMA

JIno¢unuzar A NPUrOTOBJIEHUS pacTBOPA AJIsi BHYTPUMBIIIEYHOTO BBEICHUS U HH(PY3UH.
[Topucras macca 6eoro Wiy NoyTu OEI0ro LBETA.
[Tocie BoccTaHOBNIEHMS: TPO3pAUHBIA, OECIIBETHBIN pacTBOp, 0€3 BUAMMBIX YaCTHII.

4. KIMHUYECKHUE JAHHBIE

4.1. Tloxka3aHusi K NPUMEHEHHNIO

Omnkacnap 1nokasaH K IpUMEHEHUIO y B3pOCIbIX U I€TeH B BO3pacTe OT poXKaAeHus a0 18 ner s
Tepanuu octporo JuMpoodaacTHoro jgeikosza (OJIJ]) B komOuHanuu ¢ IpyrumMu
IPOTHBOOITYXOJIEBBIMU TpenapaTaMu.

4.2. Pexum 103MpOBaHMS U CTIOCO0 NPUMEHEHUs

Hasnauenue u BBeneHue npenapara OHKacmap J0JKHO MPOBOIUTHCS BPAUOM MU METUIIMHCKUM
pa6OTHI/IKOM, NUMCHOIIIUM OIIBIT HpI/IMeHeHI/Iﬂ HpOTI/IBOOHYXOJ'IeBBIX J'IeKapCTBeHHI)IX npenapaTOB.
Ero crnemgyer BBOAUTH TOJBKO B YCIOBUSX CTAllMOHAPA, 1€ UMEETCSI COOTBETCTBYIOIIIEE
peanuMannoHHoe obopyaoBanue. HeoOxoaumo mpoBOIUTH TIIATEIFHOE HAOTIOIEHUE 32
MAIMEHTOM Ha MpeAMET Pa3BUTHS KaKUX-THO0 HeXKENaTeIbHBIX peakluii Ha MPOTSHKEHUH BCETO
BBEJICHH Tipenapara (cM. pazzaen 4.4.).

Pexxum no3upoBanus
[Tpenapat Onkacnap oObIYHO Ha3HAYAETCS B COCTaBE KOMOMHUPOBAHHOW XUMHOTEPAIIUHU C
JPYyTUMH POTUBOOIYXOJIEBBIMHU Ipenaparamu (cM. paszzen 4.5.).




Pexomenoyemasn npemeouxayus

B xauectBe npemenukanuu nanuentam 3a 30—60 MunyT 10 BBeaeHHs: OHKacmapa Ha3HayaeTcst
napareramod, 0okatop H-1 rucraMHHOBBIX perienTopoB (Hanpumep, 1u(eHruapaMiH) 1
6soxkatop H-2 ructaMuHOBBIX perenTopoB (Hampumep, GaMOTUINH), YTOObI CHU3UTh PUCK U
TSDKECTh PEaKIni, CBI3aHHBIX KakK ¢ HH(Y3UEH, TaK U C THIIEPIYBCTBUTEIBHOCTRIO (CM. pa3zaen 4.4).

B3pocnvie nayuenmot 6 6o3pacme om 18 0o <21 2o0a

PexoMeHyeMas 7103a ISl AIMEHTOB C IUIOMmaabo mosepxuHoctu Tena (ITIT) > 0,6 M2 u B BozpacTe
oT 18 <21 roza cocrasnser 2500 ME maracnaprassl (3KBHBaJIeHTHO 3,3 M1 ipenapaTta OHKacmap )/m>
IUIOLIA/IM IOBEPXHOCTH TeJla Kaxable 14 nHei.

B3pocnvie nayuenmet 6 6o3pacme >21 2ooa

Ecnu He yka3zaHo MHOe, peKoMeHayeMas 103a JUIsl B3pOCIIbIX MMalueHTOB B Bo3pacte Ooinee 21 roxa
cocrapiser 2000 ME maracmaprassl (3kBuBaneHTHO 2,67 mil mpenapara Onkacrnap)/m’ mIomaam
MOBEPXHOCTHU TeJla Kaxaple 14 qHeu.

JleueHne MOKHO KOHTPOJIMPOBATH IO AKTUBHOCTU CHIBOPOTOYHOW acraparuHasbl, ONpPEaeasieMOn
nepe CIeAyroIMM BBEICHUEM I3racnaprassl. ECim akTHBHOCTB acriaparuHasbl HE TIOCTUTAeT
L[EJIEBOTO 3HAYEHHUSI, MOXKHO PaCCMOTPETh BO3MOKHOCTb IIEPEX0/1a HAa APYroH mpernapar
acraparusassl (cM. pasaen 4.4.).

OcoOble rpynnel NalueHToB

Tayuenmoi ¢ napywenuem ¢hynkyuu novex

[TockonbKy maracmaprasa npeacTaBiIsieT co00i OeJI0K ¢ BBICOKON MOJIEKYJISIPHOW Maccoil, oHa He
BBIBOJMTCS IIOYKAMH, IOITOMY HET HEOOXOAMMOCTH B KOPPEKIIMUH /103bl Y MAIUEHTOB C
HapymeHneM (QyHKIIMU TOYeK.

Tayuenmoi ¢ napywieHuem yHKyuu neveHu
Koppekmuu 10361 y MalMeHToB ¢ HapylIeHneM (QyHKIMH IEYeHN He TpeOyeTcs.

Toowcunvie nayuenmoi
JlanHbIe 0 MPUMEHEHUH TIpenapara y nalueHToB cTapiie 65 JeT OrpaHuYeHBI.

eTu
Jlemsam 6 so3pacme om poxcoenus 0o 18 nem
PekoMeH TyeMasi 103a JIsl TIALMEHTOB ¢ TuIomabio nopepxHoctu Tena (II1T) > 0,6 m? cocrapseT
2500 ME noracnaprassl (3KBUBaIeHTHO 3,3 M1 npenapara OHkacnap)/ M> IIOIIAAH TOBEPXHOCTH
Teja Kaxaele 14 qHen.

JleTsIM ¢ IIOMAbo HoBepXHOCTH Tena < 0,6 M? caeyeT BBOIUTE B 03¢ 82,5 ME moracnaprassl
(sxBuBanenTHO 0,1 My mpenapara OHKacmap)/Kr Macchl Teia Kaxjable 14 nHei.

Criocob nnpuMeHeHu s
Mepul npedocmopodicHocmu, npuHuMaemvle nepeod npUMeHeHueM npenapama uiu npu oopaujeHuy
C HUM

WNudopmanus no pabore ¢ MUTOTOKCHYECKUMH TpenapaTaMu IpuBeeHa B paszene 6.6.

[Tpenapat OHKacnap MOKHO BBOJIUTh BHYTPUMBILLIEYHO (B/M) UM C TOMOIIbI0 BHYTPUBEHHBIX (B/B)
UHOY3UH.

Jns BBeieHus: HEOOIBIINX 00BEMOB MTPEIOYTUTEBHBIM ITyTEM BBEJCHUS SIBIISIETCS
BHYTPHUMBIIIEUHbIA. [Ipy BHYTpUMBIIIEYUHOM Ha3HAYEHUH OJHOMOMEHTHO BBOJMMBII 00BeM
npenapara OHKacnap He JOJDKEH MPEBbIIATh 2 MIT Y I€T€l U MMOAPOCTKOB U 3 Mil y B3pocibIX. [Ipn
HE00XO0IMMOCTH BBe/IeHUs 0O0JIbIIero o0beMa Mpemnapara ero cieyeT BBECTH OCPEACTBOM
HECKOJIbKMX NHBEKIUI B Pa3HbIE MECTA.

[Tpu BHyTpHuBeHHON MH(}Y3UU npenapat OHKacmap JT0KEH BBOJIUTHCS KalelbHO B TeueHue 1-2 4 B
100 mit 0,9 % pactBopa HaTpus xjaopuaa uin 5 % pacTBopa IeKCTPO3bl (TIFOKO3HI).



Paz0aBiieHHBINH pacTBOP MOXKHO TOOABIIATH K yrke mpoBoauMoi nu¢y3uu wi ¢ 0,9 % pactBopom
HaTpus Xjnopuaa win 5 % pacTBOpoM AEKCTpo3bl (Itoko3bl). He ciaenyer BBoIUTh Ipyrue
JIeKapCTBEHHBIE MperapaThl OTHOBPEMEHHO 110 OJJHOM U TOM K€ CHCTEeME JUIsl BHYTPUBEHHBIX
nH(py3uit, uto u npenapat OHKacmap.

WNHcTpyKIMU 110 BOCCTAHOBIICHHUIO U Pa30aBICHUIO 3TOTO JICKAPCTBEHHOTO CPEJICTBA MPUBEJICHHI B
pasaeine 6.6.

4.3. IIpoTuBOoNMOKa3aHUs

['unepuyBCTBUTENBHOCTH K IIATacnaprase Wid K J1000My U3 BCIIOMOTaTeNbHBIX BEIIECTB,
MEepEUYUCIICHHBIX B pazjeine 6.1.

Tspkenas meueHouHass HE0CTaTOYHOCTb.

Tsoxensle TPOMOO3BI, CBI3aHHBIC ¢ Tepanuel L-acmaparnHaszoii B aHaMHeE3e.

Hanuuune B anaMHe3e maHKpeaTuTa, BKJIIOYasl IAHKPEATUT, CBA3AHHBIN ¢ IIpeAbIAyIen Tepanuen L-
acraparuaasoi (cMm. pasnen 4.4.).

Tsixensle reMopparndecKue OCII0KHEHUS, CBA3aHHbIE ¢ Tepanuel L-acnaparnHas3oil B aHamHese
(cm. pasznmen 4.4.).

4.4. OcoOble ykazaHMsl M Mepbl IPeJOCTOPOKHOCTH NIPH IPUMEHEHUH

ITpu xa>xom BBeneHnH npenapara OHKacnap NalueHTy, HACTOSATEIBHO PEKOMEHLYETCS
perucTpupoBaTh Ha3BaHUE U HOMEP CEPUHU Npernapara Jjsi COXpaHeHUs HH(OpMalLlUK O TOM, KaKas
y IalMeHTa UCII0JIb30BAJIACh CEPHUs IIperapara.

AnTtuTena K acnaparuHase

B cBs3u ¢ moTeHIMANBHON HEHTPATU3YIOIIeH aKTUBHOCTBHIO aHTHUTEN K acaparuHase, ux
BLIpa6OTKa MOXET COHpOBO)K[[aTI)Cﬂ CHNXXCHHUECM AaKTUBHOCTHU acnapamHa3m. B TaKnuX cnyqaax
CJIeTyeT PacCMOTPETh BOZMOXKHOCTh IIEpEeX0/ia Ha IPYyroi mpernapar acraparuiHasbl.

I[JISI HUCKIIIOYCHHA YCKOPCHHOT'O CHUKCHUA aKTUBHOCTH acCliaparvHasbl CJICAYCT ONPEACITIATh
AKTHBHOCTD acliaparnHa3bl B CBIBOPOTKEC HUJIM B IJIa3ME KPOBH.

FI/IHGDLIVBCTBI/ITGJIBHOCTL

B xoje Tepanuu MOTYT pa3BUBATHCS PEAKIMH TUIIEPYYBCTBUTEILHOCTH K MATaclaprase, BKItouas
OIACHYIO JJIs ’KU3HU aHA(PHUIaKCHIO, B TOM YHCJIE Yy MAllUEHTOB C IMOBBIIIEHHOM
YyBCTBUTEIHHOCTHIO K JIEKAPCTBEHHBIM TperapaTaM acraparuHasbl, noixydaemoit u3 E.coli. [Ipyrue
PCaKMU TUICPIYBCTBUTCIIBHOCTU MOT'YT BKIIFOYATh aHFI/IOHCBpOTI/ILIeCKI/Iﬁ OTCK, OTCK FY6, OTEK
TJ1a3, SPUTEMY, CHIDKEHUE apTepruaibHOTO JaBICHUS, OpOHXOCIa3M, OJIBIIIKY, 3yl ¥ CHITb (CM.
paznensi 4.3. u 4.8.).

3a 30-60 muHyT 10 BBeAeHHs Ipenapara OHKacmap nanueHTaM JI0JKHA ObITh TPOBEIECHA
npemeaukanus (cM. pasaen 4.2).

B kauecTBe Mepbl MPEAOCTOPOKHOCTH MALMEHT JIOJDKEH OCTAaBaThCS MO HAOMIOICHUEM B TEUCHHE
yaca 1ociie BBEJICHHS Iperapara; JOJKHBI ObITh JOCTYITHBI peaHUMAIlMOHHOE 000PY/I0BaHUE U
JIpyrre HeoOXoIMMBbIe Cpe/ICTBa AJis JeueHus aHaduIakCuu (apeHaInH, KUCIOPO/I,
TJTFOKOKOPTUKOCTEPOUIBI 11 BHYTPUBEHHOTO BBEACHUS U p.). Y MAIMEHTOB C CEPhE3HBIMU
peakMsIMU TUIEPUYyBCTBUTEIBHOCTH CIIeyeT IPEKpaTUTh BBeIeHHE npenapaTta OHKacmnap

(cm. paznenst 4.3. 1 4.8.). B 3aBUCUMOCTH OT CTEIEHHU TSHKECTH CUMIITOMOB, B KaUECTBE JICUCHUS
MO>KET MOTPeOOBaTHCS BBEJICHIE aHTUTUCTAMUHHBIX MIPENapaToB, TTIIOKOKOPTHKOCTEPOUIOB U
Ba30IMPECCOPHBIX JICKAPCTBEHHBIX MpENapaToB.

BinsHue Ha MOPKENYTOUHYIO JKETIE3Y
VY nanueHTtoB, noayyaBumnx npenapat OHkacnap, HaOII0JaIOCh pa3BUTHE NTAHKpEaTUTa, BKIIIOYas
reMopparu4eckuii 1 HeKpOTU3UPYIOIIUHI C JIETaIbHBIM UCX0A0M (CM. pa3zaen 4.8.).

HaHI/IeHTI)I JOJIXKHBI OBITH I/IH(bopMI/IpOBaHI)I O IMpU3HAaKax U CUMIITOMAx IMaHKp€aTuTa, KOTOPLIC,
IIpU OTCYTCTBUH JICUHCHUA, MOT'YT IPUBCCTHU K JICTAJIBHOMY UCXOAY.



[Tpu mono3peHnn Ha pa3BUTHE NMAHKpeaTUTa Tepanus npenaparom OHKacnap A0DKHA ObITh
HpeKpalieHa; Mpy NOATBEPKICHUN UarHo3a MaHKpeaTHTa, Tepanuio npenaparoM OHKacnap
BO300HOBIISTH HE CIIETyET.

J151s BBISIBJICHUS] paHHUX MIPU3HAKOB BOCTAJICHUS TOKETyTI0UHOM JKeJe3bl ClIeAyeT 4acTo
KOHTPOJIMPOBATHh AKTHBHOCTH CHIBOPOTOYHOM aMUIIa3bl W/WiTH Jinmasbl. [lOCKONIBbKY pu
OJIHOBPEMEHHOM MpUMEHEeHUH npenapara OHKacnap U MpeIHru30I0Ha MOKET HaOII0AaThCs
HapyIIEHHUE TOJIEPAHTHOCTH K TIIFOKO3€, CIEAYET KOHTPOJIUPOBATH KOHIIEHTPAIUIO TITFOKO3bI B
KPOBH.

