OBIIIAA XAPAKTEPUCTHUKA JEKAPCTBEHHOI'O
HHPEITAPATA

\ 4 JlaHHBIN JEeKapCTBEHHBIN Mpenapar MOMJIEKHUT OMOJHUTEILHOMY MOHHUTOPHHTY. OTO
MO3BOJIUT OBICTPO BBIIBUTH HOBYIO HH(MOpMaIuio mo Oe3omacHOCTH. Mbl oOpamiaeMcs K
paboOTHUKAM CHCTEMBl 3APaBOOXPAHEHHsI C MPOCHOO COOOIMIATh O JOOBIX TOI03PEBACMBIX
HEXXEJAaTeNbHBIX peakiusaX. [IopsIok cooOIeHNsI 0 HeXeNaTeIbHBIX PEaKIUAX MPEICTaBICH B
paznene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Omnkacnap, 750 ME/Mn, nrnodunuzar 1j1si IpUroTOBJICHHS pacTBOpa I BHYTPUMBIIIICYHOTO
BBEJICHUA U HH(Dy3uit

2. KAUECTBEHHBIN U KOJINYECTBEHHBIN COCTAB

JlelicTBy1oIIIee BEIIECTBO: mIracmaprasa’™

Kaxnpiit paaxon cogepxur 3750 ME** maracnaprassi.
[Tocne BoccranoBnenus 1 mit pactBopa conepkut 750 ME maracmaprassi.

* IIsracnapra3sa siBJISETCS KOBaJCHTHBIM KOHBIOTaTOM HaTUBHOMU L-acniaparunassl,
CHUHTE3UPYEeMON MUKpOOpranusMoM Escherichia coli, c MOHOMETOKCUIIOIUATHIICHTJTMKOJIEM.
**Onnoit ME cuntaercst KonmuuecTBo epMeHTa, He00X0IMMoe sl BBICBOOOKIeHHs | MKMOJIb
aMmMoHusi B MuHyTY nipu pH 7,3 u temneparype 37 °C.

AKTUBHOCTB ¥ 3()()eKTUBHOCTH JIEKAPCTBEHHOI'O TIpenapaTa He ClIeAyeT CPAaBHUBATH C JPYTUMHU
MATHIMPOBAHHBIMY WIIM HEIATHIIMPOBAHHBIMU IPENapaTaMy, OTHOCSIIIMMUCS K TOHU ke
¢bapmakoTepaneBTHYeCcKoi rpymme (moapoOHyto nHpopMauio cM. B pazzaene 5.1.).

[TonHbIi epeyeHb BCIIOMOTaTeNbHbBIX BEMIECTB MPUBEIIECH B pazaene 6.1.

3. JEKAPCTBEHHASA ®OPMA

Jlnodunusar A NPUTOTOBJICHUS PaCTBOPA Il BHYTPUMBIIICYHOTO BBEJICHHS U MH(Y3HUH.
[TopucTas macca 6e510ro UM OYTH OEJIOTO IBETA.
ITocne BoccTaHOBIIEHUS: IPO3PAYHBINA, OECIIBETHBIN pacTBOp, 6€3 BUIMMBIX YaCTHII.

4. KIMHUYECKHUE JAHHBIE

4.1. Iloka3aHus K NPUMEHEHHIO

Omnkacrmap 1moka3aH K IPUMEHEHHUIO Y B3POCIBIX U JIETEH B BO3pacTe OT POXKACHUS 10 18 et ams
Tepanuu octporo auMdoodaactHoro jaeiikosa (OJIJI) B koMOMHALUM ¢ APYTUMH
MIPOTHBOOITYXOJIEBBIMU TIpENapaTaMH.

4.2. Pe:xxum 103MpPOBaHUA U CIIOCOO MPUMEHEHM S

Haznauenue u BBeseHue npenapara OHKacnap JI0JKHO IPOBOJUTHCS BpauyoM UM MEIULUHCKUM
PabOTHUKOM, HMEIOIIIUM OITBIT IIPUMEHEHHSI IIPOTHBOOITYXOJICBBIX JICKAPCTBEHHBIX TPEIapaToB.
EFO cne;[yeT BBOJIUTH TOJIBKO B yCHOBHHX CTaI_[I/IOHapa, TrAc UMCCTCS COOTBCTCTBYIOH_ICC
peannManoHHoe obopyaoBanue. Heobxoammo nMpoBoAUTh THIATENHHOE HAOIIOIEHUE 32
IMalIfMCHTOM Ha Hpe,Z[MeT paSBI/ITI/ISI KaKI/IX-HI/IGO HCIKCIIATCIIbHBIX peaKLII/Iﬁ Ha HpOT}I)KeHI/II/I BCEIro
BBEICHUS penapara (cM. pazzaen 4.4.).



Pexum no3upoBanus
[Tpenapat OHKacmap 0OBIYHO Ha3HAYAETCS B COCTaBE KOMOMHUPOBAHHOM XUMHUOTEPAITHH C
JIPYTMMHU [IPOTUBOOITYXOJIEBBIMU TIpenapaTaMu (cM. pasaen 4.5.).

Bspocnvie nayuenmot 6 6ozpacme om 18 0o <21 2o0a

PexoMeHlyeMas f03a [Js HAlMEHTOB ¢ IuIomanbio mosepxHoctu Tena (IIIT) > 0,6 > u B
Bo3pacte oT 18 < 21 rona cocraBnser 2500 ME maracmapraszsl (3kBUBaJIeHTHO 3,3 MJI Ipenapara
Omnkacnap)/m? IJI0Iaau TIOBEPXHOCTH Tejla Kaxble 14 qHel.

Bspocnvie nayuenmot 6 6ozpacme > 21 200a

Ecnu He ykazaHo nHoe, peKoMeHayeMast 1032 JIIsl B3pOCibIX MAIllMeHTOB B Bo3pacte Ooiee 21 roxa
coctapiser 2000 ME maracnaprassl (3KBUBaIeHTHO 2,67 Mi npenaparta OHKacnap)/m? miomanu
IIOBEPXHOCTH TeJla Kaxable 14 nHel.

JleueHre MOKHO KOHTPOJIMPOBATH IO aKTUBHOCTH CHIBOPOTOYHOM acraparnHasbl, ONpeaesieMoi
nepes CIeIYIOIIUM BBeIeHHEeM Taracnaprasbl. Eciiu akTHBHOCTE aciapariHasbl HE JIOCTUTAeT
IIEJIEBOTO 3HAYCHHS, MOXKHO PACCMOTPETh BO3MOXKHOCTB TIEpeXo/1a Ha IPyToil mpemnapar
acmaparusassl (cM. pasaen 4.4.).

Oco0ble rpynnbl NaMeHToB

Ilayuenmsi ¢ Hapywenuem hyHKyuu nouex

[Tockonpky maTacmaprasa npeacTaBisieT co00i OOk ¢ BRICOKON MOJICKYJIIPHOM Maccoid, oHa HE
BBIBOAUTCA MMOYKaMH, TO3TOMY HET H€06XOI[I/IMOCTI/I B KOPPCKIHUHU J03bl Yy TAIUCHTOB C
HapylieHneM (QyHKINU TOYeK.

Iayuenmvi ¢ HapyweHuem hyHKyuu nevyeHu
Koppekuuu 10361 y nNalmeHToB ¢ HapylIeHHneM (QyHKIHU IeYeHU He TpedyeTcs.

Lloorcunvie nayuenmuol
JlaHHBIE O TPUMEHEHUU TIperapara y NaiueHToB crapuie 65 JIeT OorpaHuYeHbI.

eTH
Jlemsam 6 6o3pacme om podicoenus 0o 18 nem
PexoMeHiyeMas [03a [/ MALMEHTOB ¢ MIOMaAbio nosepxHoctyu Tena (II1T) > 0,6 m?
coctapiser 2500 ME moracnaprassl (3kBuBaneHTHO 3,3 M1 npenapata Onkacnap)/ M? mIomaam
IIOBEPXHOCTU TeJa Kaxable 14 nHel.

JeTtam ¢ miommaapio moBepxHoctu tena < 0,6 M2 cieayeT BBOAUTH B Ao3¢ 82,5 ME maracnaprassl
(axBuBanentHo 0,1 mi npenapata OHKacnap)/Kr Macchl Tena Kaxapie 14 nHei.

Croco6 npuMeHeHus
Mepwi npedocmoposicHocmu, npuHumaemvie neped npUMeHeHuemM npenapama uiu npu
obpawenuu ¢ HuUM

WNudopmanus no pabore ¢ HUTOTOKCUYECKUMH IIperapaTaMy MpuBeieHa B pasjaeie 6.6.

[Tpenapar OHKacmap MOKHO BBOAWTH BHYTPHMBIIIECYHO (B/M) HITH C IOMOIIBIO0 BHYTPHUBEHHBIX
(B/B) nH]Y3HIA.

Jli1g BBeieHUs1 HEOOIBIINX 00bEMOB IIPEIIOUTUTEIBHBIM ITyTEM BBEJCHHUS SIBIISIETCA
BHYTpHUMBIIIEYHbIH. [Ipy BHYTpUMBIILIEYHOM Ha3HAYEHUU OJHOMOMEHTHO BBOJMMBII 00beM
npenapata OHKacnap He JI0JKEH MPEBbIaTh 2 MJ1 Y A€TEH U OJPOCTKOB U 3 MJI y B3POCIIBIX.
ITpu HEOOX0IMMOCTH BBeIeHUs OOJIbIIEro 00beMa MpenapaTa ero cieayeT BBECTH OCPEACTBOM
HECKOJIBKMX HHBEKIMI B Pa3HbIE MECTA.

[Tpu BHyTpHuBeHHON MH(GY3UU npenapat OHKacmIap I0JKEH BBOJAUTHCS KaleabHO B TeueHue 1-2 u
B 100 M1 0,9 % pacTBOpa HaTpus xyopuaa uiu 5 % pacTBopa AEKCTPO3bI (TJIFOKO36I).

Pa30aBneHHBIN pacTBOP MOXKHO JOOABIATH K yxke mpoBoaumMoit nuudysuu uiu ¢ 0,9 % pactBopom
HaTpus xyopuaa uiu 5 % pacTBOpoM IEKCTPo3bl (TI0K03bl). He cneayer BBonUTh pyrue



JICKApCTBCHHBIC MPLCIIapaTbl OATHOBPEMCHHO 110 OI[HOﬁ U TOH K€ CUCTEME AJIs1 BHYTPUBCHHBIX
nH(py3ui, uro u npemnapat OHKacHap.

WHCTpYKIIMK TIO BOCCTAHOBJICHUIO U pa30aBJIEHUIO 3TOTO JIEKAPCTBEHHOTO CPEJICTBA MIPHBEICHBI
B pazzene 6.6.

4.3. IIporuBomoka3zaHusi

['unepuyBCTBUTENBHOCTH K MIATACMaprase WiM K JIIoOOMY M3 BCIIOMOTATeNIbHBIX BELIECTB,
IIEPEUNCIIEHHBIX B pa3zene 6.1.

Tspkenast medeHoUHas HEAOCTATOYHOCTh (KOHIIEHTpaIus OnianpyOrnHa B CBIBOPOTKE KPOBH,
MpeBbIIIAIONIas 0ojee 4yeM B 3 pa3a BEpXHIOIO TPaHMIly HOPMbI; aKTUBHOCTh TPaHCAMUHA3,
npeBbIIaronias 6osuee yem B 10 pa3 BEpXHIOIO TPaHUILy HOPMBI).

Tspxenbie TpoMOO03bl, CBI3aHHBIE C Tepanuell L-acnaparnnasoii B anamHese.

Hannune B anamMHe3e maHKpeaTuTa, BKJIKOYas MAHKPEATHUT, CBA3AaHHBIN C MPEbIAYILEH Tepanuen
L-acnaparunasoii (cm. pasgen 4.4.).

Tsxenpie TeMOpparndeckue OCI0KHEHU, CBSI3aHHBIE C Tepanuen L-acnaparnHaszoii B aHaMHeE3€
(cm. paznen 4.4.).

4.4. OcoOble yka3aHusi U MepPbl NPeA0CTOPOKHOCTH NIPH MPUMEHEHU U

ITpu xaxxom BBeaeHHUHU npenapata OHKacnap NalueHTy, HACTOSTEIbHO PEKOMEHAYETCS
pPEruCTpUpOBaTh HA3BaHUE U HOMEP CEPUU MpenapaTa JUisd COXpaHEeHHUs HHPOPMALIUHU O TOM,
Kakas y IalMeHTa NCII0JIb30Bajlach Cepus Ipernapara.

AHTHTENIA K acnaparuHase

B cBs13u ¢ NOTEHIIMAIBHON HEUTPAIU3YIOIIEH aKTUBHOCTBIO aHTUTEI K acliaparuHase, ux
BbIpA0OTKA MOKET COIIPOBOKAATHCS CHUKEHUEM aKTMBHOCTH acraparnHasbl. B Takux ciryyasx
ClIelyeT pacCMOTPETh BO3MOKHOCTB IIEPEX0/A HA IPYroi mpenapar acriapariHassl.

HJ’IH HCKIIIOYCHUA YCKOPCHHOI'0O CHUXKCHUS aKTUBHOCTH acCliaparvHasbl CJICAYCT ONIPCACIATH
AKTUBHOCTD acCllaparnHa3bl B CBIBOPOTKC HUJIU B IJIa3MC KPOBH.

'MnepyyBCTBUTEILHOCTD

B XO0A¢C TCpalru MOTYT pa3BUBATLCA PCAKIUHN THIICPYYBCTBUTCIIBHOCTH K II3racraprasc, BKIro4as
OTIACHYIO IS )KU3HU aHa(DHUIIAKCHIO, B TOM YHCIIE Y TAIIMEHTOB C TIOBBIMICHHON
YyBCTBUTEIHHOCTHIO K JIEKAPCTBEHHBIM IpenapaTaM acraparuHasbl, oixydaeMoit us E.coli.
Jlpyrue peakiuy THIepYyBCTBUTEIIEHOCTH MOTYT BKJIFOUATh aHTHOHEBPOTUYECKHI OTEK, OTEK
ry0, OTeK IJ1a3, 3pUTeMy, CHIDKEHHE apTepHaIbHOTO 1aBJICHUs, OPOHXOCIIAa3M, OJIBIIIKY, 3y U
ChINb (cM. paznensl 4.3. u 4.8.).

B xadecTBe MCPBI IMIPEAOCTOPOIKHOCTH MALIUCHT NJOJIKCH OCTABATHCA IO HaGJHO,Z[GHI/IeM B
TEYCHHUE Yaca Mociie BBEICHUS Mperapara; J0JDKHBI ObITh JOCTYITHBI PeaHUMAIIMOHHOE
000pyI0BaHUE U JAPyrue HEOOXOAMMBIC CPEICTBA IS JICUCHHS aHAPHIAKCUH (APEHANH,
KHCIIOpPO/I, TIIFOKOKOPTUKOCTEPOU/IBI JUIsl BHYTPUBEHHOI'O BBEJICHUS U JIp.). Y MallUEHTOB C
CephE3HBIMU PEAKIIUSIMH THIIEPUYBCTBUTEIIBHOCTH CIICAYET MMPEKPATUTh BBEJICHHUE TIpenapaTa
Omnkacnap (cM. pazaensl 4.3. u 4.8.). B 3aBUCHUMOCTH OT CTETIEHU TSHKECTH CUMIITOMOB, B
Ka4yeCTBE JICUCHUSI MOXKET MOTPeOOBATHCS BBEJICHUE aHTUTHCTAMHHHBIX MPETapaToB,
TITFOKOKOPTUKOCTEPOHIOB M BA30TIPECCOPHBIX JICKAPCTBEHHBIX TPEIIapaToB.