Koarynonatus
VY nanmeHToB, NOJyJYaronuX MiIracnaprasy, BO3MOKHO Pa3BHTHE CEPbE3HBIX TPOMOOTHUECKHUX

SBJICHUH, B TOM 4KcJie TPOMOO3 CaruTTalIbHOIO CUHYyca (cM. pa3zaen 4.8.). YV maiuueHTos ¢
TSDKEJBIMU TpoMO03aMu BBeZieHHEe npenapara OHKacmap ciaeayeT MpeKpaTUuTh.

VY nanueHTtoB, MOIy4arolluX M3racnapra3y, MOryT HaOII04aThCsl yBEIHUEHHE TPOTPOMOUHOBOTO
Bpemeni (I1B), wactuunoro tpom6GoractuHoBoro Bpemenu (UYTB), runogubpunorenemus u
cHwkenue ypoBHs antutpomoOuHa I (ATIID). Tloka3zarenu koaryasmnuu ciieyeT KOHTPOJIMPOBAThH
nepes HavyajaoM Teparuy U MePHOAMYECKH BO BPEMS H MTOCIIE JICUSHHsI, 0COOCHHO TpH
OJIHOBPEMEHHOM MPUMEHEHUH JIPYTUX JICKAPCTBEHHBIX MIPEMapaTOB ¢ aHTUKOATyJITHTHBIM
JeICTBUEM, TAKUX KaK alleTHIICATUIMIIOBAs KUCIOTa U HECTEPOUAHbIE TPOTUBOBOCHIAIIUTEIbHBIE
npenapartsl (cM. pazzaen 4.5.), win pu OAHOBPEMEHHONW XMMHOTEPAIIUU TI0 CXeMe, BKIIIOUAIOIIEH, B
TOM YHCIJIE METOTPEKCAT, 1ayHOPYOULIMH, ITFOKOKOPTUKOCTEPOUAbl. [Ipu BbIpaK€HHOM CHU>XKEHUU
¢bubpunorena wiu aeuuure ATIII cieqyer paccMOTpeTs BO3MOKHOCTh PUMEHEHUS
COOTBETCTBYIOIIEH 3aMECTUTEIBHON TEpaIUy.

OcTeoHeKpo3
[Ipu coBMeCTHOM MPUMEHEHUH Tpenapara ¢ TIIFOKOKOPTUKOCTEPOUIAMUA OCTEOHEKPO3

(aBacKyJSIpHBINA HEKPO3) SBISETCS BO3MOKHBIM OCJIOKHEHHEM THIIEPKOATYIISIIIHHA, KOTOPOE
OTMEYaeTCsl Y JeTeil U MOJIPOCTKOB, Halle y 1eBo4eK (cM. pazaeinsl 4.5 u 4.8). [TorTomy
pPEKOMEHIyeTCs TIIaTeNbHOE HAa0II0IeHNE 32 AIlMeHTaMU JETCKOT0 U MOJAPOCTKOBOTO BO3pacTa ¢
I[EJTBIO BBISBJICHHUS JIFOOBIX KITMHUYECKUX MPU3HAKOB/CUMIITOMOB OCTeOHEKpo3a. Kimmanueckoe
CY’KJICHHE JISUalero Bpaya J0JDKHO OMPENeNsITh IJIaH Teparuy KaXI0To MallMeHTa Ha OCHOBE
WHIMBUTYTBHOHN OIIEHKH ITOJIb3BI/PUCKA B COOTBETCTBHH C KIIMHUYCCKUMH PEKOMEHTAIUSIMH T10
nedenuto OJIJI u npuHIMTIAMU TOIEPKUBAIOIICH TEPATTUU.

Biausaue Ha neyeHn
KombOununpoBanHas tepanus npenaparom OHKacnap ¢ ApyTUMU TelaTOTOKCUYHBIMU
JIEKapCTBEHHBIMH MPENapaTaMHi MOKET OKa3bIBaTh TSHKEI0€ TOKCUYECKOE ICMCTBUE HA TIEYEHb.

Heo6xonumo co6umto1aTh OCTOPOXKHOCTh IPU Ha3HaueHHUHU npemnapara OHKacnap B COYETaHUU C
renaToTOKCUYHBIMU MpenaparaMu, 0COOEHHO NMpU HAIMYUK HapyIIEeHUH QYHKIIMY TEYESHHU.
Crnenyer npoBOIUTh HAOIIOAEHUE 32 MAIUEHTAMU JUIs BBISIBICHUS U3MEHEHUH CO CTOPOHBI
nokasarenei pyHKINY NeYeHu.

VY nauueHToB ¢ punanenbGuickoil XxpoMOCOMOM, Y KOTOPBIX JIeYeHHE HHTUOUTOpaMU
TUPO3UHKUHA3bI (HapUMep, UMaTUHUOOM) coueTaeTcs ¢ Tepanuei L-acnaparnnasoi, Bo3pactaet
PHUCK pa3BUTHS I€NaTOTOKCUYHOCTU. DTO CIEYET yUUTHIBATh IPU PACCMOTPEHUH BOIIPOCA O
npuMeHeHnn npenapara OHKacnap y Takux IMalueHTOB.

V¥ nanuenTtos, noayyaBmunx OHKacnap B COYETaHUU CO CTAaHIAPTHON XMMHUOTEPAIIUEN, B TOM YHCIIE
BO BpeMs MHIYKIIMOHHOM (pa3sl MHOTrO(a3HOM XuMHOTEpanuu, HabJr01anach BEeHOOKKIIO3MOHHAS
6one3ub neuenu (BOB), Bxirouas Tspkenble, oracHble 171 )KU3HU U TOTEHIIMAILHO CMEPTEIbHbIE
ciyyau (cm. paszzaen 4.8.).

[Tpusnaku u cumntoMel BOB BKITIoYatoT OBICTpOE yBETUUYEHUE MACCHI TeNa, 3a/IePHKKY KUAKOCTH €
aCIIUTOM, Te€lIaTOMETaINI0, TPOMOOLIMTONIEHHUIO M OBICTPOE MOBBILIEHHE YPOBHS OmnpyouHa. /s
npenotepauienus BOb BaxHo 00paTHUTh BHUMaHME Ha BBISIBIEHUE (PAKTOPOB PUCKA, TAKUX KaK



umeroieecs 3adoneBanue neueHu i BOb B anamuese. Heo6xoanMo cBoeBpeMeHHOE
pacno3HaBanue u Haanexanee gedenue BOB. [Tauuentos ¢ BOB crnenyet neunth B COOTBETCTBUU
CO CTaHJIAPTHOM MEAUIMHCKON ITPAKTUKOM.

W3-3a pucka pa3BUTHS TUNEpOMINPYOUHEMUN PEKOMEHIYETCSl KOHTPOJIUPOBATh KOHLIEHTPALIUIO
OmMpyOuHa mepe] Ha4alloM Tepanuy U Mepejl BBEICHUEM KaX 10 T03bI.

BiusiHre Ha IIEHTPAIEHYIO HEPBHYIO CHCTEMY

KomOuampoBanHas tepanus npenaparoM OHKacHap MOKET OKa3bIBaTh TOKCUYECKOE JICHCTBUE HA
[EHTPAILHYIO HEPBHYIO cucTeMy. Coo0IIanock o CiIy4asx pa3BUTHS SHIEhATONaTUH (BKIIOYast
CUHAPOM 00paTUMO 3a/1HeH JielikodHedanonaTin) (cM. pasaen 4.8.).

ITpenapat OHKacnap MOKET BbI3bIBATH IPU3HAKK U CUMIITOMBI HAPYLIEHUH CO CTOPOHBI
LEHTPaJIbHOW HEPBHON CUCTEMBI, TAKME KaK COHJIMBOCTb, CIIyTAHHOCTb CO3HAHUS, CyIOPOTH.
[TarueHTs! AOMKHBI HAXOAUTHCS O] IPUCTAIbHBIM HAOIIOACHUEM JUIsl BBISIBJICHUS 3TUX
CHUMIITOMOB, OCOOEHHO eciu npenapat OHkacnap NpUMEHSIOT B COYETaHUH ¢ HEMPOTOKCUYHBIMU
JIEKapCTBEHHBIMU MpenapaTaMu (TaKUMU KaKk BUHKPUCTUH U METOTpPEKcaT; CM. paszen 4.5.).

Muenocynpeccus

[Isracnapraza MOXeT BbI3BIBATh MUEIIOCYIIPECCHUIO, MPSAMO UM KOCBEHHO (M3MEHSSI
MUEJOCYTIPECCUBHOE JCHCTBUE IPYTUX JEKAPCTBEHHBIX MPEMapaToB, TAKUX KaK METOTPEKCAT HIIH
6-MepkanTonypuH). Takum oO0pazom, mpuMeHeHHUe npenapara OHKacap MOKET IPUBECTH K
YBEJIMUYEHUIO PUCKa Pa3BUTUS WH(DEKIIMOHHBIX 3a00IeBaHUI.

YMeHbIIeHHE KOJIMYECTBA MUPKYIUPYIOMUX THM(OOIACTOB YAaCTO TOBOJIHHO BHIPAKEHO, &
HOPMAJIEHOE HJIH CIIMIIKOM HU3KOE KOJMYECTBO JCUKOIIMTOB YacTO HAOIIOAaeTCs B IEPBbIC THU
IMOCJIC HavaJla TCpalru. ITO MOXKET OBITH CBSI3aHO C BBIPAXCHHBIM IMMOBBINICHUCM KOHIICHTPpAIUN
MOYEBOH KHCIIOTHI B CBIBOPOTKE. MOXKET pa3BUTHCS Mouekucias Hepponarus. [y KoHTposs
TeparneBTHUECcKOoro 3¢ ¢pexTa HeOOXOAUMO TINATEIHHO KOHTPOINPOBATh MTOKA3aTEIH
nepudepruyecKkoil KpOBU M KOCTHOT'O MO3T'a ITallUEeHTA.

I'mmepaMMOHMEMHS

AcnaparuHaza crnoco0cTByeT OBICTPOMY MPEBPALIEHUIO acllapariuHa U ryTaMHHA B
acraparvHOBYIO M TJTyTAMHUHOBYIO KUCJIOTHI, TPUYEM aMMOHUM SIBISIETCST OOIIUM MTOOOYHBIM
MPOAYKTOM 0o0enx peakuuit (cMm. pazzaen 5.1.). CrenoBaTenbHO, BHYTPUBEHHOE BBEICHHE
acraparnHa3bl MOKET IPUBECTH K PE3KOMY MOBBIIICHUIO KOHIEHTPALIMK aMMOHHUS B CBIBOPOTKE
II0CJIE BBEACHUS Ipenapara.

CuMITOMBI TUTIEPAMMOHHEMHH YaCTO HOCST MPEXO/ISIINN XapaKkTep U MOTYT BKIIFOUATh: TOITHOTY,
PBOTY, TOJIOBHYIO 00JIb, TOJIOBOKPY>KEHHUE U ChIb. B TSHKEBIX clydasx MOXKET pa3BUTHCA
sHIe(DamonaTHs ¢ HapylIeHueM (QYHKIMHU MIEYeHU WK 0€3 Hee, 0COOECHHO Y MOXKIIIBIX JIFO/ICH, YTO
MO>KET OBITh OMACHBIM JUIS )KU3HU WM MIPUBOJIUTH K JieTadbHOMY ucxony. [Ipu Hanmudmu
CUMIITOMOB THIIEPAMMOHHUEMHH CIICYET TIIATEIbHO KOHTPOIUPOBATH KOHIICHTPAIIMIO aMMOHHUSI.

Kontpanenuus

Bo Bpemst neuenus npenaparom OHKacnap v B TEUCHHE, 110 MEHBIIIEH Mepe 6 MeCAIIeB MOCIe ero
MpEKpaIIeHUs CIeyeT IPUMEHSITh HAJEKHbIE METOAbl KOHTPALEIIINH, 32 UCKIIFOUEHHEM
nepopaIbHbIX KOHTPAIEnTUBOB. [[0CKOIBKY HETB3SI HCKITIOYUTH KOCBEHHOE B3aUMOJICHCTBUE
MEXIy MepopaJIbHBIMU KOHTPALENTUBAMHU U M3racnapra3oi, IpuMeHEeHHUE MepOPaATbHBIX
KOHTPAIENITUBOB HE CUYUTACTCS TIPHUEMIIEMBIM METOIOM KOHTparenmuu (cM. pasaensi 4.5. u 4.6.).

ConepxxaHue HaTpus
JlauHbIil mpemapat coaepuT MmeHee 1 MMois HaTpus (23 Mr) Ha 7103y, TO €CTh, 110 CYyTH, HE
COIEPKUT HATPUS.

4.5. B3amMoaeicTBHE C APYTMMH JIEKAPCTBEHHBIMHU IIpenapaTamMy U Apyrue BU/bI



B3aUMOIeHCTBUA

CHmXeHue maracnapra3oi KOHIEHTPaluK OETKOB B CHIBOPOTKE KPOBU MOXKET MPUBECTH K
YBEJIMUEHUIO TOKCUYHOCTH JPYTHX JICKAPCTBEHHBIX CPEJICTB, CBI3aHHBIX C OCITKaMU CHIBOPOTKU
KPOBH.

Kpome toro, nuaruOupyst cuate3 Oenka u eJIeHne KIETOK, IIracnapra3a MoKeT HapyIIaTh
MEXaHU3M JIEUCTBUS APYTUX MPENaparToB, JIsl OCYIIECTBICHHS MEXaHU3Ma ACHCTBUSI KOTOPBIX
TpeOyeTcst IeNeHne KIETOK, HallpuMep, METOTpEKcaTa.

MetoTpekcaT u uuTapabuH MOTYT MO-pa3HOMY B3aUMOEHCTBOBATH ¢ mpenaparoM OHKacnap: ux
MPEIIIECTBYIOIIEE BBEACHHE MOKET CHHEPIreTHUEeCKH YCHIINBATh JeiicTBHE maracnaprassl. Eciu
9TH Npenapathl IPUMEHSIOTCS MOCcie BBeAeHU TpenapaTa OHKacnap, A1elCTBUE MAracrnaprasbl
MOJKET OBbITh 0CIa0JIeHO aHTAarOHUCTHYECKH.

[Isracnaprasza MOXET BIUATH HA METa0O0JIMN3M U BBIBEJICHUE APYTUX JIEKAPCTBEHHBIX CPEJICTB,
YUUTBIBAs €€ BIUSHUS HA CUHTE3 OelKa M (PYHKIIMIO IE€YEHH, a TAK)KE COBMECTHOE MPUMEHEHHE C
JPYTUMHU XUMHUOTEPANEBTUUECKUMU TIpenapaTamMmu, KOTOpbIe, KaK U3BECTHO, B3aUMOJICHCTBYIOT C
dbepmeHTaMu cucTeMbl IuToxpoma P450.

[Tpumenenue npenapata OHKacmap MOXKET COPOBOXK/IATHCS PA3IMYHBIMU 3HAYEHUSIMU
KOHIICHTpaluu (aKTOPOB CBEPTHIBAHUS KPOBH. ITO MOKET CIIOCOOCTBOBATH Pa3BUTHIO CKIIOHHOCTH
K KPOBOTCUCHUIO W/WH TpoM0O03y. [ToaToMmy HE00X01uMO COOITI0IaTh OCTOPOKHOCTD ITPU
OJTHOBPEMCHHOM Ha3HAYCHUH aHTUKOATyJSIHTOB, TAKUX KaK KyMapuH, TelapuH, a TaKkxKe,
Aunupuamolia, aHeTHHC&HHHHHOBOﬁ KHCJIOTBI UJIKM HECTCPOUIHBIX ITPOTHBOBOCHAIUTCIIBHBIX
IpernaparoB, WK IPH OJJHOBPEMEHHOM Ha3HAYEHHH CXEMbl XUMUOTEPAITHH, BKITIOYAOIICH
METOTpEeKCaT, JayHOPYOHUIIHH, TITFIOKOKOPTHKOCTEPOH/IBL.

[Tpu 0THOBPEMEHHOM MTPUMEHEHHUHU TIIFOKOKOPTHKOCTEPOUIOB (HAIPUMED, MPEIHNU30JI0OHA) U
maracnaprasbl K3MEHEHUS TIoKa3aTeliel Koarysiiun (HanpuMep, CHKeHue puOpuHoreHa u
nedunut antutpoM6buna III) MoryT ObITH GoJiee BBIpaKEHHBIMH.

[Thracmapraza MOKeT MOBBIIIATH PUCK PA3BUTHUSI OCTEOHEKPO3a, BEI3BAHHOTO
[IFOKOKOPTUKOCTEPOUIAMH, Y IETSH U TIOJPOCTKOB IPU MX COBMECTHOM IPUMEHEHHH, ¢ OoJiee
BBICOKHM PUCKOM €T0 MOSBJICHUS Y JCBOUYECK M3-3a MOTCHIIMAIHLHOTO YBEIHMUCHUS YKCITO3UITUU
nexkcameTa3oHa (cM. pasnensl 4.4 u 4.8).

HpI/IMeHCHI/Ie BUHKPHUCTHHA HCTOCPECACTBCHHO A0 UJIM BO BPEMS JICUCHUA naracnaprasoﬁ MOXKET
YBEJIMYUBATh TOKCHYHOCTD IAracnaprassl. Beenenue npenapara OHkacnap nepei BUHKPUCTHUHOM
MOJKET IIPUBECTU K YBEINUYEHUIO HEHPOTOKCUYHOCTH BUHKpUCTUHA. Clle10BaTenbHO, 1
YMEHBIIIEHUS MPOSBICHUI TOKCUYHOCTH BUHKPUCTHH CIieAyeT BBOJUTH HE MEHee 4eM 3a 12 yacoB
1o npernapata OHKacmap.

Henp3s uckiatoyaTb KOCBEHHOE B3aUMOIEHCTBUE MEXK Ty IIraclapra3oi U NepopagbHbIMU
KOHTAIeNTUBaMH H3-3a T€eNaTOTOKCUYHOCTH M3racnaprasbl, YTO MOKET PUBECTU K HAPYLICHUIO
NIEYEHOYHOI'0 KJIMPEHCA NEPOPATBHBIX KOHTpalenTuBoB. [103TOMy 0JHOBpEMEHHOE IPUMEHEHNE
Omnkacmnapa ¢ nepopajbHbIMH KOHTpAIENTUBAMU HE peKoMeHayeTcs. JKeHIInHaM ¢ 1IeTOPOIHBIM
NOTEHIMAJIOM, CIIelyeT IPUMEHSATh IpyTrue METO bl KOHTpalenuuu (cM. paszaens! 4.4. u 4.6.).

O}IHOBpeMeHHaﬂ BaKIIMHAIUA J)KUBBIMU BaKIIMHAMHA MOXKET MIPUBOAUTE K YBCIIMYCHUIO pPHCKa
Pa3BUTHUS TAKEIBIX HHPEKIIMOHHBIX 3a00I€BaHH, CBA3aHHBIX C UMMYHOCYTIPECCUBHBIM JIEHCTBUEM
maracmnaprasbl, 0COOEHHOCTSIMU OCHOBHOTO 3a00JIEBaHMS 1 KOMOMHHUPOBAHHONW XUMHUOTEPAITHEH
(cMm. pazzmen 4.4.). IlosToMy BakIIMHAIMS KUBBIMU BaKIIMHAMU JTOJKHA ITPOBOAUTHCS HE PaHee, YeM
yepes 3 Mecsia Mmocje NPeKpaIeHus MTOJTHOTO JIEYEHU JIEUKO03a.

4.6. ®epTUIBLHOCTb, 0EPEMEHHOCTD W JIAKTALMS

}KGHHII/IHI)I C ACTOPOJAHBIM ITOTCHIIUAJIOM ( KOHTpalueniusa y My>X4nuH U )KGHH.[I/IH)
HaI_II/ICHTLI MY?KCKOT'O U JKCHCKOT'O I10JIa JOJI’KHBI ITIPUMCHSATDH B(I)(bCKTI/IBHBIC IpOTUBO3a4YaTOYHBIC
Cpe€acTBa BO BpEMs JICUCHUA U B TCUHCHUEC 110 MEHBITICH MEpe 6 MCECALECB IMOCJIC MMPEKPAICHUA




nedenus npenapatoM Onkacmap. [IocKoJIbKY HeJb3sl HCKITIOUYMTh KOCBEHHOE B3aUMOJICHICTBHE
MEX/1y MepOopabHBIMK IPOTHBO3aYaTOUYHBIMH CPEACTBAMHU U MATAcIapra3ou, nepopaibHas
KOHTpALETILUS HE CYUTACTCS IOCTATOYHO OE30MaCHBIM METOJIOM B IAHHOM KIIMHUYECKOW CHTYAI[HH.
JKeHIMHBI ¢ IETOPOTHBIM MOTSHIIMAIOM JOJIKHBI UCIIOJIb30BATh HAICHKHBIC METOIbI
KOHTpALETIUH, 32 HCKIIOUCHUEM MIEPOPATIbHBIX IIPOTHBO3a4aTOYHBIX CPEJCTB (CM. pa3zieisl 4.4.
n4.5.).

bepeMeHHOCTD
[TomyyeHo HETOCTATOYHO JaHHBIX O MPUMEHEHHH L-acriaparnHasbl BO BpeMsi 06peMEHHOCTH.

JlanHble 0 mpuMeHeHun npenapara OHKacnap y OepeMeHHBIX )KEHIIUH OTCYTCTBYIOT.
HccnenoBanust penpo yKTUBHOM (PyHKITH MTPHU MIPUMEHEHUH MATacaprasbl Ha )KUBOTHBIX HE
IPOBOMIINCH, OTHAKO B HCCIIEIOBaHMUX L-acraparnHassl ObIIO BBISIBICHO TEPATOTCHHOE ICHCTBUE
(cM. pazgen 5.3.). ITo 3To# nmpuunHe 1 ucxonas U3 papMaKoJIOTHIECKUX CBOIMCTB Mpernapara,
Omnkacrnap HeJlb3s IPUMEHATH BO BpeMs OEpeMEHHOCTH, 3a UCKJIIOYEHUEM TEX CIIy4aeB, KOTAa
KIIMHUYECKOE COCTOSTHUE JKEHIIMHBI TPeOyeT JICUeHUs IIracrapra3oun.

JlakTamus
JlaHHbIE O BBIJCIICHUH MATacnaprasbl ¢ TPyIHBIM MOJIOKOM OTCYTCTBYIOT. Mcxoms u3

(apMaKoJIOTHYECKUX CBOMCTB Ipernapara, Heslb3sl UCKIOYUTh PUCK B OTHOIIEHUH HOBOPOXKAEHHBIX
Y MJIQJICHIIEB, CBSI3aHHBIN C TIOJyYE€HUEM IIpenapara yepe3 rpyiHOe MOJIOKO. B kauecTBe Mephl
IPEJOCTOPOKHOCTH I'PYTHOE BCKaPMIIMBAHUE JI0JKHO OBITh ITPEKPALIEHO BO BpEMsI JICUEHUS
npenapatoM OHKacnap U MOXKeT ObITh BO300OHOBJIEHO TOJIBKO I1OCIIE IPEKPALECHUS IPUMEHEHUS
JTAHHOTO IIpernapara.

DdepTUIbHOCTD
HccnenoBanus ¢ U3y4yeHHEM BIUSHUS IAracnaprasbl Ha (GepTHIIBHOCTh HE TPOBOAMIIUCK.

4.7. BausiHue HA CIOCOOHOCTD YIPABJIATH TPAHCIHIOPTHBLIMHU CPEACTBAMU U paﬁoTaTL C
MeEXaHU3MaMHu

[Ipenapar Onkacnap oka3bplBaeT 3HAUUTEIbHOE BIUSHUE HA CHOCOOHOCTH yIPAaBIIATh
TPAHCIIOPTHBIMU CPEACTBAMH U pabOTaTh ¢ MEXaHU3MaMH. Y MAIMEHTOB, OJYYaBIINX IpernpaT
Omnkacrnap BMecTe C JIpyTMMHU JIEKapCTBEHHBIMH CPEICTBAMU JJI1 XUMHOTEPANHH, ObLIH
3aperuCTPUPOBAHBI CIEAYIOIINE HEKETATENbHbIE PEAKIIMK: COHJIMBOCTh, CIYTAHHOCTh CO3HAHMS,
TOJIOBOKPY>KE€HHE, 0OMOPOK, CYJOPOTH.

Bo Bpemst mpuema npenapara OHKacnap naiydeHTam cieayeT peKOMEHI0BaTh He BOJIUTh
aBTOMOOMJIb U HE YHOpaBJIATE MCXaHU3MaMH, €CJIIM OHU OTMECYAIOT HAJIMYHEC TEX NJINU UHBIX
HEe)KeNaTeNIbHBIX PeaKIiii, KOTOpbIE MOTYT CHU3UTh CIIOCOOHOCTH K BOXKICHHIO aBTOMOOWIIS U
YIpaBJICHUIO MeXaHU3MaMu (cM. pasnen 4.4.).

4.8. HexenarejJbHbIe peaKIHu

Pestome npoduist 6ezonacHOCTH

HesxxenaTenbHble peakiivy, OMKUCAHHBIE B JAHHOM pa3jielie, ObLTH BBISIBICHBI MPU MTPOBEICHUH
KJIIMHUYECKUX UCCIIEOBAaHUMN U TIPU MOCTPETUCTPAIIMOHHOM MPUMEHEHHUH npernapata OHkacmap y
narueHToB ¢ OJUL. TIpoduis 6e30macHOCTH mpenapara COCTaBICH Ha OCHOBAHUU JaHHBIX
PaHJIOMU3HPOBAHHBIX, KOHTPOJHUPYEMBIX, TPOCTIEKTUBHBIX, OTKPBITHIX MHOTOIICHTPOBBIX
HCClIeI0BaHMIA ¢ MpuMeHeHneM npenapata Oukacnap B 103e 2500 E/M? BHYTPHBEHHO B Ka4eCTBE
npenapara cpaBaenus (uccnenoBanus DFCI 11-001 u AALLO7P4). Kpome Toro, ipu onmrcanuu
npoduns 6€30MacCHOCTH YUTEHBI JaHHBIE APYTUX UCCIeoBaHui nmpenaparta OHKacnap, B
YaCTHOCTH, UCCIICIOBAHUS TT0 CPaBHEHUIO (DApMaKOKWHETHUKH JKHIKOU U THOPUITH3UPOBAHHOMN
¢dopm maracnaprazsl (CL2-95014-002) 1 COOTBETCTBYIOIIETO JOTIOTHUTEIHLHOTO UCCIIEIOBAHUS
(CL2-95014-003); mpu coctaBiennu mpoduist 6e3onacHOCTH mpernapata OHKacmap ObUTH TaKKe
YYTEHBI JaHHBIEC UCCIICIOBAHUI C BHYTPUMBIIICYHBIM BBEJCHHEM Ipernapata (UCCiaeI0BaHus
CCG-1962 u CCG-1991) (cm. paznen 5.1. otHocutensHo CCG-1962 u CCG-1991).




Haubonee yacTrie HeXXenaTeNbHBIE PEaKIMK BO BpeMsi IpUMEHeHus npernapara OHKacmap
(oT™Meuanuch 1Mo KpaitHeil Mepe B 2 uccieoBaHUsIX ¢ yacToToil Oonee 10 %) BrItoyanu
MOBBIIICHUE AKTHBHOCTHU allaHWHAMUHOTPaHC(epasbl, MOBHIIICHNE aKTUBHOCTH
acrapTaTraMHUHOTpaHC(epasbl, MOBHIIICHNE KOHIICHTPAIIMY OWIMpYyOrHA B KPOBH, Y/UIMHCHHE
YaCTUYHOTO TPOMOOILIACTHHOBOTO BPEMEHHU, THIIEPTPUTIIULIEPUIEMHUI0, TUIIEPTIUKEMHUIO U
(beOpIIIbHYI0O HEUTPOTIEHUTO.

Haubosee yacTele TshKenble HeXKENaTeIbHBIE PEaKIUU BO BpeMs ITpuMeHeHHs npenapara OHkacmap
(3-i1 u 4-i1 creneHy TsHKECTH) ¢ yacToToi 6onee 5 % B uccnegoanusx DFCI 11-001 u AALLO7P4
BKJIFOYAJTH TTOBBIIICHHE aKTUBHOCTH aJaHMHAMHHOTPAaHC(epasbl, MOBBIILICHUE aKTUBHOCTH
acrmapTaraMHUHOTpaHc(epasbl, MOBHIIEHNE KOHIIEHTpAMK OMIpyOruHa B KpoBH, (eOPHIIbHYIO
HEWTPOIIEHHIO, THIIEPTIIMKEMHIO, TOBBIIICHNE AKTUBHOCTH JINNIa3bl M TAHKPEATHT.

TabnuyHoe pe3roMe HeXKeNaTeNIbHBIX PEaKIHi

HexenarenbHble peakiMM W MX YacTOTa BCTPEYaEMOCTH TepeduciieHbl B Tabmume 1. Yacrora
BCTPEUAEMOCTH OTIPEACIISETCS CIeAYIomUM o0pa3oM: odeHb yacto (>1/10), gacto (>1/100 u <1/10),
Hevyacto (>1/1000 u <1/100), peaxo (=1/10 000 u <1/1000), ouenp peaxo (<1/10 000), gyacrora
HEW3BeCTHA (HEJIb3s OIICHUTH 10 UMEIOITUMCS JJAHHBIM).