BiusHue Ha MOHKENTYI0UHYIO Kelle3y
VY nanueHTos, noiay4yaBmux npenapat OHkacnap, HaOIIOAANOCh pa3BUTHE TAHKPEATUTA,
BKJIIOYasi FeMOpparn4eckuii 1 HeKPOTU3UPYIOLIMHI C JIETAIbHBIM UCX0JI0M (cM. pazzaen 4.8.).

HaHI/IeHTI)I JOJIXKHBI OBITE I/IH(l)OpMI/IpOBaHLI O MMpU3HAaKax U CUMIITOMAx IMaHKpPE€aTuTa, KOTOPLIC,
IIpU OTCYTCTBUH JICYHCHHUA, MOT'YT IIPUBCCTU K JICTAJIBHOMY UCXOY.



[Tpu nono3peHnn Ha pa3BUTHE MAHKpeaTUTa Tepanus npemnaparom OHKacnap A0JKHA ObITh
IpeKpalieHa; Mpyu NOATBEPKICHUN UarHo3a MaHKpeaTHTa, Tepanuio npenaparoM OHkacnap
BO300HOBIISTH HE CIEAYET.

J11 BBISIBJICHHS] pAaHHUX MTPU3HAKOB BOCIIAJICHUS MOJHKENYI0UHOM JKeJe3bl CIeyeT 4acTo
KOHTPOJHMPOBATh aKTUBHOCTH CHIBOPOTOYHON aMMiIa3bl W/WIH Junasbl. [IocKonbKy mpu
OJIHOBPEMEHHOM NpUMEeHEeHNH npenapara OHKacnap U NpeIHU30JI0Ha MOXKET HaOII0AaThCs
HapyLIEHHE TOJIEPAHTHOCTH K IJIFOKO3€, CJIEYET KOHTPOJIUPOBATh KOHLEHTPALIMIO IJIFOKO3bI B
KpPOBH.

Koarynonatus
VY manueHToB, MOJyYaroliX maracrnaprasy, BO3MOXKHO Pa3BUTHE CEPHE3HBIX TPOMOOTHUECKUX

SIBIIGHUH, B TOM YHCJIE TPOMOO03 CaruTTAIBHOTO CUHYca (cM. pa3zaen 4.8.). YV manueHToB ¢
TSDKEITBIMU TpOMOO3aMHu BBeZIcHHE TipenapaTa OHKacnap ClieyeT MPeKpaTHTh.

VY manmeHToB, MoJIyyaroux Maracmnaprasy, MOryT HaOII0JaThCs yBETUUYEHUE TPOTPOMOUHOBOTO
BpeMenu (I1B), wactuunoro tpombomiactuaoBoro Bpemenu (UTB) u runodubpruHOreHeMus.
[Toka3zaTenu KOaryJisLuuy cieayeT KOHTPOJIUPOBATh Nepe] HauajJoM Teparnuy U MepruoguYecKl BO
BpEMS U 1OCJIE JICUEeHUsI, 0COOCHHO MPU OJHOBPEMEHHOM NMPUMEHEHUH IPYTHX JIEKapCTBEHHBIX
MPENapaToB ¢ aHTUKOATYJITHTHBIM JICHCTBUEM, TAKUX KaK alleTHIICAIUIIMIOBAs KHCIOTa U
HECTepOUIHbIE MPOTUBOBOCHAIUTENbHBIE TIpenaparsl (cM. pazaen 4.5.), Wiu Ipy 0JTHOBPEMEHHOMN
XMMHUOTEPAINU TI0 CXeM€, BKIIIOYAIOIEH, B TOM YHCJIe METOTPEKCaT, TayHOpyOUIIHH,
TIIIOKOKOPTUKOCTepouibl. [IpH BeIpaskeHHOM CHIKEHUH (pUOpUHOreHa Uiy neduunre
antutpombuna III (ATIID) cnexyer paccMOTpeTh BO3MOXXHOCTh MPUMEHEHHS COOTBETCTBYIOIIEH
3aMECTUTEJILHON TEpanuu.

OcTeoHekpo3

[Ipu coBMeCTHOM IPUMEHEHUU IIpenaparTa ¢ NIFOKOKOPTUKOCTEPOUIAMHA OCTEOHEKPO3
(aBacKyJIIpHBIN HEKPO3) SIBIISETCS BO3MOKHBIM OCJIOKHEHUEM IMIIEPKOATYJISILUH, KOTOPOE
OTMEYaeTCsl y AETeH M MOJPOCTKOB, Yalie y neBovek (cM. pazaeinsl 4.5 u 4.8). [TosTomy
peKOMEeHAyeTC s TIIATeIbHOE HAOI0ACHUE 3a MAUeHTaMH JIETCKOTO U MOAPOCTKOBOIO BO3pacTa
C LIEJIBIO BBISIBJICHUS JIIOOBIX KJIMHUYECKUX MPU3HAKOB/CUMITOMOB OCTeOHEKpo3a. KinnHuueckoe
CY’KICHHE JIEYAIET0 Bpaya J0JDKHO ONPEENSTh IIIaH Tepaluy Kak0ro MalrueHTa Ha OCHOBE
MHAUBUAYATbHON OLIEHKH I0JIb3bI/PUCKA B COOTBETCTBUH C KIMHUYECKUMHU PEKOMEHAAIMSIMHU 110
nedennto OJIJI n npuHLIKMIIAMU TOAAEPKUBAIOLIEH TepanyH.

Buusiaue Ha meyeHn
KomOunupoBannas Tepanus npenaparom OHKacnap ¢ IpyruMu renaToTOKCHYHBIMU
JIEKapCTBEHHBIMH TperapaTaMy MOXKET OKa3bIBaTh TSKEI0€ TOKCUUECKOE JCHCTBHEC HA TICYCHb.

Heo6xonnmo co0mo1aTh OCTOPOXKHOCTh IPY Ha3HaueHUH npemnapara OHKacmap B COYETaHUU C
renaToTOKCUYHBIMU IpenapaTaMu, 0COOEHHO MPU HAJTMYUU HapyILIeHUH QyHKINUN IEUYEHH.
Crenyer npoBOAUTh HAOJIIOAEHUE 3a MALUEHTAMU JUISI BBISIBICHUS M3MEHEHUI CO CTOPOHBI
nokasarenei pyHKINU IEUYEHH.

VY nanueHToB ¢ ¢punanenbGuiickoil XxpoMOCOMOM, Y KOTOPBIX JIEYeHHE HHTUOUTOpaMH
TUPO3UHKMHA3bI (HalIpUMep, IMAaTUHUOOM) coueTaeTcs ¢ Tepanueit L-acnaparunasoii,
BO3pacTaeT PUCK Pa3BUTHsI F€NaTOTOKCUYHOCTH. DTO CIEAYET YUYUTBIBATH IPH PACCMOTPEHUH
BOIIpOCa O IpUMEHEHUH npenapara OHKacnap y TaKuX MalueHTOB.

W3-3a pucka pa3BUTUS THIEPOMITUPYOUHEMUH PEKOMEHAYETCS KOHTPOJIMPOBATh KOHLIEHTPALIUIO
OunrpyOuHa repe]] HagaJIloM Tepalyy U Tepel BBEACHUEM KaKO! JT03BI.

BiusiHue Ha IEHTPaIBbHYIO HEPBHYIO CUCTEMY

KoMmOunMpoBanHas Tepanus npenaparoM OHKacmap MOKET OKa3bIBaTh TOKCHYECKOE JICHCTBUE
Ha [IEHTPAIbHYIO HEPBHYIO cucTeMy. Coo0IIanocs o ciydasx pa3BUTHs dHIe]anonaTuu
(BKITIOYAsi CHHIpOM 00OpaTHMOH 3aHei neitkodnmedanomarun) (cM. pazuen 4.8.).




[Ipenapat OHKacmap MOXET BbI3bIBATh MPU3HAKH U CUMITOMBI HAPYILIEHUN CO CTOPOHBI
LEHTPAJIbHOW HEPBHOM CUCTEMBI, TAKUE KaK COHJIMBOCTh, CIyTAHHOCTh CO3HAHMS, CYJOPOTH.
[TarueHTH! JOKHBI HAXOAUTHCS TIOJT IPUCTATHHBIM HAOIIOJEHUEM JIJISl BBISIBIICHUS ATHX
CUMITOMOB, 0COOEHHO eciy npenapat OHKacnap NPUMEHSIOT B COYETAHUU C HEHPOTOKCUYHBIMU
JIEKapCTBEHHBIMHU TpernapaTaMu (TaKUMH KaKk BUHKPUCTHUH U METOTpEKcaT; cM. pasnen 4.5.).

Muenocynpeccus

IIsracnaprasa MOXeT BbI3bIBaTh MUEJIOCYIIPECCHIO, IIPSIMO MJIM KOCBEHHO (M3MEHSIS
MUEJIOCYIPECCUBHOE JIEHCTBHUE APYTUX JIEKAPCTBEHHBIX MPENApPaTOB, TAKUX KaK METOTpEKcaT WIN
6-mepkanTonypuH). Takum oOpa3oM, mpuMeHeHue npenapara OHKacmap MOKET PUBECTH K
YBEJIIMYEHUIO PUCKA PAa3BUTUS MH(PEKIIMOHHBIX 3a00I€BaHUM.

YMeHbIIeHHE KOJIMYECTBA UPKYTUPYIOMUX JTUM(POOIACTOB YaCTO JOBOJIHHO BBIPAKEHO, a
HOPMaJIBHOE WJTH CIIMIIKOM HU3KOE KOJIMYECTBO JICHKOIIMTOB YaCcTO HAOIIOAAETCS B IIEPBbIC THU
1ocje Havajga Teparnuu. ITO MOKET OBITh CBSI3aHO C BHIPAXKCHHBIM MOBBIIIIEHUEM KOHIICHTPALUU
MOYEBOI KHCIIOTHI B CBIBOPOTKE. MOXKET pa3BUTHCS MOUeKucast HeponaTtus. [y KOHTposs
TepaneBTHUEcKOro 3¢ pexra HeoOXOMMO TIIATEIHHO KOHTPOJIUPOBATH MTOKA3ATENIN
nepudeprIecKkoil KpOBU M KOCTHOTO MO3Ta MAIlUEHTA.

l'unepamMMmoHuemMus

AcnaparuHaza criocoO0CcTByeT ObICTPOMY MPEBPALICHHUIO acliapariHa 1 IiyTaMHUHa B
acTaparvHOBYIO U TTTYTAMUHOBYIO KUCJIOTBI, IPUYEM aMMOHUH SBJISIETCS] OOIINM TTOOOYHBIM
MPOIYKTOM 00enx peakuuid (cM. pazzaen 5.1.). CaenoBarenbHO, BHYyTPUBEHHOE BBEJICHUE
acrmaparmHa3bl MOKET IPUBECTU K PE3KOMY MOBBIIICHUIO KOHIIEHTPAIIMH aMMOHHUS B CHIBOPOTKE
rocJie BBEJCHU Mpemnapara.

CHUMITTOMBI THTIEPAMMOHHUEMHUHN 9aCTO HOCAT MPEXOAIINA XapaKTep U MOTYT BKIIOYaTh:
TOIITHOTY, PBOTY, TOJIOBHYIO 00JIb, TOJIOBOKPYKEHHE U ChINb. B TSDKENBIX CIydasx MOKET
pa3BUTHCA dHIEANTONATHS ¢ HapyIIeHHeM (PYHKIIMY MTeYSHH W 0e3 Hee, 0COOCHHO Y TIOKHUITBIX
JFO/IeH, YTO MOYKET OBITh OMACHBIM IS KH3HH WM IPUBOIUTH K JIETATbHOMY nucxoay. [Ipu
HAJTMYUU CUMIITOMOB TUTIEPAMMOHUEMUH CIIEAYET TIIATEIHHO KOHTPOIUPOBATH KOHIICHTPAIUIO
aMMOHHS.

KonTpanenmus

Bo Bpems neuenus npenapatom OHKacmap U B TE€YEHHUE, [0 MEHbIIIEH Mepe 6 MeCAIIEB MOCTE €ro
npeKpamcCHus CJICAYCT IIPUMCHATH HAACKHBIC MCTOAbl KOHTPACIIIIUU, 3d HCKIITFOUCHUCM
nepopasibHbIX KOHTpalenTUBOB. [10CKONbKY Helb3s UCKIIOYUTh KOCBEHHOE B3aUMO/ICHCTBHE
MEXKy IepOPAIBHBIMU KOHTPALENITUBAMHY U II2racrapra3ou, IpUuMEHEHNe IepOpaIbHbIX
KOHTPAIIETITUBOB HE CYUTAETCS MTPUEMIIEMBIM METOJIOM KOHTpAICHINH (CM. pasnensl 4.5. u 4.6.).

Copepxanue HaTpus
JlaHHbI npenapar coiep>kut MmeHee 1 Mmoib HaTpus (23 Mr) Ha 103y, TO €CTh, 110 CYTH, HE
COJIEPKUT HATPHSL.

4.5. B3aumopaeiicTBHe ¢ IPYrMMU JIEKAPCTBEHHbIMH NpPenapaTaMu U Apyrue BUAbI
B3aNMOJECHCTBUSA

CHmKeHue mracnapra3oi KOHIIEHTPAITUH OCIIKOB B CBIBOPOTKE KPOBU MOXKET MTPUBECTH K
YBEJIUYEHHUIO0 TOKCUYHOCTHU JIPYTHX JIEKAPCTBEHHBIX CPEJICTB, CBA3AHHBIX C OEJIKaMU CHIBOPOTKHU
KpPOBH.

Kpome Toro, uHruOupys cuHTe3 Oenka U JelieHne KIeTOK, Iracmnaprasa MoKeT HapyIiaTh
MEXaHU3M JIEUCTBUS APYTHUX MPENapaToB, sl OCYIICCTBICHUS MEXaHN3Ma JEHCTBUSI KOTOPBIX
TpeOyeTcs IeJIeHne KIIETOK, HallpuMep, METOTpeKcaTa.

MeroTpekcaT u uTapabuH MOTYT MTO-pa3HOMY B3aUMOJICHCTBOBATH C MpernaparoM OHKachap: ux
MIPEIIECTBYIONIEE BBEICHIE MOKET CHHEPTeTUYECKH YCUIIUBATh JeHCTBHUE maracnaprassl. Ecnu



9TH NpenapaTthl IPUMEHSIOTCS NOcie BBEACHUs Npenapata OHKacnap, AefcTBHE MAracnaprassl
MOYKET OBITH OCJIA0JIEHO AHTAarOHUCTUYECKH.