Taomuua 1

CBoagHasi TA0/IMIA HeKeJIATeJbHBIX PeaKuuii,
CBSI3aHHBIX C IPUMeHeHHeM npenapara OHKacnap

CucTeMHO-OpraHHbIi KJace HesxkenarenbHas peakuus

Nudexunn u nHBa3uu Yacro: Uadpekunn, cerncuc

Ouenb yacTto: PedpuibHast HEUTPOIIEHUS
Yacro: AHemusi, KoarysomnaTus
Yacrora HensBecTHa: HerocTaTOYHOCTH KOCTHOTO MO3Ta

Hapyenust co cTopoHbI KpOBU
1 TIUM(PATHYECKON CHCTEMBI

OueHp yacTo: Peakuyu rHnepYyBCTBUTCIIBHOCTH,
KpalliBHHUIIA, aHa(bI/IHaKTI/I‘ICCKaH peaKnuus
YacToTa HEM3BECTHA: AHaq)I/IJIaKTI/I‘{eCKI/Iﬁ IOoK

Hapyenust co cTopoHsI
MMMYHHON CHUCTEMBI

Ouenb yacto: CHIDKEHUE armneTruTa, ruICpriInkeMusa

Hapymenus merabonusma u Yacro: ['mnepimnuieMus, runepxonecTepruHEMHUs
MIUTaHUA YacToTa HensBecTHa: J[nabeTnueckuil keToamu03,
TUIIOTJINKEMHUS
[Icuxuyeckue HapylIeHNUs Yacrora HensBecTHa: CIlyTaHHOCTb CO3HAHUS
Yacro: Cynoporu, nepudepuieckas MOTOpHasi HeliponaTusl,
Hapymenunst co ctopoHbl 00MOpoOK
HEPBHOU CUCTEMBI Penxo: Cunapom oOpatumoii 3aHel JedkaHIedanonaTuu

YacToTa HEH3BECTHA: COHJ'II/IBOCTB, TpeMop*

Ouenpb yacto: DMOomusa™*

Yacto: Tpombo3***

YacroTa HenszBecTHa: OCTpOe HApYUIEHWE MO3TOBOTO
KpOBOOOpaIeH!sl, KPOBOTEUEHHE, TPOMOO3 BEPXHETO
CaruTTaIbHOTO CHHYCA

Hapymenust co ctopoHnbl
COCYZIOB

Hapymienust co cTopoHsl
JIBIXaTeNIbHOM CHCTEMBI,

o Yacto: 'nnokcus
OpFaHOB pr,lIHOI/I KIICTKU U

CpPEeaOCTEHUS
JKeny104HO-KHIIeYHbIe Ouenp yacto: [lankpeaTtut, quapes, 60J71b B )KUBOTE, TOIIHOTA
HApYLLICHNS Yacto: ProTa, cToMaTUT, acIiuT

Penko: I'eMopparndyeckuii NaHKPEAaTUT, HEKPOTU3UPYOLIUI




CucreMHO-OpraHHbIil KJacc

HesxkenarenbHas peakuus

Wudexun 1 nHBa3UH

Yacto: Mudekun, cerncuc

MaHKPEaTHT
Yacrora HensBecTHa: [ICeBIOKHCTHI TTOKETYJOYHOH JKENIe3Hl,
napoTut™

Hapymenust co ctoponsl
[EYCHU U HKEITUYEBBIBOASIUX
nyTen

Yacto: I'enaToTOKCUYHOCTh, CT€ATO3 IIEYCHHU
Penkxo: Hekpo3 KileTOk neyeHu, xKenaryxa, Xoaecras,
IeYSHOYHAasI HEJOCTaTOYHOCTh

YacToTra Hen3BecTHA: BEeHOOKKIIIO3MOHHAs 00Ie3Hb

Hapymenust co cTopoHbl KOkHU
Y MOJKOKHBIX TKaHEH

Ouens yacto: Chllb
Yacrora HensBecTHA: TOKCHYECKUN MU IEPMaAIbHBIN
HEKpom3™

Hapymennst co ctopoHbl
MBIIIICYHOM, CKEJICTHON B
COCAUHUTEIIBHON TKaHU

Yacto: bonu B KOHEUHOCTIX

Yacrora HeusBecTHa: OcTeoHekpo3 (cM. pazzaeinsl 4.4 u 4.5)

Hapymenust co cTopoHsl mouek
Y MOYEBBIBOJSIIMNX ITyTEH

Yacrora HensBecTHa: OcTpasi movyeyHas HeIOCTaTOYHOCTh *

OO01ue HapyIIeHUS U PeaKIHH
B MECTE BBEICHUS

YacroTa HeuszBecTHa: [1oBbINICHUE TEMIICPATYPhI TCJIA

JlaGopaTtopHble 1
WHCTPYMEHTAJIbHBIE TaHHBIE

Ouenp yacTo: CHUKEHUE MACChI Tella, TUIM0aIbOyMUHEMHUS,
MOBBIIIIEHUE KOHIICHTPALUU aJlaHMHAMUHOTpaHC(hepasbl,
MOBBIIIIEHNE KOHIICHTPALMH acriapTaTaMHHOTpaHchepassl,
TUIEPTPUTITULIEPUIEMUS, CHUKEHUE KOHLEHTPALUU
¢ubprHOreHa B KpOBH, MOBBIIIEHUE KOHIEHTPALIUHU JINIA3bl,
HOBBIIIIEHUE KOHIIEHTPALUU aMUJIa3bl, YJUIMHEHUE
AKTUBUPOBAHHOI'O YaCTUYHOI'O TPOMOOIIIIACTUHOBOTO
BPEMEHH, MTOBBIILIEHUE KOHLIEHTpaluK OMminpyOuHa B KpOBH,
CHI)KEHME ypOBHS aHTUTpoMOuHa [I[****  cHmxenue
KOJIMYECTBA HEUTPOPUIIOB™***

YacTo: Y anuHeHue npoTpoMOUHOBOIO BPEMEHH, MTOBBIIIEHNE
MEXYHApOAHOT0 HOPMAJIM30BaHHOI'O OTHOLIECHUS,
THUIMOKAJIMEMHS, ITIOBBINICHUC KOHLICHTPAIIUHU XOJICCTCPHUHA B
KpOBH, TUIO(QHOPHUHOTr€HEMHUS], TOBBIILIEHNE KOHIIEHTPALUU
ramma-riryTaMul TpaHc@epasbl

Yacrora HensBecTHA: I10BBIIEHNE KOHIIEHTPALIUM MOYEBHUHBI
B KPOBH, BBIPA0OTKA aHTUTEJ K MAracnaprase, CHUKeHHe
KOJIMYECTBA TPOMOOIIUTOB, THIIEPAMMOHUEMHUS

* HesxenaTesbHble peakiluy, HabJIr01aeMble TIPH MPUMEHEHNH APYTUX TIPEnapaToB aclaparuHasbl JAHHOTO Kiacca
** Ciryuau TpoM60IMOOIHE TErOUHOI apTepHH, BEHO3HOTO TpoM603a, TpoMO03a BeH KOHEUHOCTEl 1
TpomMOo(diedrTa MOBEPXHOCTHBIX BEH ObUIHN 3aperucTpupoBansl B uccienoBannu DFCI 11-001
**%* [TosicHstromas nHbopMaryst: Tpom603 cocynos LTHC
*Fx% Cnyyaun cHmkeHUs ypoBHs aHTUTpoMOUHA I11 1 konmruecTBa HEUTPOPHIIOB HAOTIOJAINCEH B UCCIISTOBAHHSIX

CL2-95014-002 n CL2-95014-003

Omnmcanue OTACIBHBIX HEXKCIIATCIbHBIX DeaKHI/Iﬁ

HpI/I JICYCHHUH acnaparHHa30171 OTMCHAJIINCh HUKCCICAYIOINEC HEKCIIATCIIbHBIC pCAKIIUU. XOTs 3TU
pCakuun HeE ObLIN CHCHI/I(l)I/I'-IHI)I HMCHHO JIA maracraprasbl, OHU MOT'YT Pa3BUBATLCA IIPH JICYCHHUU

npenapatoM OHkacmnap:




Hapywenusa co cmoponuvl Kpogu u tumgamuyeckou cucmembl

[Ipenapatr OHkacnap MOKET BbI3bIBATh MUEJIOCYIIPECCHUIO JIETKON MJIM CPEIHEN CTETIEHU TSKECTH C
MOPAKEHUEM BCEX TPEX POCTKOB KIJIETOK KPOBHU.

B ciyuae TspKenbIX KpOBOTEUEHUI/KPOBOUBIUSHUN U TPOMOO30B MOTYT MOPaXaThCsl COCY/IbI
TOJIOBHOT'O MO3Ta, YTO MOKET MPUBOANTH K HHCYIIBTY, CyI0pOraM, TOJIOBHOK OOJIH WM MOTEpe
CO3HAHUS.

Hapywenus co cmoponul HepaHotl cucmembl

[Ipenapatr OHKacnap MOKET BBI3BIBATh HAPYIICHHS CO CTOPOHBI HEPBHON CUCTEMBI,
HPOSIBIISIOIINECS CY0pOTaMHy, U MEHEe 4acTo - CHYTaHHOCTBIO CO3HAHUS U COHJIMBOCTBIO (JIETKOE
HapylLICHUE CO3HAHUS).

B peaxux ciydasx MOKeT pa3BUBATHCS CHHIPOM 00paTHMOM 3aaHel JelKoHIe]aTonaTu.

B ouenb peaxux ciaydasx HaOIIOaICs TPEMOP HaIbIEB PYK.

Hapywenus co cmopoHbl d#ceny00uHo-KUUeyH020 mpakma

HpI/I6JII/I3I/ITeJ'IBHO Yy IMOJIOBUHBI MAITUCHTOB BO3HUKAIOT HAPYIICHHA CO CTOPOHBI KCJIIYAIOYHO-
KHIICYHOT'O TPAKTA JIETKON M CPEHEH CTEIeHH TSHKECTH, TaKUEe KaK MOTeps alleTuTa, TOITHOTA,
pBOTa, CIACTHYECKHUE OOJU B )KUBOTE, TUAPEst U CHUIKCHHUE MACCHhI TeJIa.

YacTo MOXKET pa3BUBAThCS OCTPBIN MaHKpeaTuT. [1oiryueHbl eIMHUYHBIC COOOIICHUS 00
00pa3oBaHUM MCEBIOKUCT (10 4 MECSIIEB TTOCIIe BBEACHUS MOCIIEIHEN TO3bI MperaparTa).

B penkux ciydasx pa3BUBacTCs reMOPpParuniyecKuii WM HEKPOTU3UPYIOLIHIA TaHKpeaTHT. Bo Bpemst
nedenus L-acraparnHasoi onucaH OJIMH CITydail TaHKPEaTHTa ¢ OJJHOBPEMEHHBIM Pa3BUTHEM
OCTPOTO MapOTUTA. 3aPETUCTPUPOBAHBI €IUHUYHBIE CITyYand TeMOPPAruuecKoro min
HEKPOTU3HUPYIOLIETO ITAHKPEATUTA C JIETAILHBIM UCXO0M.

Bo Bpemst u nocine 3aBepiieHus jJeueHus npemnaparom OHKacnap MO>KeT HaOJI01aThCs TIOBBIIICHHE
KOHICHTPAMK aMUJIa3bl B CbIBOPOTKEC KPOBH.

Hapywenus co cmopoHbl nouex u Mo4egbleo0sauux nymei
B peaxux ciayuasx Bo BpeMms JISUEHHUs 10 cXeMmaMm, coepxkaiiuM L-acraparunasy, MOXeT
pa3BUBATbCA OCTPasl NOYEUHAs! HEJOCTATOYHOCTb.

Hapywenus co cmopoHbl Kodicu u NOOKOACHBIX MKAHEl

MoryT BO3HHKaTh AJUIEPTHYECKUE PEAKIIMH C KOXKHBIMU NPOsBICHUSAMH. ONucaH OJUH ciiydai
TOKCHYECKOI0 AMUAEpMaIbHOI0 HeKpoau3a (cuHapoma Jlaiienna) npu npumenenuu L-
acriaparvHassl.

Hapywenus co cmopoHbl SHOOKPUHHOU CUCTEMbL

YacTo BO3HUKAJIO HAapyIIEHUE SHAOKPUHHON (QYHKIIMH MOHKETYJOUHOH JKese3bl,
NPEUMYIIECTBEHHO B BUJI€ HapyLIEHHs] MeTa0oIu3Ma IoKo3bl. OnHcaHbl cilydan AMa0eTHYeCKOro
KETO0al|/103a ¥ TUIIEPOCMOJIIPHON TMIIEPTIIMKEMUN, KOTOPbIE, KaK IPABUIIO, YCTPAHSINCH IIPH
BBEJICHUU MHCYJIMHA.

Hapywenus memabonuzma u numanus

Haburo1anich OTKIIOHEHUST KOHIIEHTPAINH JIMITAIOB B CBIBOPOTKE KpoBU. M3MeHeHus
KOHI[EHTPAIUH JIUIIHUIOB B CHIBOPOTKE KPOBHU (B OOJBIIMHCTBE CIIy4aeB 0€3 KIMHUYECKIX
CUMIITOMOB) PETHCTPUPYIOTCS OYEHB YaCTO.

[ToBbIlIIeHNE KOHIIEHTPAIIMA MOYEBHUHEI B CHIBOPOTKE KPOBH BCTPEYAETCS 4aCTO, HE 3aBUCHUT OT
JIO3BI TIperapaTa | MOYTH BCET/Ia SBJISCTCS MPU3HAKOM ITPEPEHATBHOTO METa00IMIECKOTO
nucOananca.

Obwue paccmpoucmea u HapyuieHus 8 Mecnie 686e0eHUs
[Tocne MHBEKITNH MOKET OTMEUAThCs TIOBBIIIICHUE TEMIIEPATYPhI Tela, KOTOPOEe OOBIYHO TPOXOIUT
CaMOCTOSITENIbHO.

Hapywenus co cmopoHbl UMMYHHOU cucmembl
BrisBiiensl cnenuduaeckie aHTUTENA K maracnaprase. Mx Hanmmuue cKoppeaupoBaHO ¢ Pa3BUTHEM
peaKIuii TUIepUyBCTBUTENLHOCTH. KpoMe TOro, ObLITH BBISIBIICHBI HEUTPATU3YIOIUE AaHTUTENA,

10



CHIDKAIOIINE KIMHUYECKYIO 3P PEeKTUBHOCTD MpernapaTa, 0HAKO HEJJOCTATOYHO JaHHBIX, YTOOBI
OIIPEJICTINTh, CBA3aHO JIM Pa3BUTHE aHTHUTEI C MOTEPEeil aKTUBHOCTH aclaparnHashl.

Bo Bpems npumenenus npenapara OHKacmap MOTYT pa3BUBAThLCS PeaKIIMH
THIIEPYyBCTBUTEIBHOCTH, BKIIFOUAs YTPOKAIOIINE )KU3HU aHA(DUIAKTHUECKUE PEAKIIHH,
AHTHMOHEBPOTUYECKUI OTEK, OTEK I'y0 WU TJIa3, )pUTEMY, CHUKCHHE apTePUAIBHOTO JIaBIICHUS,
OpoHXOCMa3M, OJIBIIIKY, 3y U ChIMb (CM. paznenst 4.3. u 4.4.).

Hapywenus co cmoponvl neuenu u scenuesvi800aumux nymei
Yacro BcTpevaroTcsi OTKJIOHEHUS MoKa3zarenei pyHkuuu neyeHu. Yacto peructpupyercs
HE3aBUCHMOE OT JJ03bI MOBBIIICHUE aKTUBHOCTH TPAaHCAMHUHA3 U OMIMpPyOrHA B CBIBOPOTKE KPOBH.

BricTpoe yBenmueHne Macchl Teja, 3a7epiKKa JKUJAKOCTH C aCLIUTOM, TeaTOMETaus ¢ ObICTPBIM
HOBBIIIEHUEM YPOBHsI OMJIMPYOHHA B CBIBOPOTKE KPOBU U NEPCUCTHPYIOLIAs] TPOMOOLUTONCHUS
MOTYT yKa3bIBaTh Ha PUCK pa3BUTHUs Tsken0i BOB, koTopast MOXKET IPUBECTH K JIETAIBHOMY
UCXOJy IIPH OTCYTCTBUU JieueHus (cM. pa3zaen 4.4.).

OdeHb YaCTO MOYKET OTMEYAThCsl CTEATO3 MeueHu. PeructpupoBaiucek pekue ciiydan XoJecTasa,
KENTYXU, HEKPO3a MEeYCHOYHBIX KJIETOK U TIEUEHOUYHOM HEJOCTATOUHOCTH C JIETaIbHBIM UCXOOM.

Hapymenue cunTe3a 6e1KOB MOXKET IPUBOJUTH K CHUYKEHUIO KOHIIEHTpAluU O€JIKa B CHIBOPOTKE
KpoBU. Bo Bpemst jieueHust y OOJIbIIMHCTBA MALMEHTOB HA0II0JaeTCsl HE3aBUCUMOE OT JI03bI
CHU)KEHHME KOHLEHTPALMU CHIBOPOTOYHOTO aJIbOyMHUHA.

OTH TUIBI HEXEATENIBHBIX PEAKIUI pY IPUMEHEHUH npenapara OHKacnap cXOJHbl ¢ TAKOBBIMU
[P IPUMEHEHUH HaTUBHOM HENATUIMpPOBaHHOM L-acniaparuHassl (B 4aCTHOCTH, HATUBHOM
acniaparusassl E. coli).

Coo0uieHue 0 Mo 103PEBAEMbIX HEKEIATEIbHBIX PEAKIIUIX

BaxHo coo01maTh 0 10J03peBaeMbIX HEKENATENIbHBIX PeaKIUAX [0CIe PETUCTpaluU
JIEKapCTBEHHOI'0 IIperapara ¢ 1eJIbl0 00eCcTIeueHHs] HEPEPHIBHOIO MOHUTOPUHIA COOTHOILIEHUS
«T10J1b3a — PUCK» JIEKAPCTBEHHOTO Ipemnapara. CrienuanuctaM B 00J1acTH 31paBOOXPAHEHUS
PEKOMEHAYETCs COO0IATh O JIIOOBIX 0I03PEBAEMBIX HEXKEIATENbHBIX PEAKLIUAX JEKAPCTBEHHOTO
npernapara yepe3 HallMOHAJIbHbIE CUCTEMBI COOOIIEHNUS O HEXKENaTEIbHbBIX peaKkIUsIX ToCyaapCcTB —
4IeHOB EBpa3suiickoro 5JKOHOMHUYECKOIO CO03a.

Poccuiickas ®enepanus

109012, r. MockBa, CinaBsHcKkas mionanib, 1. 4,
ctp. 1.

®denepanbHas ciryx0a 1o Haa30py B chepe
3npaBooxpanenus (Poc3apaBHanzop)

Ten.: +7 800 550 99 03

Oin1. mouta: pharm@roszdravnadzor.gov.ru
https://roszdravnadzor.gov.ru

Ksipreizckas Pecny6iuka

720044, r. bumkexk, yiu. 3-s Jluawus, 25
JenapTamMeHT JIeKapCTBEHHBIX CPEJCTB U
MEIMLMUHCKUX U3eNni Tpu MHUHHCTEPCTBE
3npaBooxpanenus Keiprozckoit PeciyOnnku
Ten.: +996 (312) 21 92 78

On. mouta: pharm@dlsmi.kg

http://dlsmi.kg

Pecnyosiuka Ka3zaxcran

010000, r. Acrana, paiion balikoHBIp,
yi.A.lmanosa, 13 (BL] «Hypcaynet 2»)

PT'TI na I[IXB «HaunonanbHbIM LIEHTP
9KCIIEPTH3BI JIEKAPCTBEHHBIX CPEICTB U
MEIUIMHCKUX u3aenuin» Komurera
MEIULUHCKOTO ¥ (hapMaleBTHYECKOTO KOHTPOJIS
MunucrepcTBa 3apaBooxpaneHus PecyOinku
Kazaxcran

Ten.: +7 (7172) 235-135

On. nmouta: farm@dari.kz
http://www.ndda.kz

Pecny0iuka ApmeHust

0051, r. Epesan, np. Komuraca, 49/5
I'HKO «eHTp 3KcnepTusbl JeKapcTB U
MEJIUIMHCKUX TEXHOJIOT U
Temn.: (+374 60) 83-00-73, (+374 10) 23-08-96,
(+374 10) 23-16-82
["opsiuast TMHUS OT/IE]Ta MOHUTOPUHTA
6e3omacHoctu jekapets: (374 10) 20-05-05,
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+(374 96) 22-05-05

O noura: info@ampra.am,
vigilance@pharm.am
http://pharm.am

Pecny6iuka benapych

220037, r. Munck, ToBapuineckuii nep., 1. 2a.
VII «leHTp 3KCHEPTU3 U UCTIBITAHUHN B
3/IpaBOOXPaHEHUIY

Ten.: +375 (17) 231-85-14

®daxkc: +375 (17) 252-53-58

Tenedon otaena papmakoHagzopa:

+375 (17) 242 00 29

On. nmourta: repl@rceth.by, rceth@rceth.by
http://www.rceth.by

4.9. Ilepeno3upoBka

EcTp aHHBIE O ClTy4asx HeNpeaHaMEepPEeHHOH mepeno3npoBky npenapara Oukacnap. [Tocie
nepe103UPOBKH HAOIIOIATHCh: TIOBBIIICHNE aKTHBHOCTH ITIE€YEHOYHBIX ()EPMEHTOB, CHIITb U
TUIEepOnINpyOMHEMUSI.

Crienuduueckuii aHTUAOT OTCYTCTBYET. B cityuae nepe1o3upoBKH, 3a MaeHTaMi He0OOXOAMMO
TIIATEIBHO HAOIOIATh ISl BBISBJICHHUS TPU3HAKOB M CHMITOMOB HEXEJaTeIbHBIX PEaKIni, a
TaK)Ke MPOBOJIUTH HEOOXOAMMOE CHMIITOMATHYECKOE U TIOAJICPKUBAIOIIIEe JICUCHUE.

5. ®PAPMAKOJIOT'MYECKUE CBOMCTBA

5.1. dapmakoauHaMHYecKHe CBOICTBA

dapmakoTepaneBTHUECKas IpyImna: MIpOoTUBOOIYX0JIEBbIE CPEICTBA U MMMYHOMOYJISITOPBI, IpyTrue
IIPOTUBOOITYXOJIEBBIE CPEACTBA.

Kox ATX: LO1XX24

MexaHn3M JeiicTBUS

Mexanusm neiictBust L-acraparuHa3sbl cBsi3aH ¢ pepMEHTATUBHBIM PACIIEIICHUEM aMUHOKHUCIIOTHI
L-acnaparuna ¢ oOpa3oBaHHeM acniapariHOBOM KUCIOTHI 1 aMMOHUs. Vcromenue 3amnacoB L-
acmaparviHa B KpOBU MIPHUBOJUT K mojaBieHuto cuntesa 6enkos, JIHK u PHK, B ocobennoctu B
JeHKeMU4ecKuX OJacTax, KOTOpbIe HE CITOCOOHBI CHHTE3UPOBaTh L-acnaparun u B pe3yabTaTe
ATOTO MMOJBEPratOTCs aroNTO3Yy.

[Tpu 5TOM HOpMaJIbHBIE KJIETKH CIIOCOOHBI CUHTE3UPOBaTh L-acriaparuH 1 B MEHbIIEH CTENIEHU
CTPaJatoT OT OBICTPOrO CHUKEHHSI €r0 3aacoB BO BpeMs JiedeHus pepMeHToM L-acnaparnna3zoif.
[IrunupoBanue He NPUBOJIUT K U3MEHEHUIO (DepPMEHTATUBHBIX CBOICTB L-acnaparuHasbl, 0HaKO
OKa3bIBaET BIUSHUE HA (ApMAKOKMHETUKY U UMMYHOI'€HHOCTb JAHHOTO (hepMEeHTa.

PapmakoanHamuyeckre 3G HeKTh

AnTuneiikemuueckuii ekt L-acnaparnHasbl CBs3aH CO CTOMKUM MCTOILIEHHEM 3anacoB L-
acmaparvHa B KpOBU ¥ CIIMHHOMO3T0Bo# skujkoct (CMIK). dapmakonnHamudeckoe AeicTBre
npenapaTta OHKacmap OlEHUBAJIOCh MOCIIE €r0 BHYTpUMBIIIeuHOTo (uccienoBanue CCG-1962) u
BHYTPUBEHHOTO BBeieHUs (nccnenoBanre AALLO7P4).

B uccnenoBannu CCG-1962 papmakonnnamuueckoe AericTBue npenapara OHKacnap oleHUBaIOCh
MyTeM CEpUM M3MEPEHUI YPOBHS acnaparuHa B cbiBOpoTke KpoBH (n = 57) u CMXK (n=50) y
neTei ¢ BrepBble AuarHoctupoBaHHbIM OJIJI U3 rpynmnsl CTaHIAPTHOTO PUCKA, KOTOPBIE MOJTydaan
Tpu 10361 Ipenapara Onkacnap (o 2500 ME/m? I T) BHYTPHMBIILEYHO — OZHY 03y B TeUEHUE
(a3l MHAYKIUH U JIBE 036l B TeUeHUE (Pa3bl OTCPOUEHHON MHTEHCU(pHUKAUH JiedeHus. CHIKEHHe
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KOHIIEHTPAIIUH acliaparnHa B CBIBOPOTKE KPOBU OOHAPYKUBAIOCH Ha 4-i1 IeHb MTOCIIC BBEICHHS
MIepBOii 10361 TIpenapara B TeueHue (ha3pl nHAyKIuA. KoHIIeHTpalys acraparuia J0CcTuraina
MUHHUMAaJIbHOTO 3HaueHus Ha 10-i1 1eHb nmocie BBeIeH!s yKa3aHHOU 103bl. KoHlleHTpamus
acraparvHa B CBIBOPOTKE KPOBH OKOJIO | MKMOJIB/JI cOXpaHsyiach NMpuOMu3uTenbHo 3 Heaenu. [Ipu
AKTUBHOCTH acriaparnHasbl >0,1 ME/Mn koHIIEHTpaIys acraparvuHa CHIKaIach 10 <3 MKMOJIB/IL.
Konnenrpanus acriaparuaa B CMOK, kotopas 10 jieueHus cocTasisiia 2,3 MKMOJIb/JI, CHIYKAJIach 110
1,1 mxMmonb/n Ha 7-# neHb U 10 0,6 MKMOJIB/JT Ha 28-1 IeHb a3kl HHIYKIUHU (cM. pazaen 5.1.3).

B nccnenoanun AALLO7P4 papmakoanHamudeckoe nelicTpue npemnapara OHkacnap
orieHuBanoch y 47 manuentoB ¢ OJIJI u3 kieToK-mpeamnecTBeHHUI] B-TuM(OIUTOB U3 TPYIIITHI
BBICOKOT'O PHCKa C TIOJJIAI0IIUMHKCS OLIEHKE JJAHHBIMU, KOTOpPbIE TToJTydasiu rpenapatr OHKacmap
BHYTPUBEHHO B J103¢ 2500 ME/M? TITIT B Teyenue (da3bl MHIYKIIMNA U KOHCOJIMJIAIIHAH.
Konnenrtpanus L-acnaparuna B mia3me KpoBU CHHKAJIACh 10 YPOBHS, HE JIOCTUTAIOIIETO [TOpora
KOJIMUECTBEHHOT'O ONPE/IC/ICHNUs, B TeueHue 24 yacoB nocje BBeAeHus npenapara OHkacnap B
TedeHne (ha3pl MHAYKIIMU U TIEpBOH (a3bl KOHcoMaaIuu. Vcromenne 3anacoB acraparnia
COXpPaHsJIOCh MPUOIU3UTEIHLHO B TeUeHHE 2 Henenb. Konmnentpanus acnaparuaa B CMOK
CHIKAJIACch K 4-My JTHIO TTOCJIC BBEJCHUS Tpernapara B TeueHue (ha3pl MHAYKIUU U, KaK TIPABHIIO,
OCTaBajach HIKE opora oOHapyKeHwusl, K 18-My IHIO 1ocie BBeIeHUs Ipernapara.

PesynbraThl 3THX JBYX HCCIIEOBAHUH ITOKA3alH, YTO BBeJeHHE penapaTa OHKacnap B 103€
2500 ME/m? IIIIT BuyTpuMbImeuHo (B uccienoanun CCG-1962) u BHyTpUBEHHO (B
uccienoBann AALLO7P4) obecrieunBaiio cToliKOe HCTOIIEHKE 3anacoB L-acnaparuxa,
COXpaHSIOIIeecs MPUOIU3UTEILHO B TCUCHHE 2 HEIEIb ITOCIIC BBEICHUS Mpernapara.

Kimnnnaeckast 3 peKTUBHOCTD U G€30IMaCHOCTh

OddexTuBHOCTH U Oe30macHOCTh npenapata OHKacHap OLEHUBAIUCH B TPEX KIMHUYECKUX
WCCJICIOBAHMSIX C IIPUMEHEHUEM Ipernapara BUAe pacTBOpa sl HHBEKIUH/MHPY3U B paMKax
nepBoit inauu tepanuu OJUJIL: B uccnenoanuu CCG-1962 y naunentos ¢ OJIJI u3 rpynnsl
CTaHJapTHOIO pHcka, B uccienoBanuu AALLO7P4 y nauuentos ¢ OJIJI u3 rpynmnsl BEICOKOTO
pucka u B uccienoBanuu DFCI 11-001 y nanuentos ¢ OJIJI U3 rpynn cTaHAapTHOTO U BBICOKOTO
pucka.

D¢ dexTuBHOCTH penapaTa OHKacHap y NallMEHTOB C PELUINBOM WIH pePpaKkTepHOCTHIO
3a00JIeBaHUS U KIIMHUYECKH MIPOSBIIIEMOI aJulepruueckoil peakiuel Ha HaTUBHYO L-
acriaparuHasy E. coli onieHnBanach B 00beJUHEHHON BbIOOpKE M3 94 y4acTHUKOB 6 OTKPBITHIX
uccnenosanuii (ASP-001, ASP-201A, ASP-302, ASP-304, ASP-400 u ASP-001C/003C).

Hepsas nunus (nayuenmol ¢ OJIJI ¢ omcymemeuem 2unepuysecmeumenbHoCcmuy K Hamuenou L-
acnapazunaze E. coli)

bezonacHocTh 1 3¢ dekTUBHOCTH npenapara OHKacmap OleHUBAIACh B PAMKaX OTKPBITOTO,
MHOTOILIEHTPOBOTO, PaHIOMU3UPOBAHHOTO UCCIIEAOBAHUS C AKTUBHBIM KOHTPOJIEM

(uccnenoBanue CCG-1962). B nannom uccnenoanuu 118 manneHToB neauaTpuuecKoil rpyIisl B
Bo3pacte ot 1 10 9 et OJIJI crannapTHOTO pHCKa, paHee He MOTy4aBIIue JIeueHue, ObLTH
PaHIOMHU3UPOBAHbI B COOTHOIIEHHUH 1:1 111 mony4yeHus nedenus npenapatom OHKacmap uin
HaTuBHOU L-acnaparunasoii E. coli B pamkax koMOuHupoBaHHOM Tepanuu. [Ipenapat Onkacnap
BBOJIMJICSI BHYTPUMBIILIEYHO B 103€ 2500 ME/M? TITT Ha 3-i neHb 4-HeaeapHO (da3bl HHIYKIUU U
Ha 3-1 1eHb KaXKJ0U U3 IBYX 8-HeAeNnbHbIX (a3 oTcpoueHHOM nHTeHcupukanuu. Hatusnas L-
acnaparunasa E. coli TIpuMeHsIach BHYTPUMBIIIEYHO B g03e 6000 ME/M? IIIT Tpu pasa B
Heneno — 9 1103 B TeueHune (a3pl MHAYKIMK U 6 7103 B TEUCHHE KaX 101 U3 a3 nHTeHCU(PUKAIIUHN.

[TepBuyHas oneHka 3P PEeKTUBHOCTH OCHOBBIBAIACH HA JEMOHCTPAIIMU CXOJAHOTO UCTOIICHUS
3aracoB acraparuta (1o BbIpaXX€HHOCTH M MPOJIOJDKUTENILHOCTH) B Tpymne npenapata OHkacnap u
B IpyIne HaTuBHOU L-acnaparunasel E. coli. Y cCTaHOBIIEHHON MPOTOKOJIOM IIEJIBIO UCCIIETI0OBAHUS
SBIISAJIOCHh CHUYKEHHME KOHIIEHTPALlMHU aclaparuia B ChIBOPOTKE KpoBU 10 1 Mkmonb/i. Jomns
NAIMEeHTOB C UCTOILIEHHEM 3aIlacoB aclaparuHa JaHHOHM cTeneHu Obula CXOIHOW B 00€HX IpyImnax
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JICYCHHSI BO BCEX YCTAHOBJIEHHBIX MMPOTOKOJIOM BPEMEHHBIX TOUKaX Ha MPOTSHKEHUH Tpex (a3
Tepamnuu.