Haracnapra3a MOXKET BJIUATH HA MeTaGOHI/BM " BBIBCICHUC JPYTUX JICKAPCTBCHHBIX CPCACTB,
YUMTHIBAs €€ BIMSHUSA HA CUHTE3 OesKa M (QYHKIIHMIO IEYeHH, a TAK)KE€ COBMECTHOE MPUMEHEHHE C
APYTUMU XMMHUOTEPAIIEBTUYECKUMU IIPENapaTaMu, KOTOpbIE, KaK U3BECTHO, B3aUMOJICHCTBYIOT C
dhepmeHTaMu cucteMbl IuToxpoma P450.

IIpumenenue npenapata OHKacnap MOKET COIIPOBOXKAATHCS PA3IUYHBIMUA 3HAUEHUSIMU
KOHIIEHTPaLUHU (PAKTOPOB CBEPTHIBAHUS KPOBU. DTO MOXKET CIIOCOOCTBOBATh Pa3BUTHIO
CKJIOHHOCTH K KPOBOTEUEHHIO U/UiH TpoMOo3y. [loaToMy HeoOxoaumo cobiaroaaTh
OCTOPO>KHOCTB IPU OTHOBPEMEHHOM HAa3HAYECHNUU aHTHKOATYJITHTOB, TAKMX KaK KyMapHH,
refapuH, a TaKKe, IUIMUPHUIaMoJIa, alleTUIICAIULIUIOBON KUCIOThI MIIM HECTEPOUTHBIX
IIPOTUBOBOCIIAJIUTEIIBHBIX IPENAapaTOB, WIH IIPU OAHOBPEMEHHOM Ha3HAYCHUH CXEMBI
XMMHUOTEpAINH, BKIIOYAIOIeH METOTpEKCaT, AayHOPYOHIIMH, TITIOKOKOPTUKOCTEPOUIBI.

[Tpn ogHOBpEMEHHOM NMPUMEHEHUH TITIOKOKOPTUKOCTEPOUIOB (HAPUMED, IIPETHU30I0HA) U
naracraprasbl U3MEHEHUS IOKaszaTesell KoaryJsiiuy (HarpuMep, CHIbKeHne (GuOpuHOreHa u
nedunut antutpombuna I1I) MoryT ObITh O0JIEEC BRIpAXKEHHBIMHU.

[Ihracnapraza MOXKeT MOBBIIIATH PUCK PA3BUTHSI OCTEOHEKPO3a, BEI3BAHHOTO
TITIOKOKOPTUKOCTEPOUIaMH, Y IETEH U TIOAPOCTKOB IPU UX COBMECTHOM MTPUMEHEHHH, C OoJiee
BBICOKHMM PUCKOM €TO IMOABJIICHHA Y ICBOYCK M3-3a IOTCHIUAJIBHOI'O0 YBCIIMYUCHUA SKCIIO3ULIUN
nekcaMmeTa3oHa (cM. pasnensi 4.4 u 4.8).

IIpuMeHeHre BUHKPUCTHHA HETIOCPEICTBEHHO 10 UM BO BPEMS JIEUEHMSI IIAracnaprazol MoXeT
yBEJIMYMBATH TOKCUYHOCTH I3racrnaprassl. Beenenue npenapara OHkacnap nepes BAHKpUCTHHOM
MO>KET IIPUBECTH K YBEIMUEHUIO HEMPOTOKCUYHOCTH BUHKpUCTHHA. Clle10BaTENbHO, IS
YMEHBILIEHHS IPOSIBIECHUI TOKCUYHOCTH BUHKPUCTHH CJIEYeT BBOJUTh HE MEHEE UeM 3a

12 yacoB no npenapara OHKacnap.

Henb34 uckimtodats KOCBEHHOE B3aMMOJICUCTBHE MEXKTY MAracnapra3oi U nepopagibHbIMU
KOHTAalCITUBAMH HU3-3d I'CIIATOTOKCUYHOCTH N3Tracraprasbl, YTO MOXKCET IIPUBCCTU K HAPYIICHUIO
MEYEHOYHOT 0 KJIMPEeHCa NEPOpabHBIX KOHTpalenTHBoB. [1oaToMy oaHOBpeMEeHHOE TPUMEHEHNE
OHKacnapa C IICpOpaJbHBIMHU KOHTPALCIITUBAMU HEC PCKOMCHAYCTCH. >KGHH_II/IHaM C ACTOPOAHBIM
MMOTEHITUAJIOM, CIEAYeT MIPUMEHATh IPYTHUe METOIbI KOHTpareniuu (cM. pasnensl 4.4. u 4.6.).

OpHoBpeMEHHAas BaKLIMHALMS )KUBBIMU BaKLIMHAMU MOJKET PUBOAMTD K YBEIMUEHUIO PUCKA
Pa3BUTHUS TSKENbIX HHPEKIIMOHHBIX 3a00J1€BaHMi, CBA3aHHBIX C UMMYHOCYTIPECCUBHBIM
JeCTBUEM IATacnaprasbl, 0COOCHHOCTSIMH OCHOBHOT'O 3a00JIeBaHUSI 1 KOMOMHUPOBAHHOM
XuMuoTepanuen (cM. pasaen 4.4.). [ToaroMy BakIMHAIUS KUBBIMU BaKIIMHAMU JOJIKHA
IIPOBOAMTHCS HE PaHEE, UYEM Yepe3 3 Mecsila 10cIIe MPEKPALLEHHS TOJIHOIO JIEUEHUs JIEHKO3a.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JTAKTALMA

JKeHIIMHBI ¢ IETOPOHBIM NOTCHIIHAIOM (KOHTPALIEIIINSA Y MY)KUMH ¥ KEHIIHH)

[ManueHThl MYXKCKOTO U )KEHCKOT'O 10JIa JOJDKHBI MPUMEHSTh 3()()EeKTHBHBIC TPOTUBO3a4aTOYHBIC
CpE/ICTBa BO BPEMs JICUCHHS U B TCUCHHE 110 MEHbIIICH Mepe 6 MECSIIIEB TOCIIE MPEKPAICHUS
neuenus npenapatom Onkacrnap. [T0CKOIbKY HEb3s1 HCKITFOUUTh KOCBEHHOE B3aUMO/ICHCTBHE
MEKIy MEepOpabHBIMH MIPOTHBO3aYaTOUYHBIMK CPEACTBAMH U MAracrapra3oi, nepopaibHas
KOHTPAILCTILUS HE CYMTACTCS IOCTATOYHO 0E30IaCHBIM METOIOM B JaHHON KIIMHUYECKOM
curyaiun. JKeHIIUHBI ¢ IETOPOJAHBIM MTOTEHIMATIOM JODKHBI HCIIOIb30BaTh HAICKHBIC METOIbI
KOHTPAIICTILINH, 32 HCKIFOUCHHEM MEPOPAIbHBIX IPOTUBO3a4aTOYHBIX CPEICTB (CM. paszeisl 4.4.
n4.5.).

bepeMeHHOCTH
[TonydyeHO HETOCTATOUYHO IaHHBIX O MPUMEHEeHUU L-acmaparnHassl BO BpeMs OepeMEHHOCTH.

JlanHble 0 mpuMeHeHnu npenapata OHKacnap y 0epeMeHHBIX KEHIIUH OTCYTCTBYIOT.




HccnenoBanust penpo yKTUBHOM (DyHKIIH MTPH MPUMEHEHHUH 3raciaprasbl Ha )KUBOTHBIX He
IIPOBOJIWIINCH, OTHAKO B HCCIIe0BaHUAX L-acnaparrHassl OblIO BEISIBICHO TEPATOI€HHOE
neiicteue (cM. pa3zaen 5.3.). [To aToit npuunHe 1 ucxos U3 GapMaKoJIOTHIECKUX CBOMCTB
npenapara, OHKacnap Hellb3s IPUMEHSTh BO BpeMsi 0€pEMEHHOCTH, 33 UCKIIIOUCHUEM TeX
ClIy4aeB, KOT/1a KITMHUYECKOE COCTOSTHHE KEHIIHMHbI TPeOyeT JISUSHHUs II3racraprasoi.

JlakTamus
JlaHHBIE O BBIACIICHUH II2Tacaprassl ¢ IpyJHbIM MOJIOKOM OTCYTCTBYIOT. Mcxons u3

(hapMaKoJOTHYECKUX CBOMCTB Mpernapara, Helib3sl HCKIIIOUUTh PUCK B OTHOLLIEHUU
HOBOPOJKJCHHBIX U MJIa/ICHLIEB, CBA3aHHBIN C ITOJIy4EHHEM IIpernapaTa yepe3 IpyIHOe MOJIOKO. B
KauecTBE MephI MPEAOCTOPOKHOCTH IPYyAHOE BCKapMIIMBAHHE JJOJHKHO OBITH MPEKPAIIEHO BO
BpeMs JieueHus mpenaparom OHKacnap 1 MOKET ObITh BO30OHOBJIEHO TOJIBKO TOCIIE
MIpEKpalICHUs] IPUMEHEHUs JaHHOTO IIpenapara.

DepTILHOCTD
HccnenoBanus ¢ m3ydeHUEM BIUSHUS MAracnaprasbl Ha GepTUILHOCTh HE MPOBOAMINCH.

4.7. Bausinue Ha CIOCOOHOCTH YNPABJATH TPAHCIIOPTHBIMH CPeICTBAMHU H padoTaTh ¢
MeXaHU3MaMHU

[Tpenapar OHkacnap oka3bIBaeT 3HAUUTEIILHOE BIMSIHNE Ha CHOCOOHOCTh YIPABIIATh
TPAHCIIOPTHBIMU CPEICTBAMU M PabdOTATh C MEXaHW3MaMH. Y MAlMEHTOB, OTyYaBIINX Ipenpar
Omnkacnap BMecTe € APYTHMH JEKapCTBEHHBIMH CPEJCTBAMU JJISI XUMHOTEPATUH, ObUIH
3aperuCTPUPOBAHBI CIICAYIONINE HEKENIATeIbHbBIE PEAKIN: COHIIMBOCTD, CITyTAHHOCTh CO3HAHM,
TOJIOBOKPY>KE€HHE, 0OMOPOK, CYAOpPOTH.

Bo Bpems nmpuema npenapata OHKacnap HanueHTaM cileayeT peKOMEHI0BaTh He BOIUTH
aBTOMOOWJIb U HE YTIPABIISATh MEXaHU3MaMHU, €CJIM OHH OTMEYAIOT HAIMYHME TeX MJIM HHBIX
HE)KEJIATEeIbHBIX PEaKInii, KOTOPbIE MOTYT CHU3UTh CIOCOOHOCTB K BOXKICHHIO aBTOMOOWIIS
YIPAaBIEHUIO MEXaHU3MaMu (CcM. paszzen 4.4.).

4.8. HexenarteJbHbIE peakIuu

Pesrome nmpoduis 6e30nacHOCTH

HexenartenbHble peakiiuy, ONMUCAaHHBIE B JAHHOM pa3zelie, ObUIH BBISBICHBI IPU POBEICHUH
WCCIeA0BaHUM U MPU MOCTPETUCTPALIMOHHOM NMPUMEHEHHH npernapaTta OHKacnap y HalueHTOB C
OJUIL. ITpoduns 6e30macHOCTH MpenapaTa COCTaBJICH HA OCHOBAaHUH JaHHBIX
PaHIOMU3UPOBAHHBIX, KOHTPOJIUPYEMBIX, MPOCHEKTUBHBIX, OTKPBITHIX MHOTOLICHTPOBBIX
cciIeIOBaHMiA ¢ mpuMeHeHneM npenapara OHkacnap B 103e 2500 E/M? BHyTPUBEHHO B KauecTBe
npemapata cpaBHeHus (uccnempoBanus DFCI 11-001 u AALLO7P4). Kpome Toro, mpu
cocTaBiieHUH npoduiia 6e3omacHocTH npenapara OHKacnap ObLIIN TaK)Ke yUTEHBI JaHHbIE

HCCIIeZIOBAaHUM ¢ BHYTPUMBILLIECUHBIM BBeZieHHeM npenapata (uccienoBanus CCG-1962 u
CCG-1991) (cm. pazgen 5.1.).

Hawubonee gyacTeie HexenaTenbHbIE peakiMy BO BpeMs MpuMeHeHus npenapara OHkacnap
(oTMeuanuch Mo KpaitHeil Mepe B 2 uccienoBaHusIX ¢ yactotoi 6onee 10 %) Bximoyanu
MIOBBIIIICHUE aKTUBHOCTH aJJaHWHAMUHOTpaHc(epasbl, NOBBIIICHUE aKTHBHOCTH
acrapTaTaMHUHOTpaHC(epasbl, MOBHIIIEHNE KOHIICHTPAUK OWIMpYyOrHA B KPOBH, YIJIMHEHHE
YaCTHYHOTO TPOMOOIUIACTHHOBOTO BPEMEHH, TUTIEPTPHUIIIUIICPHIEMHUIO, TUIIEPTIINKEMHIO U
(beOprIIbHYI0 HEHTPOTICHUIO.

Haubouee yacTbie TsKebIe HEKENATEIbHBIC PEaKIMU BO BpeMsl IPUMEHECHHUS TIpenapaTa
Omnkacnap (3-i1 u 4-i1 cTeneHu TsHKeCTH) ¢ yacTotoi 6omee 5 % B uccnenoanusix DFCI 11-001 u
AALLO7P4 Brirouay NMOBBIIIEHHE AKTUBHOCTH aJJaHMHAMHUHOTpPaHC(epasbl, TOBBIIICHUE
aKTUBHOCTH acmiapTaTaMUHOTpaHC(epasbl, MOBBIIICHNE KOHIIEHTPAIMKA OMIpyOrnHa B KPOBH,
(beOpMIIbHYI0 HEHTPOTICHUIO, TUIIEPTIMKEMHIO, TTOBBIIIICHUE aKTUBHOCTH JINTIA3bI U ITAHKPEATHUT.



TabnuyHoe pe3toMe HeXKEeNaTENbHBIX PEaKIUi

HexxenarenbHble peakMM M UX 4acTOTa BCTPEYAaEMOCTH INepeducieHbl B Tabimune 1. Yacrora
BCTPEYAEMOCTH ONpEeNsieTcs CIEAYIoNMM o0pazoMm: oueHb 4acto (=1/10), gacto (=1/100 u
<1/10), neuacro (>1/1000 u <1/100), peaxo (>1/10 000 u <1/1000), ouens peaxo (<1/10 000),
4acTOTa HEM3BECTHA (HENb3s OLCHUTH 10 UMEIOIIUMCS TAaHHBIM).