B Teuenue Bcex (a3 geueHust KOHIIGHTPALUs acliaparuiHa B CHIBOPOTKE KPOBH CHIDKAIACh B
TedyeHue 4 Hel mocie BBEACHUS MePBOM 03Bl acliaparuHasbl B paMKax (pas3sl JeueHus u
ocTaBajlaCh HU3KOM MpUOJIM3UTEIBHO 3 HENlEIM Kak B Ipymnie npenapata OHKacnap, Tak U B rpyImne
HaTuBHOM L-acmaparunassl E. coli. Iloka3aTenu KOHIICHTpAIlUH acliaparvHa B ChIBOPOTKE KPOBU B
TedeHue (pa3pl MHIYKIMK TIOKa3aHbl HAa pucyHke 1. JInHaMuKa UCTOIIECHHS 3a11acoB acraparuHa B
TeueHue obenx (a3 OTCPOUCHHON MHTEHCHU(PHUKAIIMK ObLJIa CXOIHOM C TAKOBOU B Te€UeHHE (pa3bl
WHIYKIIAH.

Pucynok 1

Cpennss (XcTangapTHasi OlIM0KAa) KOHIEHTPALMS ACIapATrHHA B CbIBOPOTKE KPOBH B
TeyeHue (pa3pl HHAYKIUM B uccaenoBanun CCG-1962

100,0

® HatusHas L-acnaparunasa E. coli

i% © Onkacnap®

10,0

AcnaparuH (Mkmonb/n)

0,1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
AHu nocne BBeAeHUs nepBoy A03bl L-acnaparnHasbl

[Ipumeuanue. [Ipenapar Oukacnap npuMensics B 103e 2500 ME/m? TIIIT BHYTpUMBILIEYHO HA
3-i1 nenb 4-"enenbHOM ¢a3pl uHyKUMU. HatueHas L-acniaparunasa E. coli
npuMeHsiack B 1o3e 6000 ME/m? TITIT BHyTpuMbIedHo 3 pa3a B Hejenmo (9 103
B TeueHue (a3bl HIYKINN).

Konnentpanus acnaparuaa B CMX onpenensnaces y 50 manueHToB B TedeHHe (Ha3bl UHAYKIINH.
Cpenuss xonmeHTpanus acraparuia B CMK 1o navana jnedenus cocrapisiia 3,1 MKMOIIB/I 1
3aTeM CHHM3HUIAach 10 1,7 MKMOJb/1 Ha 4-ii + gens u 10 1,5 MKkMoIe/i1 Ha 25-1 + 1 1eHb nocie
BBeJIeHUs Tpernapara OHkacnap. DTH JaHHbIE ObUTH CXOJHBIMU C TAKOBBIMU B TPYTIIIE JI€UCHUS
HaTtuBHOU L-acnaparunasoii E. coli.

Jlannsie o BeDKUBaeMocTu 6e3 coobiTuil (BBC) B rpynme npenapata OHkacnap u B TpyIIe
HatuBHOU L-acnaparunassl E. coli 00060mens! B Tabnuie 2. Jluzaiin uccnenoanus CCG-1962 e
mpeJnoarai OleHKy pa3HHIlbl o yactote BBC.

Taoauua 2

BeccoObITHiiHasa BbLKUBaeMOCTh yepe3 3, S u 7 jet (ucciaegopanue CCG-1962)

Onkacnap Harusnas L-acmaparunasa E. coli
Yacrora 3-netueit BBC, % 83 79
(95 % AN) (73, 93) (68, 90)
Yacrora 5-netneit BBC, % 78 73
(95 % AN) (67, 88) (61, 85)
Yacrora 7-netueit BBC, % 75 66
(95 % AN) (63, 87) (52, 80)
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B uccnenoanuu CCG-1962 Hanbomnee yacThIMU HEXENATSIIbHBIMU PEAKIUSIMHU SIBIISUTHCH
WH(]EKIMHY, BKIIIOYast IBE YIPOXKAIOMKe KU3HN HHPEKIHnH (10 1 MalueHTy B KaKI0H Tpymie).
[Tokazarenu 4aCTOTHI U BUBI HEXKENATEIBHBIX Peakiuil 3-i u 4-i CTENeHU TSHKECTH B 1IEJIOM ObLITH
CXOJITHBIMHU B 00€HX TpyIIax JieueHus. Y 2 ManueHToB U3 Tpynisl npenapata OHKacmap uMean
MECTO aJUIEPTUICCKUE PEAKIIUMK B TEUCHUE NIEpBOH (ha3bl OTCPOUCHHON HHTCHCH(DUKAIIUN
(amnepruyeckast peakius 1-if CTeTeHH TSHKECTH U KPAIMBHUIIA 3-1 CTETICHH TSKECTH).

bb110 npoBeeHo MUIIOTHOE MCCIIEIOBAHUE C YUACTUEM IMAIIMEHTOB C BIIEPBbIC JUATHOCTUPOBAHHBIM
OJIJI u3 xneTok-npeamecTBeHHuI] B-mumdoruTos B Bo3pacte ot 1 10 HenosHoro 31 roxa
(uccnemoBanne AALLO7P4). D10 OTKpBITOE, KOHTPOIUPYEMOE, PaHIOMU3HUPOBAHHOE
MCCJIEI0BAHKE MPOBOAMIOCH C €0 CPABHEHUSI SKCIIEPUMEHTAIIBHON MATUIMPOBAHHON
acnaparvsassl ¢ npenapatoM OHKacnap npu UX IPUMEHEHUHU B KaUeCTBE KOMIIOHEHTA
KOMOWHHUPOBAHHON XMMHOTEpanuu B pamkax nepsoit munun jgedenus OJIJI. Kpurepuu or6opa mo
KOJIMYECTBY JICHKOIIMTOB BKIItOUau: a) Bo3pact 1—10 jer: KoauuecTBo JIEHKOIUTOB

> 50 000 xerox/mMkit; 6) Bozpact 10-30 set: 11000€ KOIHMYECTBO JICHKOIUTOB;

C) MPEALIECTBYIOIAs TEPANHUS MIIOKOKOPTUKOCTEPOUIaMU: JTF000€ KOJINYEeCTBO JIeHKouuToB. K
Y4acTHIO B UCCJIEOBAHUM HE JIOMYCKAIUCh NAIMEHTHI, KOTOPBIEC B MPOILIOM MOJTyYalnd
[IUTOTOKCUYECKYIO XUMUOTEPANHIO (32 HCKIFOUEHUEM MPUMEHEHUS TIIIOKOKOPTHKOCTEPOUIOB U
WHTPATEKaJIbHOTO BBEICHH IIUTapaduHa). B manHoe nccienoBanue ObLI0 BKIIOUEHO

166 nanuenToB u 163 nanyeHTa Noay4uiu jjedyeHue npenapatom OHKacnap wiu
HKCIEPUMEHTAIBHON MATUIMPOBAHHON acTiaparnHa3on: 54 manueHTaM ObUTO Ha3HAYEHOJICUCHUE
npenaparom Onkacnap B 103e 2500 ME/m? ITIIT. Ilpenapar Onkacnap OpUMEHSJICS BHYTPUBEHHO
B 103¢ 2500 ME/Mm? IIIT B Teuenue a3 MHAYKIUHU, KOHCOIMIALMH, OTCPOUYEHHOI
WHTCHCU(PHUKAIIMU U IPOMEKYTOUYHOHN Mo AepKUBaroIiei Tepanun y naurentos ¢ OJIJI u3 rpymnmsl
BBICOKOT'O PHCKa, TIOJTYYaBIINX JICYCHUE 110 YCHIIEHHOMY npoTokoiy Berlin-Frankfurt-Miinster.
[TporieHTHOE KOIMYECTBO MAllMEHTOB B IPYIIIeE JeueHus npenaparom OHKacnap ¢ Mo Aar0IIUMUCS
OIICHKE JJAHHBIMU 00 OTCYTCTBMHM MUHUMAaIbHOM ocTtaTounoi 6ose3nu (MOB) [< 0,1 %
JeKeMUYEeCKIX KJIETOK B KOCTHOM Mo3re] Ha 29-it aenpb (as3pl unaykuuu coctaBuiio 80 % (40/50).
UYepes 4 rona BBC u o6mas BepkuBaemocts (OB) B rpymnme npenapata OHKacnap COCTaBISLIIH
81,8 % (95 % AU: 62,9-91,7 %) n 90,4 % (95 % AU: 78,5-95,9 %) cooTBeTcTBeHHO. B rpymme
npenapara OHKacap 4acToTa peakiuii THIEPUYyBCTBUTEIILHOCTH BCEX CTENIEHEH TSKECTH
cocrapmsina 5,8 %, anapunakTruueckux peakuuii — 19,2 %, nankpearura — 7,7 %. YactoTa
(bebpuabHON HENTPONIeHUH 3-1 cTeneHH TSKECTH U Bbllle cocTasisiia 15,4 %.

HccnenoBanue DFCI 11-001, npoBenenHoe MuctutyToM onkosnoruu Dana-Farber (DFCI),
npeJscTaBiIsieT co00l paHJOMU3UPOBAHHOE, MHOTOLIEHTPOBOE MCCIIEOBAHNE C aKTUBHBIM
KOHTPOJIEM C BHYTPUBEHHBIM BBEJICHUEM SKCIIEPUMEHTAIBHON M3TMIMPOBAHHON acraparuHasbl B
cpaBHeHUH ¢ TipenaparoM OHKacnap y A€Tei U MOJpOCTKOB B BO3pacTe OT 1 10 HEMOJIHBIX 22 JIET ¢
BIiepBbIe AuarnoctupoBaHHbiM OJUJI, monyyaBmmx nedenue mno 6azoBomy nporokouny anst OJIJI,
npemioxkeHHomy koncoprmymom DFCI. Beero 6but0 pangoMusupoBano 239 nanueHTos, u3
KOTOPbIX 237 nmaruenToB (146 MmyxuuH 1 91 )KeHIMHA) MOJTydaly JeYeHHUe UcCielyeMbIM
npenapaTom; JedeHue npenaparom Oukacrap B 103e 2500 ME/Mm? nonyyanu 119 nanuenTos

(115 marmentoB ¢ auarHozom OJLJI). Jleuenue nmpoBoauioch B TedeHue (ha3pl MHAYKIUU (7-1 JeHb)
Y 3aTeM OJIUH pa3 B 2 HeJlenu B pamkax 30-HenenbHON NOCTUHAYKIIMOHHON TEPAaInH.
Pangommu3anus mareHToB MPOBOIMIACH CO cTpaTH(UKAIIMEH 0 TPyTIe prcKa (CTaHJapTHBHIMH,
BBICOKH UM OYeHb BBICOKUH puck) A B- u T-knerounoro OJIJI. [IpouieHTHOE KOIMUECTBO
MAalKMEeHTOB U3 rpymnmbl penapara OHKacnap ¢ NoJAarOUMMHUCS OLIEHKE JaHHBIMUA O HU3KOM
nokazatesie MO3 mo 3aBeprenuu ¢das3sl naaykiuu (<0,001) Ha 32-it nensb coctasisio 87,9 %
(80/91). B nannom uccnenoannu yactota BBC uepe3 1 ron cocrasisina 98,0 % (95 % AU: 92,4—
99,5) u mogepkuBaniack B TeueHue 2 get — 98,0 % [95 % [AU: 92,4 %, 99,5 %]).B nanHom
uccinenoannu yactota OB yepes 1 rox cocrapnsa 100 % (95 % AU: 100-100) u
nojnepxuBanack B teueHue 2 get — 100 % (95 % AU: 100-100).
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Hayuenmor ¢ OJII ¢ nanuyuem eunepuyscmeumensvhocmu K Hamusnou L-acnapazunase E. coli

B 6 oTKpBITHIX HccienoBaHusIX mpenapaTa OHKacnap U3y4dasics Mpu pelyuIMBUPOBABIIUX UITU
pedpaKTepHBIX TEMATOIOTHUECKUX 3a00IeBaHMIX. B 3THX MCCIeOBaHUSAX JICUCHHE MTPENapaToOM
Onkacnap nonydanu 94 nanuenta ¢ OJIJI, y KOTOpbIX B aHAMHE3€ UMETTUCh CBEJICHUS O
KJIMHUYECKH MPOSBIIIEMbIX AJJIEPTUYECKUX PeaKlUsX Ha HaTUBHYIO L-acnaparunasy E. coli. Oqun
ManUeHT noayyan npenapat Onkacnap B 103ax 250 u 500 ME/m? IIIIT BHyTpuBeHHO. OcTanbHbIE
TALMEHTHI TOTy4aiy npenapat B 103e 2000 mwiu 2500 ME/M? TTTIT BHYTPUMBIIIEUHO HITH
BHYTpUBEHHO. [laninenTs! nomydanu npenapat OHKacmap B BUJIe MOHOTEPAIIUY WIH B KOMOMHAIIMH
C IpyTUMHU TpernapaTaMy B paMKaX MHOTOKOMIIOHEHTHOM XUMUOTepanuu. AHAIN3 HAUITY4IIero
TEpareBTUYECKOT0 OTBETA 3a BCE BPEMsI y4uacTus B uccienoBanuu y 65 nanuentos ¢ OJLJI,
noJsrydaBiux npernapat OHKacnap B paMkax 5 Mccle0BaHUM, MOKa3all, YTO MOJHask PEMUCCHS
uMena mecto y 30 (46 %) nauuenTtos, HenosHas pemuccust —y 7 (11 %) nmaiueHToB U yiaydiieHue
remMatooruueckux nokaszateneit —y 1 (2 %) nanuenta. B npyrom uccieoBaHuM ¢ y4acTHEM

29 nauuentoB ¢ OJIJI ¢ runepuyBCTBUTEIBHOCTHIO, MOTYUYaBIINX JieueHue npenaparoM OHKacnap,
OTBeT BO BpeMms (pa3pl MHAYKIMK ObLT onieHeH y 11 manuenToB. U3 Hux y 3 (27 %) nauuenToB Oblia
JIOCTUTHYTa noyiHast pemuccus, y 1 (9 %) nmanmenta — Henosinast pemuccus, y 1 (9 %) narmenta —
yIIy4dllIeHUEe TeMaTOJIOTHYeCKUX MmoKazareneit u'y 2 (18 %) marueHToB — TepaneBTUYeCcKas

s dexkruBHOCTE. TepaneBTHUeCKON 3P PEKTUBHOCTHIO CUNTANIOCH KIIMHHUYECKOE YITyqIICHHE,
KOTOPOE HE COOTBETCTBOBAJIO KPUTEPHSM JIPYTUX OJIaroNnpusTHBIX UCXO0/I0B. B Teuenue ¢aspl
MO/IICPKUBAIOIIEH Tepanuu OTBET ObuT o1leHeH y 19 nmanmenTtoB. U3 Hux y 17 (89 %) manueHToB
ObL1a [ocTUrHYTa nonHas pemuccus 'y 1 (5 %) nanuenTa Hab0AaIaCch TepaneBTHYECKAs

3¢ (HEeKTHBHOCTD.

5.2. dapmakoKuHeTHYECKHE CBOMCTBA

dapMaKkOKMHETHYECKHE CBOMCTBA Ipenapara OHKacmnap OLeHUBAIUCH 10 aKTUBHOCTH
acraparuHasbl, KOTOpas U3Mepsu1ach IyTeM MPoBeAeHUs (PePMEHTATUBHOIO aHalIM3a Mocie
BHYTpuMbIieqHoro (B ucciaegosanuu CCG-1962) u BHyTpuBeHHOTrO (B HccaenoBanusix AALLO7P4
u DFCI 11-001) BBenenus npemnapara.

B uccnenoanuu CCG-1962 cpenHss akTUBHOCTD acliapariHasbl JOCTUIala MAaKCUMaJIbHON
BenmunHbl 1 E/Mit Ha 5-i nenp nocnie nabekunu. CpeJHHUi Iepro/T TOJTyBBIBEICHHUS TIperapaTa
MI0CJI€ BCACBIBAaHUS M3 MECTa MHBEKIMH COCTaBIsAeT 1,7 JHs, a IepHoJ MOTyBBIBEICHUS B (ase
SMUMUHAIMY — 5,5 Hs. O6beM pacrpesieeHusl B PABHOBECHOM COCTOSHUM cocTaBiseT 1,86 /M2,
a xmapenc — 0,169 1/m? B 1eHb.

B uccnenosannu AALLO7P4 nokazatenu papmakoknnetuku (PK) nocne oqHOKpaTHOro
BHYTPHBEHHOIO BBeJIeHHUs npenapaTa B 103e 2500 ME/M? B Teuenue (a3bl MHIYKIUU ObLIM
pacyMTaHbl C UCIOJIb30BaHHEM OecKaMepHOi MosienH (papMaKOKMHETHYECKOTO aHallu3a Ha
OCHOBaHUU JAHHBIX UCCIIEJOBAHMS IOCIE0BATEIbHO B3AThIX 00pa310B MJIa3Mbl KPOBU.
[TomyuyeHnHble pe3yabTaThl IpeacTaBiaeHbl B Tadbaume 3 (cM. pasaen 5.1). Benuunubl Chnax 1 AUC
npenapara OHKacmap UMeNd TeHACHLIHUIO K CHUKEHHUIO Y MYKUHMH, MTallUEHTOB ¢ 00JI€€ BHICOKUM
NMT, a takxe y nanueHToB B Bo3pacte 6osee 10 net. B Teuenue das3pl MHAyKIMM nocnie
O/IHOKPaTHOTO BHYTPUBEHHOTO BBeIeHHs npenapara Oukacmap B 103e 2500 ME/M? akTHBHOCTS
acriaparuHassl 6osee i paHa 0,1 ME/Mn coxpansnachk 10 18 nHeil nmocne BBeieHHs Mpenapara y
95,3 % manueUToB.

Taoauua 3

IToka3aTenu ¢papMaKOKMHETHKH I0CJ€ OAHOKPATHOI0 BHYTPMBEHHOI'0 BBE/ICHHS Npenapara
Ounxkacnap B 1o3e 2500 ME/m2 TIIIT B Teuenue ¢aznl uuaykuun (N = 47; ucciieqoBanue

AALLO7P4)
IMoka3zarean ®PK Apudmernyeckoe cpeanee (SD)
Cmax (MME/mi)* 1638 (459.1)
Tmax (1)* 1.25(1.08, 5.33)f
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AUC.t (MME/nenn/mia)* 14810 (3555)
AUCo- (MME/aenn/min) 16570 (4810)
ti2 (aum)* 5.33(2.33)
CL (a/nenn) 0.2152 (0.1214)
Vss (1) 1.95 (1.13)

* N=47 mammeHToB ¢ MOLIA0IINMHUCS OLIEHKE TaHHBIMU.
T Memmnana (10-i1, 90-if mponeHTHIN).
* N=46 marueHToB ¢ IMOAJAI0IUMHUCS OTICHKE JAHHBIMH.

B uccnegoBanun DFCI 11-001 onieHka akTHBHOCTH acliaparmHas3bl OBOAMIIACH TTOCIIE
OJIHOKPATHOTO BHYTPMBEHHOTO BBeeHHs Tpenapara Onkacnap B g03e 2500 ME/m? IIIIT B
TedeHue (a3bl UHAYKIHUU U 3aTEM OJIUH pa3 B 2 HeJlelIH B paMKax MOCTUHAYKIIMOHHOW Teparuu
(cM. pazzmen 5.1.). B Teuenue ¢a3bl HHIYKIIUU aKTUBHOCTD acliaparuHa3bl B IJ1a3Me KPOBH

> 0,1 ME/mn coxpansnace B TeueHue 18 nueit mocie BBenenus npemnapata y 93,5 % nanuentos. B
paMKax MOCTUHAYKIIMOHHOW Tepanuy HauMeHbIas (0CTaToYHas) akTUBHOCTD acliapariHa3bl BhIILIE
0,4 ME/mn coxpansuiacs ¢ 7-i o 25-10 Heaemto y 100 % nauueHToB. DTH pe3yIbTaThl yKa3bIBatOT
Ha TO, YTO MPHU OJHOKPATHOM U MHOTOKPATHOM (OJMH pa3 B 2 HECNIN) TPUMEHEHUH TTpenapara
Omuxkacnap B 03¢ 2500 ME/m? III1T KIMHUYECKH 3HAYMMBIH YPOBEHb aKTHBHOCTH acHapariHasbl
COXpAaHSJICS B TEYCHUE BCEI0 MHTEPBAJIa MEXAY 03aMU (B TEUCHHUE 2 HEJIETh).

[TaruenTsl ¢ BuepBbie nuarHoctupoBanubiM OJIJI momy4anu oJHOKpaTHBIE BHYTPUMBIIICYHBIC
MHbEKIUY Tpenapara Onkacnap B 1o3e 2500 ME/m? TN T unu natuBHoOM L-acnaparunassl E. coli
(25 000 ME/m? TIIIT) unu Erwinia (25 000 ME/m? III1T). Tlepros nomyBbIBeIeHUs IpenapaTa
Omnkacrap u3 mwia3Mbl KpoBH (5,7 THsT) ObUT 3HAYUMO OOJIBIIIE, YeM ITEPHOIbI MTOJTYBBIBEICHUS
HatuBHOU L-acnaparunassl E. coli (1,3 nus) unu Erwinia (0,65 nHs) U3 m1a3mMbl KpOBH. Y POBEHB
HEMEUICHHOW THOENH JISHKEMIUECKUX KIIETOK i Vivo TIO JaHHBIM (DIyOpECIEHIIUH ¢ POAaMUHOM
OBUT OJIMHAKOBBIM JUISI BCEX TPEX IMperaparoB L-acriaparnHassbl.

[MTaruenTtst ¢ OJIJI ¢ HeCKONBKUMH peuArBaMHU NoJly4ainy npenapat OHKacnap Wil HaTUBHYIO
acrnaparuHasy E coli B pamMkax HHAyKIHMOHHON Tepanuu. [Ipenapat OHkacnap npuMeHsuics
BHYTPHMBIILIEYHO B 03¢ 2500 ME/M? IIIIT B mu 1 u 15 passl uaaykuun. Cpenss BeIdIUHA
nepuoJia noyyBbIBeieHNs ipenapata OHKacnap U3 Ma3Mbl KPOBH COCTaBIIsIa 8 HEH Y NallMeHTOB
¢ orcyrctBueM runepuayBcrButenbHoctd (AUC — 10,35 ME/Mn/aens) u 2,7 1Hs y NallUEHTOB ¢
runepuyBcTBUTENbHOCTBIO (AUC — 3,52 ME/Mn/nens).

Oco0ble TOnyJIAINT

KonTponupyemsie rccneaoBanus ¢ 1enbio popManbHOro u3yueHus: GapMakOKMHETUKH Mpernapara
OHkacnap B 0COOBIX MOIMYJISIUAX MAIMEHTOB HE IPOBOIMINCH. [lomyIsaIinoHHbII
dbapmMakoKMHETHUECKUN aHau3 JTs ipenapata OHKacmap ¢ UCIOIb30BaHUEM JTAHHBIX
kinHnueckux uccneaosanuit AALLO7P4 (IV), DFCI 11-001 (IV), u CCG-1962 (IM) nokasain, 4yto
BeJIMUMHA KJIUpeHca (JIMHEeHas 1 Hackllaemas) Bo3pacrana nponopuunoHansHo [T, a o6bem
pactipenenenust — ¢ HebonpiuM onepexkenueM [I1T. lanublil aHa3 HE BBISIBUI CTATUCTHYECKH
3HAUYMMBIX PA3IUYHU MO MoKa3aTeNsaM (PapMaKOKHHETHKU MEXTy MallMeHTaMH MYXCKOTO U
JKEHCKOTO I0J1a.

BrusiHre mouevHoOM 1 Me4eHOYHOW HEAOCTATOYHOCTH Ha (papMaKOKMHETUKY mpernapara OHkacmap
He u3y4anock. [[aracnaprasa npeacrasisieT co00i OIOK ¢ BHICOKOH MOJIEKYJISIPHON Macco,
KOTOPBI HE BEIBOJUTCS M3 OPTaHM3Ma MOYKaMu. B cBsi3u ¢ 3TUM u3MeHeHne papMakOKMHETUKH
npenapaTta OHKacnap y NalMeHTOB ¢ MOYEYHON HEIOCTATOYHOCTHIO HE MPOTHO3UPYETCS.

[Tockonbky mpoTeonuTHUECKUE (PepMEHTHI, OCYIIECTBISAIONINE MeTa0oan3M npenapara OHkacmap,
MMOBCEMECCTHO PACIIPCACIICHEI B TKAHAX, TOYHAA POJIb IICYCHU HCU3BCCTHA. O)IHaKO IMPOTrHO3UPYECTCA,
4TOo JH000€ yXyAleHne GyHKIMY TIeueHH He OyIeT co3/1aBaTh KIMHUYECKH 3HAYMMBIX ITPo0ieM
pu NpuMeHeHuu npenaparta OHKacmap.

17



I[aHHBIC 0 HpI/IMeHeHI/II/I HpenapaTa y IMalgUCHTOB ITOXKUJIOTO B03paCTa OTCYTCTByIOT.
5.3. JlaHHbIe JOKJIUHUYECKOH 0€30IaCHOCTH

dapMaKOKHHETHYECKOE/(hapMaKoIMHAMUYECKOE HEKIIMHUYECKOE COTTOCTABICHHE IBYX
JekapcTBeHHbIX (popm OHKacmapa, pacTBopa Al UHbEKIUI 1 nHDY3Ul U Tnodunnuszara Juist
IPUTOTOBIICHHUS PACcTBOPA, OBLJIO MPOBEIEHO Ha cOOaKax 1mocie OAHOKPATHOTO U MHOTOKPATHOTO
BBEJICHHS BHYTPHUBEHHO 103 Npenapara u3 pacuera S00 ME/kr. Huxe npuBeneHbl pe3yibTaThl
UCCIIEIOBaHMU PAacTBOpaA ISl UHBEKIMNA U MHDY3UA.

OcTpas TOKCUYHOCTh

Jlus oueHb BHICOKHE OAHOKPATHBIC HHTPANEPUTOHEATbHBIC 10361 TIdTacmaprasbl (25 000—

100 000 ME/kr maccel Tena) BeI3bIBasIM TuOEnb 14 % Mmbiieii. BBeaenne npenapara B 3TUX Ke
J103aX COMPOBOXKIAIOCH JIETKUM TelIaTOTOKCUYECKUM JelicTBueM. HexxenaTenbHble peakiuu
BKJIIOUYAJIM [TOTEPIO MACCHI T€Ja, MUIOIPEKIUI0 U CHUKEHUE aKTUBHOCTU. Y MEHBILIEHUE MaCChl
CEJIE3EHKU MOXKET OBbITh MPU3HAKOM MOTEHIIMAIBHOTO IMMYHOCYIIpecCUBHOTO 3¢ dekTa mpemnapara.

BuyTpuBeHHOE BBeIeHHE MATacnaprassbl B OAHOKpaTHOM f03€e 10 S00 ME/Kr Macchl Tena XopoIo
HEPEHOCUIIOCH Y KPBIC U Y COOaK.

TOKCMYHOCTH TPU MHOTOKPAaTHOM MPUMEHEHUH

B 4-HenenbHOM UCClIeIOBaHUM Ha KpbICax, MOJIy4aBIIUX maracmnaprasdy B go3e 400 ME/kr/aens
WHTPANEPUTOHCATHHO, HAOIFOIATIOCh CHUKCHHE MTOTPEOJICHUS UM U MAcChl Tella TI0 CPABHEHHIO
C KOHTPOJIBHOU I'PYIIIION.

B 3-mecsiuHOM HCcIeI0BaHNY Ha MBITIAX BBEJACHHE MATracmaprassl B 1o3ax g0 S00 ME/kr
WHTPANEPUTOHEAIBHO HIIM BHYTPUMBIIIIEYHO MPUBOAMIO K HE3HAUUTEIHHBIM H3MEHEHUSIM B
KJIETKaX MEeYEHHU TOJIKO Y )KMBOTHBIX, MOJYYaBIIMX HAWBBICIIYIO J03Y MIpenapara.

BpemenHoe nofaBieHne MpUpOCTa MACChl TeJla M BpEMEHHOE CHIDKEHUE O0IIero KOJIMYecTBa
JICUKOIUTOB HAOIIOMAIHCh Y cO0aK, MOTydaBIIMX maracnaprasy B goze 1200 ME/kr B Henemnio B
TeueHue 2 Hezelb. [I0BbIIIeHne aKTUBHOCTH TITyTaMaT-MUPYyBaT TPaHCAMUHA3bl TAKKE
HaOJII0AJIOCh Y KaX 0 YETBEPTOU COOAKHU.

VMMYHOT€HHOCTh

B 12-HGH€HBHOM HCCJIICJOBAHWHU HA MbIIIAaX, IMOJYYaBIIUX IBracraprady BHYTPUMBIIICYHO HIIN
UHTpanepuToHeanbHo B 103¢e 10,5 ME/ocobs exxeHeensHO, IMMYHOTEHHBIN OTBET HE
0OHapyXUBaCs.

PenpoaykTuBHas TOKCMYHOCTh
I/ICCJ'IGI[OBaHI/ISI pGHpOHYKTHBHOﬁ TOKCUYHOCTH II3racraprasbl HC IPOBOANIIOCE.

HccnenoBanust SMOpHOTOKCUYHOCTH L-acrapariHassl BBISBUIM IPU3HAKH TEPATOT€HHOTO
NOTEHIIMaNia rpenapara y Kpblc, IOJydaBUIMX Ipenapart ¢ 6-ro no 15-i neHs recrauu.
MakcumanbHas 103a, He IPUBOASIIAs K pa3BuTHiO HaOmoaeMbix agdextoB (NOEL), s
TepaToreHHoro aevicteus cocrasisiia 300 ME/kr BHyTpuBeHHO. BBeeHue npenapara KpojaukaM B
no3e 50 unu 100 ME/kr BHyTpuBEHHO ¢ 8-r0 10 9-if IeHb TecTalliy COIPOBOXKAATIOCH
(dbopMUpOBaHKUEM KU3HECTIOCOOHBIX SMOPHUOHOB € BPOXKJAECHHBIMH IOPOKaMHU pa3BuUTHUs. Bennunna
NOEL He ycTaHoBieHa. MHOKECTBEHHBIE TOPOKU PA3BUTHA U THOETH SMOPHOHOB HAOIIOJATUCE
IIpY BBEJICHUU IIperapara B TeparneBTUYECKOM Jnara3zoHe 103. MccnenoBanus BIMSHNS Ha
(epTHIIBHOCTD U MEPU- U MOCTHATAILHOE PAa3BUTHE HE TIPOBOMINCH.