Tabmua 1

CBoaHas Ta0/ 1411 HeKeJIaTeJIbHbIX pPeaKIuii,
CBSI3aHHBIX C MIpUMeHeHneM npenapata OHkacnap

CucreMHO-OpraHHbIil KJace HexenatenbHasi peakuus

Nudexnun u naBazuu Yacro: Uadekuuu, cerncuc

Ouenp yacto: PeOpuibHas HEUTPONIEHUS
Yacrto: AHemus, KoaryjaonaTus
YacTora HensBecTHa: HerocTaTOUHOCTH KOCTHOTO MO3Ta

Hapymenus co cTopoHbBI KpOBU
U TUM(paTHYECKON CUCTEMBI

Ouenb yacTo: Peakuuy runep4yBCTBUTEIBHOCTH,
KpalnuBHHUIIA, aHA(PUIAKTHIECKas PeaKLus
Yacrora Hen3BecTHA: AHAQMIAKTUIESCKUNA TIIOK

Hapymenus co cTopoHbI
UMMYHHOM CUCTEMBI

Ouenb yacto: CHIKEHUE aleTUTa, THIEPTINKEMHUS

Hapymenust metabonusma u Yacro: ['unepaunuaeMusi, THIEPXOJIECTEPUHEMUS
MUTaHUS YacroTa HeusBecTHa: [lnabeTndyeckuii KeToanuao3,
TUIOTJIUKEMHUS
[Icuxuueckue HapymeHUs! YacTora HeusBecTHa: CIIyTAaHHOCTH CO3HAHUS
Yacto: Cynoporu, nepudepudeckas MOTOpHas HeWpomnaTus,
Hapyuienust co cTopoHsl 00MOpOK
HEPBHOW CUCTEMBI Penxo: Cunapom o6patumoii 3aaHel neiki Huedanonatuu

Yacrota HeusBecTHa: COHITUBOCTD, TpeMOpP™

Ouensb yacto: DmOomusa™*

Yacto: Tpomb03***

YacroTa HenzBecTHa: OCTpoe HAPYIEHUE MO3TOBOTO
KpOBOOOpaIIeH!sI, KPOBOTEUEHHE, TPOMOO3 BEPXHETO
CaruTTaJiIbHOTO CUHYCa

Hapymienust co cTopoHbl
COCYZIOB

Hapymenus co cTopoHbI
JIbIXaTEJIbHON CUCTEMBI,
OpPraHoOB I'PyAHOM KJIETKHU U
CPEIOCTEHHUS

Yacro: ['mnokcus

Ouenb yacto: [lankpearur, auapesi, 00JIb B KUBOTE,
TOIIIHOTAa
Yacro: PBOoTa, CTOMATHUT, acIiUT

Keny1o4HO-KUIIIEYHbIE o o
Penxo: ['emopparnueckunii MaHKPEATUT, HEKPOTUZUPYIOLIUI

HapyLICHHA
MTAaHKPEaTUT
Yacrora HensBecTHA: [ICEBIOKUCTBI MOIKEITYAOYHON
JKeJe3bl, TapoTUT*
Hapymenus co cTopoHbI Yacto: ['enaToTOKCUYHOCTD, CTEATO3 NIEYCHU
IIEYEHU U JKEITYEBBIBOIAIINX Penxo: Hekpo3 KIIETOK IIEYEHH, JKENTyXa, XOJIECTa3s,
nmyTen IIEYCHOYHAsI HEJOCTATOYHOCTb

Ouens yacTo: ChIIb
Yacrora HensBecTHA: TOKCUYECKUIN ANUAEPMAIIbHBIN
HEKpou3™*

Hapymienust co cTOpOHbI KOXH
Y IIOJKOKHBIX TKaHeH




Hapymenus co cTopoHbI Yacro: bosim B KOHEUHOCTAX

MBIIIICYHOM, CKEJIECTHOHN U
COeIMHUTEIbHON TKAHN Yacrora HenszBecTHa: OcTeoHEKPO3 (cM. paszieinsl 4.4 u 4.5)

Hapymenust co cTOpoHbI MOYEK

o UYactora HensBecTHa: OcTpas movYeyHast HeIOCTaTOYHOCTH ™*
Y MOYEBBIBOAIINX MyTeH

OO0u1e HapyIIEHUs U PeaKkuu

Yacrora HensBecTHa: [IoBbIIEHNE TEMIIEPATYPBI TEIA
B MECTE€ BBEICHUSA

Ouensb yacto: CHMKEHHE MaCChI TeJa, TUI0ATLOYMUHEMHUS,
TOBBINICHUE KOHIICHTPAIMH aJTAaHHHAMUHOTPaHChepassbl,
MOBBIIICHUE KOHIICHTPAIMN acliapTaTaMUHOTpaHC(epassl,
THIIEPTPUTITHLIEPUICMHES, CHIDKEHHE KOHIICHTPAIUN
(ubprHOTEeHA B KPOBH, MOBBIIICHNE KOHIICHTPAIIMH JTUIA3bI,
MOBBIIICHUE KOHIIEHTPALUN aMUJIa3bl, YUTHHCHNE
AKTUBUPOBAHHOTO YaCTUIHOT'O TPOMOOIIJIACTHHOBOTO
BpPEMEHH, MTOBBINICHUE KOHIICHTPAIMK OMIHPYyOHHA B KPOBH

JlabopartopHsble u

Yacro: Y anuHeHue npoTpoMOMHOBOIO BPEMEHH,
UHCTPYMEHTAJIbHBIE TaHHBIE

MOBBIIICHHE MEXIYHAPOIHOTO HOPMAJIU30BAaHHOTO
OTHOIICHUSI, TUITOKAJTUEMUSI, TOBBIMICHUE KOHIICHTPAIHH
XOJIECTepUHA B KPOBH, THITIO()UOPUHOTCHEMUSI, TIOBBITIICHHE
KOHIEHTPALlUU TaMMa-TITyTaMUJI TpaHcepasbl

Yacrora HensBecTHa: [10BBIICHNE KOHIEHTPALIUT
MOYEBHUHBI B KPOBH, BEIPAOOTKA aHTUTEN K M3racraprase,
CHIDKEHHE KOJINYEeCTBA HEUTPO(DUIIOB, CHUKEHUE
KOJIMYECTBA TPOMOOIIMTOB, THIIEPAMMOHHEMHUSI

* HexenatesbHble peakiliy, Ha0MoaeMble IPU TPUMEHEHHH IPYTHX MIPENapaToB acaparkHasbl JaHHOTO
KJacca
** Ciryuan TpoM603MO0IMH JIETOUHOI apTepHH, BEHO3HOTO TpoM603a, TpOMO03a BeH KOHEYHOCTEl 1
TpoMOO(hiedrTa MOBEPXHOCTHBIX BeH ObIIHM 3aperucTprupoBansl B uccienosannu DFCI 11-001
*** TNosicustromas uadopmarus: Tpom603 cocynos [THC

OnuncaHne OTACIBRHBIX HEXKEIATSIbHBIX PEaKITHAM

HpI/I JICUCHHUHN acnaparHHasop”I OTMCUHAINUCH HI/I)KGCJICILYIOH_II/IG HECXKCIJIATCIBbHBIC peaKLII/II/I. XOTH 3THU
peakuu He ObUTH crieruUIHB UMEHHO JUTS TI3Tacaprasbl, OHU MOTYT Pa3BUBAThCS TIPH
nedyeHuu npemnaparom OHkacmnap:

Hapywenus co cmoponul kpogu u tumgpamuyeckou cucmembl

IIpenapat OHKacnap MOKET BbI3bIBATh MUEJIOCYIIPECCHUIO JIETKON WM CPEIHEN CTETIEHHU TSHKECTU
C MIOPAKEHUEM BCEX TPEX POCTKOB KJIETOK KPOBH.

[TpuGIM3UTENBEHO B TOJIOBUHE CITyYaeB TSXKEIBIX KPOBOTEUCHU/KPOBOM3NUSHUI U TPOMOO30B
ITOPaXKarTCs COCYIBI TOJIOBHOTO MO3Ta, YTO MOKET IPUBOJUTH K MHCYJIBTY, CyJOpOram,
TOJIOBHOW OOJIM WJIM TIOTEPE CO3HAHUSL.

Hapywenus co cmoponwl nepenoii cucmemul

[Ipenapat OHKacnap MOXET BbI3bIBaTh HAPYIIEHUSI CO CTOPOHBI HEPBHOM CHUCTEMBI,
MIPOSBIISAIONINECS CyJOPOTaMH, U MEHEE 4acTO - CIyTaHHOCThIO CO3HAHUS U COHJIMBOCTHIO
(Jlerkoe HapyllIEeHUE CO3HAHUA).

B penkux ciydasx MOKET pa3BUBAThCS CHHIPOM O0OpaTHUMOM 3aHEH JISHKOIHIIePaToaTHH.
B oueHb penkux ciydasix HaOIIOJaICsS TPEMOP MaJbIEB PYK.



Hapywenus co cmoponul diceny00uHo-KumeuHo2o mpaxkma

[TpuOIM3UTENBHO Y MOJIOBUHBI MAIIUEHTOB BO3ZHUKAIOT HAPYILIEHUSI CO CTOPOHBI JKETYI0UHO-
KHMILIEYHOI'O TPAKTA JIETKOW U CPEHEN CTENEHU TSHKECTH, TaKME KaK IOTeps alleTuTa, TOIIHOTa,
pBOTa, clacTHYecKHue OO B )KUBOTE, TUApes U CHIDKEHHE MacChl Tela.

YacTo MOXKET pa3BUBATHCS OCTPHIN MaHKpeaTuT. [loryueHsl eIMHUYHBIE COOOIeHNs 00
00pa3oBaHMUM MCEBIOKHUCT (10 4 MECSIIEB MOCIIEC BBEJACHUS MTOCIICIHEH T03bI Mperapara).

B penxux ciyuasx pasBUBacTCs TeMOPPArnYECKU UM HEKPOTU3UPYIOLUI TaHKpeaTuT. Bo
BpeMms jieueHus L-acnaparnHa3oi ONuUcaH OJIMH CJIy4yal MaHKPEATUTa C OJJTHOBPEMEHHBIM
pPa3BUTHEM OCTPOTO NMAPOTUTA. 3aPETUCTPUPOBAHBI €IMHUYHBIE CIIy4ad FEMOPPAaruHuecKoro Win
HEKPOTU3HPYIOLIErO MaHKPEATUTA C JIETAIBHBIM HCXOJIOM.

Bo Bpems u mocie 3aBepiieHus JieueHus npenapatom OHKacmap MOKeT HaOJII01aTbCs
MTOBBIIICHUE KOHIIEHTPALMY AMHIIAa3bl B CBIBOPOTKE KPOBHU.

Hapywenus co cmopoHvl nouexk u Mo4esvlgo0sauux nymeu
B peaxux ciayyasx Bo BpeMms JIeUeHHUS [0 cXeMmaMm, coepxaiinM L-acrnaparunasy, MOXeT
pa3BUBATHCS OCTpasi OYE€UYHAsE HEJOCTATOYHOCTb.

Hapywenus co cmoponul Kodtcu u noOK0NCHbIX MKAHel

MoryT BO3HHMKaTh aJUIEPIrHUECKHUE PEAKIIUH C KOKHBIMU NposiBIeHUAMU. ONKcaH OJIUH Cily4ai
TOKCHYECKOT0 3MHIePMaILHOTO HeKpon3a (cunapoma Jlaienna) npu npuMeHnennn L-
acraparvHasbl.

Hapywenus co cmoponvl 2HOOKpUHHOU cucmeMmbl

YacTo BO3HUKAJIO HAPYIICHUE SHAOKPHHHON (DYHKITNH [TOJKETy T0YHON JKeTIe3Hl,
IIPEUMYIIECTBEHHO B BUJIE HapyIlIeHUs] MeTabosIn3Ma I1r0K03bl. OnucaHsbl Cllyyan
Ia0eTUYECKOr0 KeTOAIN103a M THIIEPOCMOJIIPHOM THIIEPIIIMKEMUH, KOTOpBIE, KaK MPaBUIIo,
YCTPaHSJIUCh NIPU BBEICHUM HHCYJINHA.

Hapywenus memabonuzma u numanus

Ha0ro1amich OTKIOHEHUST KOHIICHTPAIUH JINITHAIOB B CBIBOPOTKE KPOBH. VI3MeHeHUs
KOHIIEHTPAIUH JIUTIUIOB B CHIBOPOTKE KPOBH (B OOJBIIMHCTBE CITydacB 0€3 KIMHUIECKUX
CUMITOMOB) PETHCTPUPYIOTCS OYEHB YaCTO.

[ToBbIlIIEHNE KOHIIEHTPAIIMA MOYEBHHBI B CBIBOPOTKE KPOBH BCTPEYAETCS YaCTO, HE 3aBUCHUT OT
JI03BI TIpeTIapaTa v MOYTH BCET/Ia ABJISCTCS MPU3HAKOM IPEPEHATBHOTO METa00INIECKOTO
nrcoOanaHca.

Obwue paccmpoticmea u HapyueHus 8 mecme 86e0eHus.
[Tocne MHBEKIINN MOXKET OTMEUATHCS TIOBBIIIICHHE TEMIIEPATYPHI Tela, KOTOPOEe OOBIYHO
MIPOXOUT CAMOCTOSATEIBHO.

Hapywenus co cmoporvl uMMyHHOU cucmembl

BeraBnens! cnenuduyueckue aHTUTENA K Iaracnaprase. M3penka 3To acconuupoBaigoch ¢
pa3BUTHEM PEAKIMi THIIEPIyBCTBUTEIBHOCTH. Kpome Toro, ObUIH BBISBICHBI HEUTPAIU3YIOLIHE
aHTHUTEIA, CHUKAIOIINE KIMHINYECKYTO () (heKTUBHOCTH Tpenapara.

Bo Bpems npumenenus npenapara OHKacnap MOT'YT pa3BUBAThCS PEAKIIMU
THIIEPYYBCTBUTEIBHOCTH, BKITIOUYAS YTPOKAIOIINE )KU3HU aHA(DHUIAKTHUECKUE PEaKIIHH,
AHTHOHEBPOTHYECKHUI OTEK, OTEK Ty0 HIIH TJ1a3, SpUTEMY, CHIKEHUE apTEepUaAIbHOTO JaBIICHHS,
OpOHXOCTa3M, OJIBIIIKY, 3y U CBIb (CM. pa3aenst 4.3. u 4.4.).

Hapywenus co cmoponul neueHu u scenuegulo0auux nymei
YacTo BCTpevaroTCst OTKIOHEHUS MoKa3aTeneil pyHKiun neyeHu. Yacto peructpupyercs
HE3aBUCHMOE OT J103bl MIOBBIILICHHE aKTUBHOCTH TPaHCAMUHA3 U OMIMpPyOnHA B CBIBOPOTKE
KpPOBH.
OdeHb 4aCTO MOKET OTMEYaThCsl CTEaTO3 MeueHu. PeructpupoBanncek pelkue ciiydau XoJecTasa,
KENTYXH, HEKPO3a NIEYCHOYHBIX KJIETOK U IIEYEHOYHON HEJOCTATOYHOCTH C JIETAIBHBIM HCXOJIOM.
Hapymienne cuntes3a 6e1K0B MOXKET IPUBOIUTH K CHUKEHUIO KOHLIEHTPALUK O€JIKa B CHIBOPOTKE
KpoBH. Bo Bpewmst ieueHust y OONMBIIMHCTBA MAIIIEHTOB HAOIIOIACTCS HE3aBUCUMOE OT JI03bI
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CHIDKEHHE KOHIICHTPALMU CHIBOPOTOYHOIO AJIbOYMUHA.
OTH TUIIBI HEKEATENIBHBIX PEAKIMK ITPU IPUMEHEHNH ITpenapata OHKacnap CXOJHbI C
TAaKOBBIMU IIPY IPUMEHEHUU HATUBHON HEMATMIMpOBaHHOU L-acraparnHassl (B 4aCTHOCTH,

HaTUBHOM acriaparuHassl E. coli).

COO6HI€HI/IC O ITOAO03PEBACMBIX HEKCIATCIBbHBIX PECAKIIUAX

Baxuo cooOmars

O MOA03PCBACMBIX HCKCIIATCIIBHBIX PCAKIUAX IOCIAC PErucTpanuun

JIEKapCTBEHHOT'O IpernapaTta ¢ Lelblo 00eCredYeHNs HEeNPEPhIBHOTO MOHUTOPUHTA COOTHOIICHHUS
«TI0JIb3a — PUCK» JIEKApCTBEHHOro mpenapata. Crneunuanuctam B OONAaCTH 37paBOOXpPAHEHHUS
pEeKOMEHIyeTCsl coo0IIaTh O JIF0OBIX MOI03PEBAEMbBIX HEXKENATEIbHBIX PEAKLUAX JIEKAPCTBEHHOTO
npernapara yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIICHHS O HEKENATENbHBIX PEaKIUsIX TOCYAapCTB —

yeHOB EBpa3uiickoro 3JKOHOMUYECKOTO COK03a.

Poccuniickas ®@enepanust

109012, r. Mocksa, CiapsHcKas ILI0IIaab, 1. 4,
ctp. 1.

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

Ten: +7 (499) 578 06 70, +7 (499) 578 02 20
®daxkc: +7 (495) 698 15 73

Dn. nmoura: info@roszdravnadzor.gov.ru
http://roszdravnadzor.gov.ru

Keipreisckas PecnyOinka

720044, r. buiukexk, yiu. 3-s Jlunus, 25
JlemapTamMeHT J€KapCTBEHHBIX CPEICTB U
MEIHUIIMHCKUX N3N TP MHUHUCTEPCTBE
3npaBooxpanenust Keipreizckoit PecryOmmku
Ten.: +996 (312) 21 92 78

On. noura: dlsmi@pharm.kg
http://pharm.kg

Pecny6siuka benapych

220037, r. Musnck, ToBapuieckui miep., 1. 2a.
VII «LleHTp 3KCIEPTU3 U UCTIBITAHUN B
3/IpaBOOXPAaHEHUID)

Ten.: +375 (17) 231 85 14

®axc.: +375 (17) 252 53 58

Tenedon otaena dpapmakoHaa3opa:

+375 (17) 242 00 29

On. moura: repl@rceth.by, reeth@rceth.by
http://www.rceth.by

4.9. Ilepeno3upoBka

Pecnyosinka Kazaxcran

010000, r. Hyp-Cynran, yin.A.Mmanosa, 13, BL]
«Hypcayner 2»

PI'II na [IXB «HauuoHabHbII HEHTpP 3KCIIEPTHU3BI
JEKapCTBEHHBIX CPEJICTB U MEIULIMHCKHAX
n3aenuiny KoMurera MeIUIIMHCKOTO U
(bapmaLeBTHIECKOr0 KOHTPOJIsl MUHUCTEpCTBA

3npaBooxpanenus Pecryonuku Kazaxcran
Ten.: +7 (717) 278 99 11

On. mouta: farm@dari.kz

http://www.ndda.kz

Pecny6iiuka Apmenust

0051, r. EpeBan, np. Komuraca, 49/5

AO3T «HayuHslil EHTp 3KCHEPTU3bI JIEKAPCTB U
MEIUIIMHCKUX TEXHOJOTHH MM. aKaJleMUKa

9. lNabpuensua

Ten.: (+374 60) 83-00-73, (+374 10) 23-08-96,
(+374 10) 23-16-82

lopsias nuHMUA OTIETa MOHUTOPHUHTA
6e3omacHoctu ekapets: +374 (10) 20 05 05,
+374 (96) 22 05 05

On. moura: admin@pharm.am,
vigilance@pharm.am

http://pharm.am
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EcTb naHHBIE 0 ciiyyasx HENpEeAHAMEPEHHOU Nepe0o3upoBKH npenapara Onkacnap. ITocne
Nepe03UPOBKH HAOIIOAAIHNCh: TOBBIIIEHUE AKTUBHOCTU MIEYEHOYHBIX ()EPMEHTOB, ChIIb U
runepOuIupyOHHEMusl.

Crnenuduueckuii aHTUIOT OTCYTCTBYET. B ciryuae nepeno3upoBKH, 3a MallMEHTAMU HEOOX0IUMO
TIIATEIbHO HAOIIOAATh ISl BBISBICHUS IPU3HAKOB M CHMITOMOB HEXeJaTeIbHBIX PeaKklui, a
TaKXe MMPOBOJANUTh HEOOXOJMMOE CUMITOMAaTHUECKOE U MOAICPKHUBAOILEE JICUEHUE.

5. ®PAPMAKOJIOTHUYECKHE CBOMCTBA

5.1. ®dapmakoanHaMu4ecKHe CBOICTBA

dapMakoTepaneBTUYECKass TIpynna: MPOTUBOOIYXOJIEBBIE CPEICTBAa U HUMMYHOMOIYJISITOPBI,
JpyTrHUe NPOTUBOOITYXOJIEBBIE CPEICTBA.

Kog ATX: LO1XX24

MexaHu3M IeUCTBUS

Mexanusm nerictBus L-acmaparunasbl cBs3aH ¢ hepMEHTATUBHBIM PacIIeIUICHUEM
aMUHOKHCIIOTHI L-acmaparnHa ¢ oOpa3oBaHrEM acTiapariHOBON KUCIOTHI U aMMOHHSL.
Hcromenue 3amacoB L-acnaparnaa B KpoBH MPUBOIUT K MOAABICHUIO cuHTe3a O0enkoB, [IHK u
PHK, B ocoGeHHOCTH B JIeHKEMUYECKUX OJ1acTax, KOTOpbIe HE CTOCOOHBI CHHTE3UPOBATH L-
acraparvH U B pe3yJbTaTe 3TOro MOABEPTatOTCs alloNTO3Y.

[Tpu 3TOM HOpMaNbHBIE KIETKH CITIOCOOHBI CHHTE3UPOBaTh L-acnaparvt U B MEHbIIEH CTEIICHH
CTpaJaroT OT OBICTPOTO CHIKEHUS €ro 3aracoB BO BpeMs JiedueHus pepMmeHToM L-acmaparnnasoi.
[IhrunupoBanue He MPUBOIUT K U3MEHEHHIO (PEpMEHTATUBHBIX CBOMCTB L-acniaparuHassl,
OJIHAKO OKa3bIBAaeT BIUSHUE Ha (PAPMAKOKUHETUKY U UMMYHOTE€HHOCTh JAHHOTO (hepMEeHTa.

dapmakoanHamMudeckue dPHeKTh

AnTtuneiikemuueckuii 3¢ ekt L-acmaparnHassl ¢Bsi3aH CO CTOWKUM HCTOIIEHUEM 3amacoB L-
acmaparvuia B KpOBU M CIIMHHOMO3T0Bo# kuakoctu (CMIXK). dapmakoarnHaMu4ecKoe NeiCTBUE
npenapata OHKacmap OoeHNBAJIOCh IMOCTE ero BHyTpuMbIedHoro (uccienoBanne CCG-1962) u
BHYTPUBEHHOTO BBeZieHUsI (nccienoBanue AALLO7P4).

B uccnenoanuu CCG-1962 dapmakogunamuyeckoe aeiictre nmpenapara OHKacmap
OLIEHUBAJIOCH ITyTEM CEPUM U3MEPEHUN YPOBHS aclaparuHa B ChIBOPOTKe KpoBH (n = 57) u CMK
(n=50) y gereii ¢ Buepsbie quarHoctupoBanHbiM OJIJI U3 rpynmsl cTaHIAPTHOTO PUCKa,
KOTOpBIE MOJTy4aan TpU 103kl penapara Onkacnap (o 2500 ME/m? TIIIT) BHY TPHMBIIIEYHO —
OJIHY 103y B TedeHHe (pa3bl MHAYKIHUU U JBE J103bl B T€UEHHE (Da3bl OTCPOUEHHOM

uHTeHCU UKy JiedeHus. CHIDKEHHE KOHIICHTPAIH acliaparvHa B ChIBOPOTKE KPOBU
0oOHapy>XMBaJIOCh Ha 4-11 ICHb MOCJIC BBEJICHUS MIEPBOH J03BI IIpenapara B TeueHue (asbl
uHaykuud. KoHneHTpanus acraparuia 10CTUrajia MUHUMaJIbHOTO 3HaueHus Ha 10-i1 neHb nmocie
BBEJICHUS yKa3aHHOU 03bl. KOHIIEHTpaIus acaparuia B ChIBOPOTKE KPOBU OKOJIO 1 MKMOJIB/JI
coxpassuiach npuoan3uTenabHo 3 Henenu. [lpu aktuBHOCTH acnaparuHassl >0,1 ME/min
KOHIICHTpAIMs acraparuia cHKanach 10 <3 MkMoutb/i1. Konnenrpanus acmaparusa B CMK,
KOTOpasi 10 JICUEHUS COCTaBIsuIa 2,3 MKMOJIB/J, CHIKaIach 1o 1,1 MKkMoub/i Ha 7-# 1eHb U 10
0,6 Mmxmob/n Ha 28-1 1eHb (a3bl UHAYKIUHU (cM. pazaen 5.1.3).

B uccnenoBannn AALLO7P4 dpapmakonuaaMudeckoe neiictBue npenapata OHKacnap
orieHuBanoch y 47 nmanuentoB ¢ OJIJI u3 kieTok-mpeamecTBeHHUI] B-TuMpOIMTOB 13 TPYIIIHI
BBICOKOT'O PUCKa C MOIAI0IIMMHUCS OLICHKE JaHHBIMH, KOTOPBIE MOTy4aiu npenapat OHkacmnap
BHYTPHUBEHHO B J103¢ 2500 ME/M? TIIIT B Teuyenue (da3bl MHIYKIIUNA U KOHCOJIH/IAIIHAH.
Konuenrpanus L-acniaparusa B mia3me KpoBU CHUXKANACh 10 YPOBHS, HE JOCTUTAIOIIETO TOPOTa
KOJINYECTBEHHOTO OTMPEICNICHUs], B T€UeHHE 24 4acoB Mocie BBeAeHus npenapata OHKacmnap B
TedeHue (pa3bl MHAYKIMK U TIepBOH a3kl KOHCONMHIAMU. VcTommenne 3amnacoB acmaparnaa
COXPaHsJIOCh MPUOIM3UTEIHLHO B TeUeHHE 2 Heaenb. KonnenTpanus acmaparuaa B CMOK
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CHIDKAJIACh K 4-My JIHIO TIOCJIe BBECHHS IIperapara B Te4eHue Ga3bl MHAYKIUH U, KaK TPaBUIIO,
ocTaBaJlach HUXE 1Opora 0OHapyx eHus, K 18-My JHIO 1ociie BBEI€HUS Mpenapara.

Pe3ynbTaThl 3TUX ABYX MCCIIEOBAHUI MOKA3aIM, YTO BBeeHUE NpenapaTa OHKacnap B 103€
2500 ME/m? IIIIT BayTpuMbImeuno (B uccaenopanun CCG-1962) u BHyTpuBEHHO (B
uccnenoBannu AALLO7P4) oGecrieunBaio cToikoe UCTOLIEHKE 3anacoB L-acniaparvua,
COXpaHstoIieecs: NPUOIM3UTEIBHO B TEUEHHE 2 HEZleNb [T0CTIe BBEICHHSI ITpenapara.

Knunndeckas 3 QexkTHBHOCTE U 6€30MaCHOCTh

DddexTruBHOCTH M Oe30MacHOCTh npenapaTa OHKacmap ONEHUBAIUCH B TPEX KIMHHYECKUX
MCCIIeIOBAaHMIX C TPUMEHEHHEM TIperiapara BUJIe pacTBOpa i MHBEKIUH/MHPY3UH B paMKax
nepBoit iuanu Tepanuu OJUI: B uccnengoannu CCG-1962 y nauuentoB ¢ OJIJI u3 rpynimsl
CTaHJAapTHOI'O pHcKa, B uccienoBanud AALLO7P4 y nanuentos ¢ OJIJI u3 rpynmsl BEICOKOTO
pucka u B uccieaoBanuu DFCI 11-001 y nanuenToB ¢ OJIJI u3 rpynn cTaHAapTHOTO U BBICOKOTO
pucKa.

DddexkTrBHOCTH MpenapaTta OHKacHap y NaIMEHTOB C PEIUINBOM UIH PEPPAKTEPHOCTHIO
3a00JIeBaHNs ¥ KIMHUYECKHU TPOSIBIIIEMON aJlJIepruyeckor peakuueil Ha HaTuBHyo L-
acniaparunasy E. coli onieHuBanach B 00beIMHEHHON BEIOOPKE U3 94 y4aCTHUKOB 6 OTKPBITHIX
uccnenoBanuii (ASP-001, ASP-201A, ASP-302, ASP-304, ASP-400 u ASP-001C/003C).

Hepsas nunusa (nayuenmol ¢ OJIJI ¢ omcymemeuem cunepyyscmeumenbHocmi K HamueHou L-
acnapazunasze E. coli)

bezonacHocth u 3pdexkTuBHOCTH MpenapaTa OHKacmap OIEeHUBAJIACh B paMKaX OTKPBITOTO,
MHOT'OLIEHTPOBOT'0, PaHIOMU3UPOBAHHOIO UCCIEAOBAHUS C aKTUBHBIM KOHTPOJIEM
(uccnenoanne CCG-1962). B nannom uccnenoBanuu 118 manueHToB neAnaTpudeCKOl rPyIIbI
B Bo3pacte oT 1 10 9 net OJIJI cranaapTHOTO pUCKa, paHee He MOyJyaBIlne JISYCHUE, ObLIH
PaHIOMHU3UPOBAHBI B COOTHOLIEHUH 1:1 17151 momydeHus jgedeHus npemnaparom OHKacnap uiu
HaTHBHOM L-acnaparunasoit E. coli B pamkax KoMOMHUpOBaHHOM Tepanuu. [Ipenmapar Onkacnap
BBOJWJICSI BHYTPUMBIIIEYHO B 103€ 2500 ME/M? TITIT Ha 3-it neupb 4-HeaeabHO (ha3pl MHIYKIIUN
1 Ha 3-# IeHb KaX 10l U3 ABYX 8-HeAeNbHBIX (a3 OTCpoueHHOW nHTeHCHupuKanuu. HatuHast L-
acmaparunasa E. coli mpuMeHsnach BHyTPUMBIIIEUHO B 103e 6000 ME/m? IIIIT Tpu pasa B
Heneno — 9 103 B TeueHue Gas3bl HHIYKIUU U 6 103 B TEUCHHUE KaKI0u u3 a3
WHTECHCU(PUKAIINH.