KaHI11eporeHHOCTh, MYTareHHOCTb, BIMSHNE Ha (ePTUILHOCTh
JloJIroBpeMeHHBIE HCCIIE0BAaHUS KAaHLIEPOr€HHOCTH II3raciaprassl U UCCIEAOBAHMS €€ BIMSAHUS Ha
(bepTUIBbHOCTD y )KUBOTHBIX HE TPOBOAMIIUCE.

Tect Ditmca ¢ HCIIONIB30BaHUEM IITaMMOB Salmonella typhimurium He BBISBUI MyTareHHOTO
HOTEHIMAJIa MAraciaprasel.
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6. PAPMAIIEBTUYECKUE CBOMCTBA

6.1. IlepeyeHb BCIOMOraTeIbHBIX BElIECTB

Caxapo3a

Hatpus nurunpodocdar monoruapar

Hatpus ruapodocdar renraruapat

Harpus xnopun

Hatpus ruapoxeun (s noseaenus pH no 7,4)
XnopuctoBogopoaHas kucinota (st fosenenus pH no 7,4)

6.2. HecoBMecTHMOCTH

JlaHHBII JIeKapCTBEHHBIN MTpenapaT He CIeAyeT CMELMBATh C IPYTUMU JIEKAPCTBEHHBIMU
npenapaTramu, 3a UICKJIOUYEHUEM YIIOMSHYTBIX B pazzaene 6.6.

6.3. Cpok rogHoctu (CpoK XpaHeHus1)

HeBckpoIThI (hiaakoH
3 rona.

BoccTraHOBIEHHBIN PacTBOP

Bbbuta mpogeMoHCTprpOBaHa XUMUYECKast U (pU3UdecKasi CTaOMIIBHOCTD IPHU MCIIOIh30BAHHUH B
TeyeHue 24 yacoB npu temmeparype Huxe 25 °C. C MUKpOOHOIOTUYECKOM TOUKH 3PEHHUS, €CIIU
C1oco0 BOCCTaHOBIICHUS HE MPEAOTBPAIAST PUCK MUKPOOHOTO 3arpsi3HEHMSI, TIpermapaT cleayeT
UCII0JIb30BaTh HEMEJIEHHO. B IpOTUBHOM cilyuae, 3a IPOJIOJKUTENIbHOCTh U YCIIOBUSL XPAHEHUS
HECET OTBETCTBEHHOCTH MEPCOHAJI, pa0OTAIOIIUI C TIPerapaToM.

Pa30aBneHHbBIN pacTBOP

Bbreuta mpogeMoHCTprpOBaHa XUMUYECKast U (pU3UdecKasi CTaOMIIBHOCTD IPHU MCIIOIh30BAHHUH B
teyenue 48 yacoB nmpu temmeparype ot 2 °C o 8 °C. C MUKpOOHOIOTHUECKON TOYKHU 3PCHHUS,
npenapar cieAayeT UCIoIb30BaTh HEMEIJIEHHO. B mpoTHBHOM ciyuae, 3a MpOoA0HKUTEIIBHOCTD U
YCIIOBUSI XpaHEHUS Mepe] UCII0Ib30BAaHUEM OTBEUAET MEePCOHAN, pabOTaIOLIU ¢ MpenapaToM; B
HOpPME BpeMsI XpaHEHUs He JOJDKHO MpeBblaTh 24 yaca npu temmepatype ot 2 °C go 8 °C, eciu
TOJIbKO BOCCTaHOBJICHHE / pa30aBlieHUE HE MTPOBOIUIIOCH B KOHTPOJIUPYEMBIX M MOITBEPKACHHBIX
ACENTUYECKUX YCIIOBHUSX.

6.4. OcoOble MepbI IPEIOCTOPOKHOCTH NIPU XPAHEHUH

XpaHUTb B XOJIOAUIBHUKE IpU Temneparype ot 2 1o 8 °C.
He 3amopaxuBats.

YcnoBus XpaHeHus Mociie BOCCTAHOBIICHUS U Pa30aBlIeHUs JIEKapCTBEHHOTO Mpenapara cM. B
paznene 6.3.

6.5. Xapakrep u coaepkaHue NEPBUYHONH YIIAKOBKH

3750 ME mipenapara Bo (pyiakoH U3 HEUTpaJIbHOTO cTekia (TUt [) BMECTUMOCTBIO 5 MiI,
YKYHOPEHHBIA PE3NHOBOM MpOoOKO U3 OyTUIIKaydyKa U 00>KaThIil allFOMUHUEBBIM KOJMAYKOM U
HOHHHpOHHJ’IGHOBOﬁ KpI:IHIKOfI C I/IHJII/IKaHPleﬁ BCKPLITHA C OTPBIBHBIM ITOACKOM.

KonunuectBo pemnapara B YIIaKOBKE:

s ynakosox Ha pycckom u 20cy0apcmeenHom sasvike (npu Heooxooumocmu).: 1 HpiakoH BMeCTe C
JUCTKOM-BKJIAJIBIIIIEM B KAPTOHHOM MavyKe C KOHTPOJIEM MEPBOTO BCKPBITHSI.

s ynakosoxk na anenutickom ssvike: 1 (pIakoH BMECTE C TMCTKOM-BKIJIAJIBIIIEM Ha aHTIIUICKOM
A3BbIKE B KAPTOHHOM NauKe (HEOThEMIJIEMAsl YaCTh YIIAKOBKH, BBHly HAJIMUMS KOHTPOJIS IIEPBOTO
BCKPBITHSI) U JINCTKOM-BKJIQ/IBIIIIEM HA PYCCKOM M FOCYAapCTBEHHOM f3bIKe (IIPH HEOOXOIMMOCTH),
3aKpEIIEHHBIM Ha MayKe, ¢ KOHTPOJIEM IIEPBOI'O BCKPBITHS.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPH YHUYTOKEHHUH UCIOJIb30BAHHOIO
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JIEKAPCTBEHHOI0 MpenapaTa Ui 0TX0A0B, OJyYeHHbIX 0cJe NIPUMeHEeHUs
JIEKAPCTBEHHOT'0 MpenaparTa u Apyrue MaHUMYJISIIUM C PenapaToM

JlaHHOE JIEKapCTBEHHOE CPEACTBO MOXKET OKa3bIBaTh pas3jpaxarollee ACMCTBUE IIPU KOHTaKTe. B
CBSI3M C 3TUM JIMOPHIN3AT JOJKEH UCII0JIb30BaThCs ¢ 0C000H 0cTOpOKHOCTHIO. He momyckaiite
BJIBIXaHUS TIAPOB Iperapara Wik ero KOHTAaKTa C KOXKEW U CIM3UCTBIME 000JI09KaMu (B
0COOEHHOCTH TJ1a3); MpH NOoMaJaHuH Mpenapara Ha KOXKy, CIIM3UCThIe 000JIOUKH UITH B riia3a
POMOKTE UX OOJIBIINM KOJMYECTBOM BOJIbI B TCUCHHE HE MeHEee 15 MUHYT.

Omnkacrmap cjielyeT BBOJUTh BHYTPUBEHHO WJIM BHYTPUMBIIICYHO TOCJIC BOCCTAHOBJICHHS IIperapara.
[Tepen BBeieHHEM JTHO(HMIN3AT TOJKEH OBITH BOCCTAHOBJICH C MTOMOIIBIO 5,2 MJT BOJBI JUTSI MHBEKIIHMA
(cm. paznen 4.2.).

WNHCTpYKIMSA 110 UCHOJIb30BAHUIO

1. Tlepconan momkeH ObITh 00y4eH TOMY, KaK 00paIIaThCs C JIEKApCTBEHHBIM MIPETapaToM U
KaK ero rnepememniaTh (0OepeMeHHbIE COTPYAHUKH JO0JKHBI ObITh OTCTPaHEHbI OT PabOTHI C
JTAaHHBIM JIEKAPCTBEHHBIM IIPENAPaTOM).

2. JlomKHBI COOTIOIATHCS ACENITUYECKIE YCIOBUS.

3. J1oJDKHBI COOIOATHCS MIPOIIETyPBI IPABUIBHOTO OOpAIEH s ¢ TPOTHBOOITYXOJIEBBIMU
CpencTBamu.

4. Tlpu pabote ¢ npenaparom OHKacmap peKOMEHIyeTCsl HCIIOJIb30BaTh OJHOPA30BBIE
MEPYATKHU U 3aLIUTHYIO OJICHKIY.

5. Becb UHBEHTaph, UCIIONB30BAHHbIM /1JIs1 BBEJCHUS Npenapara Wik yOOpKH, BKIIoYas
NepyYaTKH, JOJDKEH ObITh MOMEIICH B MEUIKU JJI yTHIN3alUd MEAUIIMHCKUX OTXO0JI0B
BBICOKOI'O KJIacca pUCKa JJIsl COKMTaHUs IIPU BBICOKOM TemIepaType.

Boccranosnenue

1. Bo ¢dnakoH BBOIAT 5,2 MJI BOJBI AJII UHBEKITUI C TOMOIIBIO HITIPHUIIA C UTJoi 21 kamubpa.

2. ®nakoH cieAyeT OCTOPOKHO BpalllaTh, MOKa TMO(GUIN3AT HE BOCCTAHOBHUTCA.

3. Tlocne BocCTaHOBIEHUS PacTBOP AOHKEH OBITh IPO3pAaUYHbIM, OECIIBETHBIM U HE JI0JIKEH
COJIepKaTh BUAMMBIX MEXaHUYECKUX BKIIIOUeHUH. Eciii BOCCTaHOBIEHHBIN PacTBOP
MYTHBIN WJIM B HEM 00pa30BaJICs 0CAI0K, HE UCTIONb3yiTe ero. He BcTpsaxuBaiiTe pacTBop.

4. PacTBOp cileqyeT UCIIOIB30BaTh B TEUEHUE 24 4acoB M0OCJIE BOCCTAHOBIIEHUS IIPU
Temneparype xpaHeHus Hike 25 °C.

IIpumeHeHue
1. TlapeHTepanbHble JIEKapCTBEHHBIE CPEICTBA JOKHBI ObITh POBEPEHBI HA HATUYUE

TBEPJIbIX YaCTHUIL 10 BBEJIEHUS, JOJDKEH MCIIOJIb30BaThCs TOJIBKO MPO3payuHbli, OECIIBETHBIN
pacTBop 0€3 BHIUMBIX MEXaHUYECKUX BKIIFOUCHHA.
2. JlexapCTBEHHOE CPEJICTBO CJIEAYEeT BBOAUTh BHYTPHUBEHHO UM BHYTPUMBIIIEYHO. PacTBOp

HY)KHO BBOJIUTH MEJJIEHHO.
JU1s BHYTpUMBIIIEYHBIX HHBEKIUI 00beM He JOJDKEH MPEBbIATh 2 MJ1 Y AeTeil U MOPOCTKOB U 3
MJT 'y B3POCIIBIX.
JlJ1s1 BHYTpUBEHHOT'O BBEJICHHSI BOCCTAHOBJICHHBII pacTBOP AOJKEH OBITh pazBeneH B 100 mi
pactBopa xjopuaa Hatpus 9 mr/mi (0,9 %) 1 MHBEKINI WK pacTBOPA TITFOKO3BI 5 %.
Paz0aBieHHBIN pacTBOP MOXKET 100aBIATHCA K YK€ MPOBOASIIEHCS HHPY3UH pacTBOpa HATPUS
xyiopusa 9 mr/mui, 1100 pacTBopa IriroKo3bl 5 % ¢ TakuM pacdeToM, 4ToObl BBEICHHE PacTBOpa
POM301I0 B TeueHue 1-2 yacoB. He BBoaMTE Ipyrue jJeKapCcTBEHHbIE CPEJCTBA B OJIUH U TOT K€
BHYTPUBEHHBII TocTyn Bo BpeMs BBeaeHUs: OHkacnapa (cM. pasaen 4.2.).
[Tocne pa3baBiaeHus pacTBOp CleAyeT HEMEUIEHHO UCIIOb30BaTh. Eciayn HeMeieHHoe
UCTIOJIb30BaHUE HEBO3MOXKHO, pa30aBIIEHHBIN paCTBOP MOKHO XPAaHHUTh MIPU TEMITEPAType OT 2 110
8 °C ne 6onee 48 yacoB (cM. paznen 6.3.).

YTuanzaius 0TX010B
[Ipenapar Onkacnap npenHa3Ha4eH TOJIbKO IS OJHOKPATHOTO BBeAeHUs. Bech ocraBmmiics
JIEKapCTBEHHBIN MpenapaT U OTXO/IbI CIEAYET YHHUTOXKUTh B YCTAHOBJIEHHOM IMOPSJIKE.
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7. AEPKATEJIb PETUCTPAIIMOHHOI'O YOCTOBEPEHUSA

«Jlabopatopuu Cepsre» / Les Laboratoires Servier
92284 ®panmus, Cropen Cenekc, yi. Kapuo 50 / 50, rue Carnot, 92284 Suresnes cedex, France

7.1. Hpe)ICTaBI/ITe.]'IL AepKaATEC/IA PETUCTPALUOHHOI'O YIOCTOBEPECHUSA

[Iperen3uu notpeduTeNell HaMPaBIATh MO aAPECy:

Poccuiickas ®enepanus Pecny0siuka Kazaxcran n Kpipreizckas
AO «Cepsbe» Pecmy0iuka

125196, r. Mockga, yi. JlecHas, oM 7, aTax TOO «Cepsbe KazaxcTan»

7/8/9 050020, KazaxcraH, r. Aamatsl, mp. JocThIK,
Ten.:+7 (495) 937 07 00 310r

daxkc: +7 (495) 937 07 01 Ten.: +7 (727) 386 76 62

DO7. moura: servier.russia@servier.com On. noura: kazadinfo@servier.com
Pecny6siuka benapych Pecnybiuka ApmeHust

IIpencraButensctBo YAO «Les Laboratoires [IpencraBurensctBo «Jlaboparopuu CepBbe»
Servier» (Opanuysckas PecrryOnuka) B 0002, r. EpeBan, yn. AMupsiHa, 15, Mmarasun
Pecrry6nuke benapych 100, KenTpon

220030, r. MuHck, ya. MscaukoBa, 70, od. 303 Ten.: +374 (10) 50 50 74

Ten.: +375 (17) 306 54 55/56 1. moyra: pvarmenia@servier.com

On. moura: officeBY @servier.com

8. HOMEP PETUCTPAIIMOHHOI'O YAOCTOBEPEHUS
JITI-Ne(000545)-(PT-RU)

JITI-Ne 000545 -TTI-KZ

JITI-Ne 000545 -TTI-KG

JITI-Ne 000545 -TTI-BY

JITI-Ne 000545 -TTI-AM

9. IATA IEPBUYHOI PETUCTPALIMM (ITOXTBEPKIEHUS
PETUCTPAILIAU, IEPEPETUCTPAIIAN)

JlaTa niepBoi perucTpanuu:

B Poccuiickoit ®eaepanun 04.02.2022
B Pecniy6nuke Kazaxcran 21.02.2022

B Keipreizckoit PeciyOmnuke 28.02.2022
B Pecny6nuke benapycs 01.03.2022

B Pecny6nuke Apmenust 09.03.2022

10.JATA IEPECMOTPA TEKCTA
OO6m1ast XxapakTepUCTHKA JIEKAPCTBEHHOrO npernapara OHKacnap JOCTyIHA Ha HH)OPMAIIMOHHOM

noprane EBpa3uiickoro 3koHOMH4eCKOro coro3a B MH(OPMallnOHHO-KOMMYHHMKAIIMOHHOM ceTn
«nTepuer»

https://eec.eaeunion.org/
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