[lepBuynas oneHka 3(pPEKTUBHOCTH OCHOBBIBAJACH HA IEMOHCTPAIIMH CXOAHOTO UCTOLICHHUS
3aI1acoB acraparuHa (110 BEIpaXKEHHOCTH M IPOAOJDKUTEIBHOCTH) B rpymie npenapara OHkacnap
U B rpynrne HaTuBHOH L-acnaparunassl E. coli. Y cTaHOBICHHOI MPOTOKOJIOM IIETTBIO
HCCIIEIOBaHMS SIBJISUIOCh CHHYKEHUE KOHILICHTPALMK acllaparuHa B CBIBOPOTKE KPOBH 10

1 MkMoutb/71. JloM1s MAIllMeHTOB ¢ UCTOILEHHEM 3allacoB aclaparvHa JaHHOH cTeneHH Oblia
CXOAHOM B 00euX rpymnmnax JeueHus: BO BCEX YCTaHOBJIEHHBIX IPOTOKOJIOM BPEMEHHBIX TOUKaX Ha
NPOTSDKEHUM Tpex (a3 Tepanuu.

B Teuenme Bcex (a3 meueHust KOHIICHTPAIUS acliaparuHa B CBIBOPOTKE KPOBH CHU)KAJIAch B
TedyeHue 4 1Hel rnocie BBeACHUs epBOM 103kl acriaparvHasbl B paMKax (asbl JIeUeHUs U
ocTaBaJlaCh HU3KOW MPUOIU3UTENFHO 3 HeeH Kak B rpymre npenapata OHKacnap, Tak U B
rpynme HaTuBHOU L-acnaparunassl E. coli. [loka3zaTenu KOHIEHTpalMK aclaparuta B CbIBOPOTKE
KpPOBHU B TeueHHE (ha3bl MHAYKIUH ITOKa3aHbl HA pUCYHKE 1. J[MHaMMKa HCTOIICHHUS 3a11acoB
acraparuHa B TeueHue odeux (a3 OTCpOUeHHOM MHTEHCU(UKAIIMK ObLIa CXOAHOM € TAKOBOM B
TedeHue (pa3bl UHAYKINH.

Pucynox 1
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Cpennss (fcTangapTHasi OIIMOKA) KOHIEHTPALMS aACIapardHa B CbIBOPOTKE KPOBH B
TedeHue ¢a3pl HHAYKIMH B uccaenosanun CCG-1962

100,0

® HatusHas L-acnaparvHasa E. coli
q%’ ° OHkacnap®

10,0

AcnaparuH (Mkmons/n)

0,1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

[Hun nocne BBeaeHUA nepsoy A03bl L-acnaparmHasbl

[Ipumeuanue. [Tpenapar Onkacnap npuMensiics B 1o3e 2500 ME/m? TITIT BHyTpUMBIIIEYHO Ha
3-it nens 4-HenenvHOU (a3l mHAYKIMH. HatuBras L-acnaparunasa E. coli
npuMensack B fo3e 6000 ME/m? IIIIT BHyTpuMbInedHo 3 pasa B Heemo (9 103
B TeueHHE (ha3bl HHAYKIINH).

Konnentpanus acnaparuna B CMK onpenensuiack y 50 nanueHToB B TedeHHE (pa3bl MHAYKIHH.
Cpennsist koHLeHTpanus acnaparuia B CMK 1o Hauana nedenus coctapisia 3,1 MKMOJIB/I U
3aTe€M CHM3MIACH 10 1,7 MKMOJIbL/1T Ha 4-1i + nenpb u 1o 1,5 MKMoJIb/n Ha 25-1 + 1 1eHs mociie
BBeIcHUS npenapara OHKacnap. DTH TaHHBIE OBLITU CXOJHBIMH C TAKOBBIMH B TPYTIIIE JICUCHUS
HaTHBHOH L-acnaparunasoit E. coli.

Jlanubie o BenkBaeMocTu 0e3 coobituii (BBC) B rpymme nmpenapara OHKacnap v B Tpymme
HaTUBHOH L-acnaparunassl E. coli 0600mmens! B Tabnuue 2. J{uzaitn uccnenosanust CCG-1962 ne
npearnoiarai OoueHKy pa3Hullsl no yacrore BBC.

Taoauna 2
BeccoObITuiiHas BLEKHBaeMOCTh yepe3 3, 5 u 7 jget (ucciaegoBanue CCG-1962)
Omnkacnap Harusnas L-acnaparunasa E. coli
Yactota 3-netueit BBC, % 83 79
(95 % JAN) (73, 93) (68, 90)
Yacrora 5-nernert BEC, % 78 73
(95 % 1) (67, 88) (61, 85)
Yacrora 7-netaert BEC, % 75 66
(95 % 1) (63, 87) (52, 80)

B uccnenoBanuun CCG-1962 nanbosnee yacTbIMU HEXENATEIIbHBIMU PEAKIUSIMU SIBIISUTHCH
MH(pEKIMH, BKIII0Yas JABE YIpoKarolue )XU3HU UHPEeKuH (110 1 manueHTy B Kaxa0u rpymne).
IToka3zaTenu yacTOTHI M BUJbI HEXKEJIATENIbHBIX peakiii 3-i 1 4-i CTENEeHH TSAKECTU B 1IEJIOM
OBUIH CXOHBIMHU B 00CHX IpyTIIax JieueHus. Y 2 MamueHToB U3 TPpyIsl npenapata OHKacmap
MMEJIM MECTO aJNIEPrHUeCKUe peakiuy B TeueHHe nepBoil Gpa3sl OTCpOUEHHON MHTEHCH(PUKALUN
(amnepruueckas peakuus 1-if CTENEHU TAKECTU U KpaMBHULA 3-11 CTENIEHU TSKECTH).

Bb110 poBeeHO NUIIOTHOE UCCIIEIOBAHUE C YUYaCTUEM IMALIMEHTOB C BIIEPBbIE
nuarnoctupoBaabiM OJUJT u3 kineTok-npeamecTBeHHuI] B-mumdonuTos B Bo3pacte oT 1 10
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HenonHoro 31 roga (uccnenoBanue AALLO7P4). 310 oTKpbITOE, KOHTPOIHPYEMOE,
PaHIOMU3UPOBAHHOE HCCIIE0BAHNE TPOBOAMUIIOCH C LENIbIO CPAaBHEHUS IKCIIEPUMEHTATbHON
MITUIUPOBAHHON acmaparuHasbl ¢ mpemapatom OHKacmap Mpy UX MPUMEHEHUU B KAYECTBE
KOMITOHEHTa KOMOWHUPOBAHHON XMMHOTEpAIuy B paMKax nepBoit imann gedenust OJ1I.
Kpurepun or6opa 1o KoJauyecTBy JISHKOIMTOB BKIIOYANIK: a) Bo3pacT 1—-10 jer: KomruuecTBo
nerikouuToB > 50 000 kietok/mki; 6) Bo3pact 10-30 meT: 11000€ KOJIMYECTBO JICHKOITUTOB;

C) MPEAIIECTBYOIAs TEPAMHUS TIIFOKOKOPTUKOCTEPOUIAMHU: JTF000E KOIMYECTBO JEHKOIHUTOB. K
Y4acTHIO B UCCJIEIOBAaHUM HE JIOMYCKAJINCh MallMEeHThl, KOTOPBIE B MIPOIIOM MOTyYaln
[IUTOTOKCUYIECKYIO XUMUOTEPATHIO (32 UCKITFOYCHUEM IPUMEHEHHS TIFOKOKOPTUKOCTEPOUIOB H
WHTpaTEKaJILHOTO BBEACHUS ITUTapabuna). B manHoe uccienoBanne ObUIO BKIIFOYEHO

166 manrenToB: 54 manueHTa ObUIM PaHIOMU3UPOBAHBI B TPYIIY JEUSHHS MIPETapaToM
Omnkacrap B 103e 2500 ME/M? IITIT u 111 marueHToB — B TPYIITY SKCTIEpPUMEHTAIBHOM
MTUIUPOBAHHOM acniaparuHasbl. [Ipenapatr OHKacmap NpuMeEHsUICS BHYTPUBEHHO B J103€

2500 ME/m? TIIIT B Teyenue (a3 MHAYKIMH, KOHCOJUIAIIMU, OTCPOUYCHHON WHTEHCU(DHUKAIINN 1
IIPOMEXYTOYHOH NoJAepKUBatoiel Tepanuu y nauueHTos ¢ OJIJI u3 rpynnsl BHICOKOIO PUCKa,
MOJTy4aBIINX JICYEHUE TI0 YCcuIeHHOMY npoTokoiy Berlin-Frankfurt-Miinster. [IporienTHOE
KOJIMYECTBO MAIMEHTOB B TPYIIIE JIeueHUs npenaparoM OHKacnap ¢ IOIJAIOIIMMHUCS OIICHKE
JaHHBIMU 00 OTCYTCTBHHM MUHUMaJbHOU ocTatouHoil Oone3nu (MOB) [< 0,1 % neiikemuueckux
KJIETOK B KOCTHOM Mo3re] Ha 29-it nenp (as3sl uaayknuu coctaBuiio 80 % (40/50). Uepes 4 rona
BBC u obmias BeixuBaemocth (OB) B rpymnme npenapata Onkacnap coctaBisuim 81,8 % (95 %
JU: 62,9-91,7 %) u 90,4 % (95 % AU: 78,5-95,9 %) coorBeTcTBeHHO. B rpymnme npemnapara
OHkacnap 4yacToTa peakiuil THIIepYyBCTBUTEIBHOCTH BCEX CTENEHEN TshKeCTH cocTasisina 5,8 %,
aHaunakTHueckux peakunit — 19,2 %, mankpearura — 7,7 %. Yactora GpeOpuiabHOi
HEWUTPONEHUH 3-1 CTENEHU TSKECTH U BhILIE cocTaBisia 15,4 %.

Uccnenosanue DFCI 11-001, mpoBonumoe MuctutyTrom onkosnoruu Dana-Farber (DFCI),
MpeJICTaBIseT COO0M MPOAOIIKAIOIIEECs PaHJOMU3UPOBAHHOE, MHOTOLIEHTPOBOE MCCIIEIOBAHUE C
AKTUBHBIM KOHTPOJIEM C BHYTPMBEHHBIM BBEACHUEM HKCIIEPUMEHTAIBLHON AT UIUPOBAHHOM
acriaparvHasbl B CpaBHEHUH ¢ npenaparoMm OHKacnap y JIeTeil ¥ moJApOCTKOB B Bo3pacTe oT 1 110
HEMOJHBIX 22 JIeT ¢ BHepBbie nuarHoctupoBanHbiM OJIJI, momydaBmux nedeHre mo 6a3oBomy
npotokony st OJIJI, mpeanoxenHomy koncopimymom DFCI. Beero Obu10 paHaoMu3upoBaHo
239 nanueHToB, U3 KOTopbix 237 nmarueHToB (146 MyxunH 1 91 KeHIlMHA) TOJIyYalld JCUeHUE
HcciIeTyeMbIM TIpenapaToM; nedenne npenaparoM OHkachap B go3e 2500 ME/M? monydanu

119 manmenToB (115 mamuentos ¢ nuaraozom OJL). Jleuenue mpoBoAUIOCH B TeUeHHE (ha3bl
uHayKuuu (7-# IeHb) ¥ 3aTeM OJWH pa3 B 2 Heleau B pamKkax 30-HeAeIbHON MOCTHHAYKITMOHHOM
Tepanuu. PangoMuzanus malMeHToB MPOBOIUIACH CO CTpaTH(HUKAIIUEH 10 TPYIINE PUCKa
(cTaHIapTHBIN, BEICOKHUM UM OYeHb BbICOKUH puck) 1 B- u T-knerounoro OJIJI. IIpouentHOE
KOJIMUYECTBO MAlMEHTOB U3 TPYIIbI npenapara OHKacnap ¢ NOAJAIOIIMMHUCS OIICHKE TaHHBIMH O
HU3KOM rokazatesie MO3 no 3aBepiuennu ¢aszsl nHyKIwH (<0,001) Ha 32-i1 1eHh COCTABISIIO
87,9 % (80/91). B nannom uccnenoBanuu yactora BBC uepes 1 ron cocrapmnsina 98,0 (95 % [AU:
92,3-99,5), a wacrora OB uepe3 1 rog — 100 % (95 % AM: 100-100).

Hayuenmot ¢ OJUI ¢ nanuyuem eunepuygcmeumenvHocmu K Hamugnou L-acnapasunase E. coli

B 6 oTKpBITHIX HccenoBaHuIX penapaTa OHKacHap U3y4ascs Ipy pelUIUBUPOBABILINX WU
pedpakTepHBIX reMaToIOrnYecKHX 3a00sIeBaHUAX. B 3TUX uccien0BaHMsIX JIedeHHe TpenapaTomM
Omnkacnap nonyyanu 94 namuenta ¢ OJUJI, y KOTOpbIX B aHAMHE3€ UMEHCH CBEACHUS O
KJIMHUYECKH MPOSBIISIEMbIX AJIJIEPIrMYECKUX pPeakLusaX Ha HaTUBHYI0 L-acnaparunasy E. coli.
OpuH nanyeHT noaydan npenapar Onkacnap B 1o3ax 250 u 500 ME/m? ITIIT BHYTpUBEHHO.
OcTalbHble NAallMEHTHI MOMyYanu npenapat B o3¢ 2000 um 2500 ME/m? I T BHYTPUMBIIIEYHO
WM BHyTpUBEeHHO. [lanienTsl nomyvanu npenapat OHKacnap B BUA€ MOHOTEpAH WM B
KOMOMHAIMY ¢ IpYTMMHU IpenapaTaMy B paMKax MHOTOKOMITOHEHTHOM XUMHOTEpanuu. AHaIu3
HAWIYYILEro TeparneBTUYECKOro OTBETA 3a BCE BPEMsI y4acTHUsl B UCCIIEJOBAaHUM y 65 MalleHTOB C
OJUI, nonyvasmux npenapat OHKacnap B paMKax 5 UCCIIEIOBaHMM, TOKa3aJjl, YTO MOJIHAs
pemuccus umena mecto y 30 (46 %) nauueHToB, HenosHas pemuccus —y 7 (11 %) nanuenTos u
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yJIy4llIeHHe reMaToorudeckux nokasareneit —y 1 (2 %) nmauuenrta. B npyrom uccienoBanuu ¢
yuyactueMm 29 nanueHtoB ¢ OJIJI ¢ runepuyBCTBUTEIBLHOCTHIO, TOJIYUYaBIIMX JIEYEHHUE MpenapaToM

Omnkacmap, oTBeT Bo BpeMst (pa3bl MHAYKIMU ObLT otleHeH y 11 manuenTos. U3 Hux y 3

(27 %) nanueHTOB OblJIAa TOCTUTHYTA MOJIHAsA pemuccusd, y 1 (9 %) manuenTa — HeNoHas
pemuccus, y 1 (9 %) naumvenra — yiaydnieHHe reMaToJI0rMuecKuX Mokas3aTesei u'y 2

(18 %) manmenToB — TepaneBTuyeckas 3¢ (HeKTUBHOCTh. TepaneBTHUecKoi 3PEeKTUBHOCTHIO
CUNTAJIOCHh KIIMHUYECKOE YIyUIlleHHEe, KOTOPOEe HE COOTBETCTBOBAJIO KPUTEPHIM APYTUX
OJIaronpusATHBIX UCXOJ0B. B Teuenue a3bl moaaepKuBaromeii Tepanuu OTBET ObLT OLICHEH Y
19 maumentoB. M3 Hux y 17 (89 %) nauueHToB ObUIa JOCTUTHYTA MOJIHASL PEMHUCCHS U Y

1 (5 %) manuenTa Habmonanach TepaneBTHUecKast 3 PEeKTUBHOCTS.

5.2. ®dapmakokMHeTHYeCKHE CBOIiCTBA

dapMaKOKMHETHYECKHE CBOMCTBA Ipenapara OHKacnap OLEHUBAINUCH MO AKTUBHOCTH
acrmaparmHasbl, KOTOpas H3Mepsuiach IMyTeM MpoBeaeHHs (JepMEHTATUBHOTO aHAJIH3a MOCe
BHyTpuMbIIIeuyHoro (B uccienoBannu CCG-1962) u BHyTpUBEHHOTO (B UCCIICIOBAHUSIX
AALLO7P4 u DFCI 11-001) BBeneHus npemnapara.

B uccnenoBannn CCG-1962 cpennsas akTHBHOCTb acniapariHasbl JOCTUTajla MaKCUMAJIbHOM
BennuuHbI 1 E/Mi Ha 5-it nens nocne nabekiun. CpeHuil mepuo noayBbIBeICHU Mperapara
MIOCJIC BCAaChIBAaHUS U3 MECTa MHBEKITUU COCTABIISIET 1,7 JTHS, a MeproI IOTyBBIBEICHUS B (haze
anuMuHAK — 5,5 nHsA. OOBeM pacrpeeNeHus] B pPABHOBECHOM COCTOSIHUU COCTAaBIISIET

1,86 /Mm%, a knuperc — 0,169 n/m? B 1eHb.

B uccnenoBannu AALLO7P4 nokazatenu gpapmakokunetuku (PK) nmocie oqHokpaTHOTO
BHYTPHUBEHHOTO BBEJICHH npemnapara B 03¢ 2500 ME/m? B Tedenne (a3bl HHAYKIIMH OBUTH
pacuuTaHbl ¢ UCTOJIb30BaHUEM OeckaMepHON MOAeTH (papMaKOKMHETHYECKOTo aHAJIn3a Ha
OCHOBAHUU JIaHHBIX UCCIIEOBAHU M1OCIEA0BATENbHO B3AThIX 00pa3LOB MIa3Mbl KPOBU.
[TonmyuyeHHble pe3yabTaThl MpeACTaBIeHBI B Tabauie 3 (cM. pa3aen 5.1). Benuunabl Cmax 1 AUC
npemnapara OHKacnap UMeJI TeHJCHINIO K CHIKEHHIO Y MY KUUH, AI[UEHTOB ¢ 00Jiee BBICOKUM
HMT, a taxxke y mauueHToB B Bo3pacte 6osee 10 net. B Teuenue $as3pl uHAyKIMU mocie
O/THOKPaTHOTO BHYTPUBEHHOTO BBe/IeHHs npemnaparta Oukacmnap B 103e 2500 ME/M? akTHBHOCTB

acriaparuHassl 6onee wiu paBHa 0,1 ME/Mi coxpansnachk 1o 18 nHeil mocne BBeieHus npenapara

y 95,3 % nanueHTos.

Taoauua 3

IToxa3atenn (papMaKOKHHETHKH NOCJI€ OTHOKPATHOI0 BHYTPHMBEHHOI'0 BBE/ICHUS
npenapara Onkacnap B 103e 2500 ME/m? ITIIT B Teuenne dasul unaykuun (N = 47;
ucciaeaopanue AALLO7P4)

IMoka3zatenu ®K Apudmernyeckoe cpearee (SD)
Ciax (MME/mu)* 1638 (459.1)

Tmax (4)* 1.25 (1.08, 5.33)f
AUCo.« MME/nens/mia)* 14810 (3555)

AUCo- (MME/nenn/mun)* 16570 (4810)

ti2 (aum) 5.33(2.33)

CL (a/nenn)’ 0.2152 (0.1214)

Vss () 1.95(1.13)

* N=47 nanueHToB ¢ HOAJAIIIKUMUCS OLIEHKE JaHHBIMH.
T Menunana (10-i1, 90-ii mporeHTHIM).
* N=46 nanueHToB ¢ MOAJAOUMMHUCS OLICHKE JaHHBIMH.

B uccnenoBannu DFCI 11-001 oueHka akTUBHOCTH acnaparuHasbl IOBOJINUIIACH MTOCIIE
OJTHOKPATHOTO BHYTPHBEHHOTO BBeieHUs npenapaTta Onkacnap B 1o3e 2500 ME/m? ITI1T B
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TedyeHue (pas3pl HHIYKIMK U 3aTeM OJUH pa3 B 2 HEJEJIM B paMKaxX MOCTUHAYKIIMOHHON Teparnuu
(cm. pazzmen 5.1.). B Teuenne ¢a3bl MHAYKIIMN aKTUBHOCTD acliaparuHasbl B IJIa3Me KPOBH

> 0,1 ME/mn coxpansiiachk B TeueHnue 18 qHeid nocie BBefeHus npenapara y 93,5 % manueHTos.
B pamkax mocTHHAYKIHOHHON Tepanuy HauMeHbIlas (0CTaTOYHas) aKTUBHOCTh acHapariHa3bl
Boie 0,4 ME/Mi coxpansnach ¢ 7-if mo 25-10 Henemo y 100 % manueHToB. TH pe3yIbTaThl
YKa3bIBalOT Ha TO, YTO MPU OJHOKPATHOM M MHOTOKpPATHOM (OJIMH pa3 B 2 HEJleIH) MIPUMEHEHUN
npenapata Onkacnap B 103e 2500 ME/m? TIIT KIMHUYECKU 3HAUYMMBI YPOBEHb AKTUBHOCTH
acraparmHasbl COXpaHsUICA B TEUEHHE BCET0 MHTEpBala MEXy 103aMU (B TeUCHHE 2 HENlENb).

[TaruenTsl ¢ BepBbie AuarHoctupoBanHbM OJIJI momydanu oTHOKpAaTHBIE BHY TPUMBIIIICUHBIC
UHBEKIMH npenapata Onkacnap B 03¢ 2500 ME/m? I T nnu HatuBHO#M L-acmaparuHassl

E. coli (25 000 ME/m? IIIT) unu Erwinia (25 000 ME/m? TIIIT). Ilepuos nonyBbIBeAeHUS
npenapara OHKacmap u3 1mia3Mbl KpoBH (5,7 aHs) ObUT 3HAYMMO OOJIBIIE, YEM TTEPUOIBI

MOJTyBBIBEeIeHUSI HaTUBHOU L-acmaparunassl E. coli (1,3 aust) unu Erwinia (0,65 1HS) U3 T1a3MBbI

KpOBHU. YPOBEHb HEMEJICHHOW THOCIN JIEHKEMHYECKUX KJIETOK i1 Vivo TIO TAaHHBIM
(bayopecueHIu ¢ poJJaMUHOM OBLIT OJJUHAKOBBIM JUIsl BCEX TpeX MpemnaparoB L-acraparuHaszbl.

[TarmmenTsl ¢ OJIJI ¢ HECKOJIBKUMU peIUAUBaMU MTOTy4aly npenapat OHKacnap Wik HaTUBHYIO
acraparuHasy E coli B paMkax UHIYyKIIMOHHOH Tepanuu. [Ipenapat OHkacnap NpuMeHsIICS
BHYTPHUMBIIIEYHO B 103€ 2500 ME/M? TITIT B mau 1 u 15 da3pl uaayKIKMUA. CpeaHss BeIMUnHA
Mepuo/ia noixyBbiBeieHUs npenapata OHKacnap u3 mia3Mbl KPOBH COCTaBIIsIA 8 THEH y
MAIUEHTOB ¢ OTCYTCTBHEM TunepuyBcTBUTEIbHOCTH (AUC — 10,35 ME/Mn/nenn) u 2,7 nus y
NAIMEeHTOB ¢ Tunep4yyBcTBUTENbHOCTHIO (AUC — 3,52 ME/™Min/nens).

OcoOble mOnyISAIII

Kontponupyembie ucciegoBanus ¢ 1eibio (opMabHOTO U3yueHHs (papMaKOKMHETHKH
npenapata OHKacnap B 0COOBIX MOMYJISAIUAX MMallMEHTOB HE MPOBOAMINCE. [lomynannoHHbIN
(dhapMaKOKUHETHYECKUN aHAIH3 IS penapara OHKacmap ¢ UCMOJIb30BaHUEM JTaHHBIX
kimHnYeckux uccnegopanuit AALLO7P4 (IV), DFCI 11-001 (IV), u CCG-1962 (IM) noka3arn,
YTO BEJIMUYMHA KIMPEHca (JIMHEHas U HackllaeMas) Bo3pacrana nponopunoHansso I1IIT, a
o0beM pacmnpenenieHus — ¢ Hebobimum onepexenueM II1T. [lanHblii aHamW3 HE BBISIBUIT
CTAaTHUCTUYECKU 3HAYMMBIX Pa3IUYUN 1O MOKa3aTesIM papMaKOKHHETUKH MEXKIY MallieHTaMH
MY?CKOT'O U )KEHCKOTI'O IT0JIA.

BnusiHue nmoyeyHo! M MeYeHOYHOM HEI0CTaTOYHOCTH Ha (hapMaKOKHMHETUKY Ipernapara
Omnkacnap He n3ydasnoch. [Iaracnaprasa npencraBiseT co00i O€I0K C BRBICOKOW MOJICKYJISIPHON
MAacCCOM, KOTOPbI HE BBIBOAUTCS U3 OpraHu3Ma oykaMu. B CBS3U ¢ 3TUM U3MEHEHUE
(bapmMakokuHETHKH npenaparta OHKacnap y HalleHTOB C MOYEUHON HeJOCTaTOYHOCThIO HE
MIPOTHO3UPYETCA.

[TockonbKy poTEOoIMTHYECKHE (EPMEHTHI, OCYIIECTBIISIONINE METa00IN3M TpenapaTa
Omnkacnap, MOBCEMECTHO pacIpeeIcHbl B TKAHAX, TOUYHAs POJIb IEYEeHU Hen3BecTHA. OqHAKO
MIPOTHO3UPYETCS, UTO JII000€ yXyIIIeHne QyHKIUH MeYeHN He OyeT C03/1aBaTh KIMHUYECKU
3HAYMMBIX Npo0JIeM Mpy NpUMEHEeHnH npenapaTta OHKacnap.

JlaHHbIE O IPUMEHEHUH IIpenapaTa y NalMeHTOB MOXKUIJIOr0 BO3pacTa OTCYTCTBYIOT.

5.3. /laHHble TOKJIUHUYECKOH 0€30MacHOCTH

dapMakOKHHETHYECKOE/(PapMaKoJUHAMHUECKOE HEKITMHUYECKOE COMOCTABICHUE JIBYX
nexkapcTBeHHBIX (opm OHKacmapa, pacTBopa Ui MHBEKIUH 1 HH(Y3wid 1 trnoduim3aTa s
MIPUTOTOBJIICHUS PAaCcTBOPa, OBLIO MPOBEACHO Ha coOaKax Mmociie 0OJTHOKPATHOTO M MHOTOKPATHOTO
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BBEJICHUS BHYTPUBEHHO 103 npenapara u3 pacuera 500 ME/kr. Huxe npuBeaeHb! pe3ybTaThl
WCCIe0BaHUM pacTBOpa I MHBbEKITUN U HHQY3HA.

OcTpas TOKCUYHOCTD

JIums oueHb BHICOKHME OJHOKPATHBIC MHTpANEPUTOHEATbHBIC 10361 TIdTacnaprasbl (25 000—
100 000 ME/kr maccsl Tena) BeI3bIBau rudens 14 % mpimeil. BBenenue npenapata B 3THX ke
7103aX COMPOBOXKAAIOCH JIETKUM TelaTOTOKCUYECKUM JelicTBueM. HexxenaTenbHble peakuuu
BKJTIOYAJTU TTOTEPIO MACCHI TEJIa, MUIOAPEKLUIO U CHUYKEHUE aKTUBHOCTU. Y MEHBIIIEHUE MACChI
CEJIE3€HKH MOKET OBITh MPU3HAKOM MOTCHIIMAIBPHOTO HMMMYHOCYIIPECCUBHOTO Y dekTa
mpermapara.

BrayTpuBeHHOE BBEICHHE MAracmaprasbl B oHOKpaTHOH 103¢e 10 S00 ME/Kr maccel Tena Xoporo
MEPEHOCUIIOCH Y KPBIC U Y CO0aK.

TOKCHMYHOCTB TPY MHOTOKPAaTHOM MPUMEHEHHUH

B 4-HenenbHOM HMCCIeIOBAaHUH HA KpbIcaX, MOJIy4aBUINX Mmaracnaprasy B 1o3e 400 ME/kr/neHp
MHTpaNepUTOHEAIbHO, HA0II01aI0Ch CHU)KEHUE NTOTPEOICHHS UM M MAcChl TeJia 110
CPAaBHEHUIO C KOHTPOJIbHOU IPYIIION.

B 3-MecsunOM uccienoBaHuM Ha MBITIIaX BBEJACHUE TATacmaprasbl B go3ax 10 500 ME/kr
I/IHTpaHepI/ITOHeaHI:HO Nniin BHYTpI/IMLIH_Ie‘-IHO HpI/IBOI[I/IJIO K HC3HAYUTCIBbHBIM U3MCHCHUSM B
KJIETKaX MEeYEHU TOJIBKO Y )KUBOTHBIX, TIOJYYaBIINX HAUBBICITYIO 03y Mpernapara.

BpemenHoe moiaBieHue mpupocTa Macchl Tella ¥ BpEMEHHOE CHUKEHHE O0IIEro KOJIMYecTBa
JIEHKOLIUTOB HAOIIOAIKNCh Y CO0aK, MOJyJaBIIMX Mmaracnaprasy B 1o3e 1200 ME/kr B Heaento B
TCUCHUC 2 HCICJIb. HOBBIH_IGHI/IC AKTHUBHOCTHU FHYTaMaT-HI/IPYBaT TpchaMI/IHa?)I:I TAKXEC
HaOII0IAI0OCh Y KaXK0W Y€TBEPTON COOAKH.

NMMYHOr€HHOCTb

B 12-HenenpHOM HCCIEN0BaHNT HAa MBIIIAX, MOIY4YaBUIMX II3racnaprasy BHYTPUMBIIIEYHO WU
uHTpanepuToHeansHo B 103e 10,5 ME/ocoOb exxeHenenbH0, IMMYHOTEHHBIH OTBET HE

oOHapy KHBaJICS.

PenpoaykTuBHAs TOKCUYHOCTh
HccnenoBanus penpoayKTUBHOW TOKCMYHOCTH IAracraprasbl He MPOBOIUIOCE.

HccnenoBanus SMOPHOTOKCUYIHOCTH L-acniaparnHassl BEISIBUIIHM MPU3HAKH TEPATOTCHHOTO
MOTEHIIMAaNa mpenapara y KpbIC, MOJIy4aBIIHUX Mpenapar ¢ 6-ro no 15-i1 1eHs rectanuu.
MaxkcumManbHas 1032, He IPUBOAAIIAS K pa3BUTHIO Habmogaembix g dexro (NOEL), mis
TepaToreHHoro aeictBus cocrapisia 300 ME/kr BHyTpuBeHHO. BBeieHMEe ipenaparta KpoaruKkam
B 7103¢ 50 unmu 100 ME/kr BHYTpHBEHHO C 8-T0 TI0 9-ii ICHb reCTallK COMPOBOXKIAIOCH
(hopMHUPOBaHKHEM JKU3HECTTOCOOHBIX SMOPHOHOB C BPOKJICHHBIMH ITOPOKAMHU PA3BUTHS.
Bennuuna NOEL He ycTanoBieHa. MHOXECTBEHHbIE TIOPOKU Pa3BUTUS U THOEIb SMOPHOHOB
HaOJIIOAaNCh TTPY BBEJCHUU TIperapaTa B TepaleBTHYECKOM Jnana3one 103. MccienoBanus
BIUSHUS Ha PEPTUIHHOCTD U MEPHU- U TOCTHATAIBHOE Pa3BUTHE HE TPOBOAMIUCE.

KaHHeDOFeHHOCTB, MYTar¢HHOCTb, BIMAHHNC Ha d)eDTI/IJ'H)HOCTI)
[[OJ'IFOBpCMCHHHC HCCIICAOBAaHNA KaHIICPOTCHHOCTH N2Traciiaprasbl U HCCICAOBAHNSA €€ BIIMAHUSA
Ha q)epTI/IJ'II)HOCTI) Y ) KUBOTHBIX HC IMMPOBOANIINCE.

Tect Ditmca ¢ ucnonp30BaHUEM IITaMMOB Salmonella typhimurium He BBISBUI MyTareHHOTO
MOTEHIMAJIA MAraciaprassl.

6. PAPMAIIEBTUYECKHUE CBOMCTBA

6.1. IlepeyeHb BcIOMOraTe/IbHBIX BelllECTB

Caxapo3a
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Hatpus nuruapodocdat MoHOTHIpAT

Hartpus ruapodocdar renraruapar

Harpus xiopun

Hatpus ruapoxcun (ans noseaenust pH no 7,4)
XnopuctoBogopoaHas kuciora (11 noseaenus pH no 7,4)

6.2. HecoBmecTHMOCTDH

JlaHHBII JIEKApCTBEHHBIN NIpenapar He CJIELYEeT CMEIIUBATh C IPYTUMHU JIEKAPCTBEHHBIMU
Mpenaparamu, 3a UCKIIOYEHUEM YIIOMSIHYTBIX B pazzene 6.6.

6.3. Cpok romHocTH (CpOK XpaHeHHs)

HeBckpoIThIil haakoH

3 roxa.

BoccraHoBIEHHBIN pacTBOp

Bruta mponeMoHCTpupoBaHa XUMHUYecKas U pU3ndecKas CTaOMIbHOCTD IPU MCIIOJIb30BAaHUU B
TeueHne 24 yacoB npu temrneparype Hiwke 25 °C. C MEKpOOHOIOTHYECKON TOUKH 3PSHHUS, €CIIH
croco0 BOCCTaHOBIICHUS HE MPEIOTBPAIIAET PUCK MUKPOOHOTO 3arpsi3HEHHUS, TIperapaT cleayeT
UCIOJIb30BaTh HEMEAJIEHHO. B mpoTUBHOM ciyuae, 3a MpOI0JKUTEIBHOCTD U YCIIOBUS XPaHEHUS
HECET OTBETCTBEHHOCTh MEPCOHAI, PA0OTAIOIININ C IPEnapaToM.

Pa30aBneHHbIN pacTBOp

bruta mponeMoHCTpupoBaHa XUMHUYecKas U pU3nUecKas CTaOMIbHOCTD IPU HCIIOJIb30BAaHUU B
teueHnue 48 wacoB npu temrneparype ot 2 °C g0 8 °C. C MUKpOOHOIOTHUECKON TOYKU 3PEHUS,
Ipenapar cieAyeT UCIOIb30BaTh HEMEUIEHHO. B IpoTUBHOM cityyae, 3a MpOJOJIKHUTEIbHOCTD U
YCIIOBUSI XpaHEHUS Tepe] UCTIONb30BaHUEM OTBEYAET EpCOHAI, pabOTaOIUi C MpenapaTom; B
HOpME BpeMsI XpaHEHUsI He JOJDKHO MpeBbIath 24 yaca npu temneparype ot 2 °C o 8 °C, ecnu
TOJILKO BOCCTaHOBJICHHE / pa30aBiieHHe HE MPOBOINUIOCH B KOHTPOJIUPYEMBIX U
MOATBEPKICHHBIX aCENTUYECKUX YCIOBHUSX.

6.4. OcoOble Mepbl MPEIOCTOPOKHOCTH NPU XPAHEHUH

XpaHUTb B XOJIOAWIBHUKE IIpU Temneparype ot 2 a0 8 °C.
He 3amopaxuBats.

YCJIOBI/IH XpaHeHI/ISI I10CJIC BOCCTAHOBJICHUA U pa36aBneHI/1;1 HeKapCTBeHHOFO HpenapaTa CM. B
pazgene 6.3.

6.5. Xapakrep u coaepkaHue NePBUYHON YIAKOBKH

3750 ME npenapata Bo (priakoH U3 HEUTpaIbHOTO CTeKIa (TUM ) BMECTUMOCTBIO 5 M,
YKYTIOPEHHBIA PE3MHOBOM MTPOOKOM U3 OyTHIIKAaydyKa M 00KaThI aTIOMHUHHEBBIM KOJIMTAYKOM U
MIOJIMIIPOINIUIICHOBOU KPBIIIKON C MHAUKALUEH BCKPBITHS C OTPBIBHBIM ITOSICKOM.

KonunuecTBo npenapara B ynakoBke: 1 (iakoH BMecTe ¢ MHCTPYKIIMEH MO TPUMEHEHHUIO B
KapTOHHOM MaukKe.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MPU YHUUTOKEHUN UCIOJIb30BAHHOTO
JIEKAPCTBEHHOT0 NMPeNnapaTa Wik 0TX0A0B, MOJYYEeHHBIX MOCJIe MPUMEHEHUsI
JIEKAPCTBEHHOT0 Mpenapara v Apyrue MaHUuMyJIsIUE ¢ PenapaTom

JlaHHOE JIeKapCTBEHHOE CPEICTBO MOXKET OKa3bIBAaTh pa3fpaxaroiiee NeiCTBUE MPU KOHTaKTe. B
CBSI3H C OTHM JTUO(PHIN3AT JOHKECH UCIIONB30BATHCS C 0C000H 0CcTOpOKHOCTHIO. He normyckaiite
BIIBIXaHUS MApOB Mpernapara Wik ero KOHTaKTa ¢ KOKed M CIU3UCTHIMHU 000JI0YKaMu (B
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O0COOCHHOCTH TJ1a3); MU MOMAJaHIH [IpermapaTa Ha KOXY, CIIM3UCThIE 000JOUKH WJIH B I1a3a
MIPOMOMNTE WX OOJIBIITMM KOJMYECTBOM BOJIbI B TCUCHHE HE MEHEE 15 MUHYT.

Onkacnap cienyeT BBOAWTH BHYTPHUBEHHO WJIM BHYTPUMBIIIEYHO I[IOCIIE BOCCTAHOBIICHUS
npemnapara. [lepen BBenenreM muoduiin3ar J0KeH OBITh BOCCTAHOBJICH C IIOMOIIBIO 5,2 MIT BOJIBI
IS MHBEKIUH (cM. pazgen 4.2.).

WHCTpYyKIMS 0 NCHOIb30BAHUIO

1. Tlepconan nomxeH ObITH 00y4YEH TOMY, KaK 00paliaThes ¢ ICKapCTBEHHBIM MpEnapaToM
KakK ero nepemMeniath (0epeMeHHbIE COTPYAHUKHU JOJKHBI OBITh OTCTPAHEHBI OT PaOOTHI C
JAaHHBIM JIEKAPCTBEHHBIM IIPENAPATOM).

2. JIomKHBI COOMIOAATHCS ACETITUYECKUE YCIIOBHS.

3. JomkHBI COONMIONATHCS MPOLIEyphl IPABUIBHOTO 0OpAIEHus ¢ TPOTHBOOITYXOJIEBBIMU
CpeACTBaMHU.

4. Tlpu pabote c npenaparom OHKacmap peKOMEHIyeTCsl UCTIOJIb30BaTh OJHOPA30BbIE
NEepYaTKH U 3aIMUTHYIO OJEXKTY.

5. Becb uHBeHTapb, UCIIOJIB30BAHHBIH JUUIsl BBEICHHSI ITpeTaparTa Wiu yOOPKH, BKIIOYast
HepYaTKH, JOJKEH OBITh MOMEILEH B MEUIKH JUIsSl yTUIN3AlMK MEIUIUHCKUX OTX0/10B
BBICOKOI'O KJIACCa PUCKA JUIsl CKUTAHUS IIPU BBICOKOW TEMIIEPATYPE.

Boccranosinenue

1. Bo ¢mnakoH BBOIAT 5,2 MJT BOJBI A1l HHBEKIUH ¢ TOMOIIBIO IIIpULA ¢ Urioi 21 xanuopa.

2. ®nakoH cieayeT 0CTOPOKHO BpalaTh, NOKA TMO(GUIN3AT HE BOCCTAHOBUTCS.

3. Tlocne BOCCTaHOBIIEHUS pACTBOP JOJKEH OBITh MPO3PAaYHBIM, OECIIBETHBIM U HE JOJKEH
COJIEPKaTh BUAMMBIX MEXaHUYECKHX BKIIIOUEHUH. ECIM BOCCTaHOBICHHBIN PACTBOP
MYTHBIN WJIK B HEM 00pa30oBajics 0CajioK, He UCIoJb3yiiTe ero. He BeTpsixuBaiite pacTBop.

4. PacTBOp cieayeT UCIOIb30BaTh B TEUCHUE 24 4acOB MOCII€ BOCCTAHOBJICHUS TIPU
TeMIeparype xpaneHus Huwke 25 °C.

[Ipumenenue
1. TlapeHTepanbHbIe JeKapCTBEHHbIE CPEICTBA JOKHBI OBITH TPOBEPEHBI HA HATTNYNE

TBEPABIX YACTHII IO BBEJACHHUS, JOKEH UCIIOIB30BATHCS TOJIBKO MPO3PAYHBIA,
OecIBETHBII pacTBOp 0€3 BUIMMBIX MEXAaHUYECKUX BKIIOUCHHH.
2. JlekapcTBEHHOE CPENCTBO ClIeyeT BBOAUTH BHYTPUBEHHO WJIM BHYTPUMBIIIEYHO. PacTBOp
HY’KHO BBOJIUTH MEJIEHHO.
J71s1 BHY TPUMBITIICYHBIX HHBEKIIUHA 00beM HE JTOJDKEH MPEBBIIATh 2 MJ Y JIeTEH U TIOJIPOCTKOB U
3 MJ y B3pOCIIBIX.
J171s1 BHyTPUBEHHOTO BBEJICHUS BOCCTAHOBJIEHHBIN pacTBOP J0HKEH ObITh pa3BenieH B 100 M
pactBopa xjopuna Hatpus 9 mr/mi (0,9 %) Ui HHbEKUNI WK pacTBOPA TIIIOKO3bI 5 %.
PazbaBiieHHBIN pacTBOP MOXKET T0OABIATHCA K YK€ MPOBOISIIEHCS HHPY3UH pacTBOpa HATPHS
xyopuaa 9 mr/mi, 1160 pacTBopa riIroKo3bl 5 % ¢ TaKUM pacdeToM, 4TOObI BBEACHHUE PacTBOpa
IIpoM301LI0 B TeueHue 1-2 yacoB. He BBoiuTE Apyrue ieKapCcTBEHHBIE CPEJICTBA B OJIUH U TOT K€
BHYTPUBEHHBII TOCTYI BO BpeMs BBeneHus OHkacnapa (cM. paszaen 4.2.).
[Tocne pa3daBneHHs pacTBOp CIEAYET HEMEIJICHHO UCIIOIB30BaTh. Ecian HeMeneHHoe
UCIOJIb30BaHNE HEBO3MOKHO, Pa30aBICHHBIN paCTBOP MOKHO XPaHUTh IIPU TEMIEpaType oT 2 110
8 °C ue 6omee 48 yacoB (cM. paszzuen 6.3.).

YTunuzanus 0TX010B
[Ipenapat Onkacnap mpeaHa3zHayeH TOIBKO JUIsl OJHOKPATHOTO BBeEeHUs. Beck octaBmmiics
JIEKapCTBEHHBIN Mpernapar U OTXO/IbI CIEAYET YHUUTOKHUTh B YCTAHOBICHHOM TMOPSIKE.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHUA

«JIaboparopuu Cepsbe» / Les Laboratoires Servier
92284 ®pannwst, Cropen Cenekce, yi. Kapuao 50 / 50, rue Carnot, 92284 Suresnes cedex, France
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7.1. IlpeacraBuTe b AepAKaTe/isi PETHCTPALMOHHOIO YA0CTOBEPEeHUs!

IIpemen3zuu nompebumerneti HanpasiAme NO aopecy:

Poccniickas ®@exepanus Pecny0smka Ka3zaxcran u Keiproizckas
AO «Cepsbe» Pecny0iinka

125196, r. Mocksa, yi. Jlecnas, nom 7 TOO «Cepsbe KazaxcTan»

Ten.:+7 (495) 937 07 00 050020, Kazaxcran, r. AnMartsl, mip. JlOCTBIK,
daxc: +7 (495) 937 07 01 310

OII. TIoYTa: Servier.russia@servier.com Tem.: +7 (727) 386 76 62

O1. moura: kazadinfo@servier.com

Pecny0auka benapycb Pecny0iimka ApmeHust

[IpencraButensctBo YAO «Les Laboratoires [IpencraButensctBo «Jlaboparopuu CepBbe»
Servier» (®paniysckas Pecybnuka) B 0001, r. EpeBan, CeBepHbIil IPOCTIEKT, 1,
Pecny6nuke benapychb ousnec nentp «Hopm»

220030, r. MuHCk, yi. Mscaukosa, 70, od. 303 Tem.: +374 (10) 50 50 74

Tem.: +375 (17) 306 54 55/56 OJ1. moyTa: mariam.antonyan(@servier.com

9. oura: 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. JATA IEPBUYHOM PETUCTPAIIUU (IIOATBEPXKJIEHUS
PETUCTPALMU, IIEPEPETUCTPAILINN)

JlaTa repBoii perucTpanmu:

B Poccuiickoit ®enepanuu 04.02.2022
B Pecniy6nuke Kazaxcran 21.02.2022

B Ksipreizckoit Peciy6nuke 28.02.2022
B Pecny6nuke benapycs 01.03.2022

B Pecny6nuke Apmenns 09.03.2022

10.JATA IIEPECMOTPA TEKCTA

OO01as xapakTepuCTHKa JIEKapCTBEHHOI O IpenapaTa OHKacnap JOCTYNHA Ha THPOPMAITUOHHOM
noptaine EBpa3uiickoro 3KOHOMUYECKOI0 COK03a B MHPOPMALMOHHO-KOMMYHHUKAIIMOHHON CeTH
«nTepHeT»

https://eec.eacunion.org/
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