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HUKBECEJI
\ J-005911-1(%
Perucrpauunonnblii Homep: ‘ 4 005911-181119
Toprosoe nHaumenosanme: Huksecen L COTNACOBAHO
Me:xayHapoaHoe HeMaTeHTOBAHHOE WJIU rpynnupono‘im

KHCII0Ta

JlexapcrBennas gopma: TabIeTKH KMILIEYHOPACTBOPUMBIE, IIOKPBITHIE IJICHOYHOH 000I04KOM
Cocras Ha 1 Tabierky:

oericmeyiowee gewecmeo. MukodpeHonat Hatpus 1924 mr uau 384,8 mMr (9KBHBAJIEHTHO
mukodenonoBoi kuciaore 180 mr u 360 Mr cCOOTBETCTBEHHO);

gcnomocamensvhble sewecmsa. nakrosa 6e3soanas 45,0 mr wim 90,0 mr, runpomernnosa ES 5,0 mr
i 10 mr, xpocnoBuaon 30,0 mr umu 60,0 mr, nosugon K30 20,0 mr unu 40,0 Mr, kpaxmain
KyKypy3Hbiit 6,0 Mr wiun 12,0 Mr, kpeMHus auokcua koswtouansiit 7,0 mr wiu 14,0 Mr, HaTpus
creapuiadymapat 4,6 mr uiu 9,2 mr.

Obonouxa: METaKpUIIOBOH KMCIIOTHI U 3TWiakpuiaata cormonumep (1:1) 21,68 mr unu 43,36 wmr,
makporos 6000 1,0 mr mwam 2,0 mr, Tanek 10,0 mr wim 20,0 mr, TuTaHa aAuokcua 2,64 Mr uiau
5,28 mr, TpuaTHnuuTpat 4,68 mr wiu 9,36 mr.

Onucanne:

Hozuposka 180 m2: Kpyrible, ABOSKOBBINYKIIbIe TA0NETKH, MOKPBITbIE 000104KO# 6enoro usera.
Ha nonepeunom paspese sapo 6enoro wiu no4tu 6enoro uBeTa.

Ho3zupoexa 360 m2: oBanbHbIE, IBOSAKOBBINYKIIbIE TAOIETKH, ITOKPBITHIE 000J104KOM OeIoro 1BeTa.
Ha nonepeunom paspese sapo 6esoro win no4ru 6enoro uBera.

dapmakoTepaneBTHYeCKas IPyNna: UMMYHOIEIIPECCUBHOE CPEICTBO

Kox ATX: L04A A06

dapmakojoruyeckoe aeicTeue

Dapmakoounamuxa
MukodeHnonoBas KucI0Ta UHMHOMpYeT CHHTE3 T'yaHO3MHOBBIX HYKJIEOTHIOB IOCPEICTBOM
CEJIeKTHBHOIO M0JaBJICHHUS KJIIOUEBOr0O bepmenTa CHHTE3a MYypPUHOB

MHO3MHMOHO(OChATAErHAPOreHA3bI.

Bnaronaps nannomy mexanusmy 3ddextuBHo noxasnser nponudpepaunio T- u B-mumdoumros,
NpyyYeM B 3HAYUTENILHO OONbIIEH CTENEeHH, ueM APYTHX KIETOK, MOCKOJbKY mpoiaudeparus
MUMQOLMTOB, B OCHOBHOM, 3aBUCHUT OT CHHTE3a ITypHHOB de novo.

[TonaBnenue nponudepanuu T- u B-nmumpounToB MUKOpeHOI0Bas KUCIIOTA JOMOIHAET ASHCTBHE
MHIMOUTOPOB KaJIbLMHEBPUHA, HAPYIIAIOMIMX MPOAYKIHIO IUTOKMHOB M BO3/I€HCTBYIOIMX Ha T-
MUMOOLUTHI B (pase MOKOs KJICTOYHOTO LKA,

DapmakoKuHemuka

Bcacviganue. Tlocne nepopaabHOro MNPUMEHEHMss MHUKO(QEHOIAT HaTpusi HMHTEHCHBHO
BcacplBaeTCs.  brmarojaps  HAIMUMIO  KMLIEYHOPACTBOPUMOIO  IJIGHOUHOrO  MOKPBITHS
MakCHMMalibHas KOHUEeHTpauus MukopeHnonoBor kuciaotsl (MPK) nocturaercs npubau3uTensHO
yepe3 1,5-2 waca. B wuccnenoBanusix in vitro OblIO MOKa3aHO, YTO OCOOBIH COCTaB
KUILIEYHOPACTBOPUMOTO  IUICHOYHOTO  INOKPBITHS  TabaeTOK  MHUKO(EHOIOBOH  KHMCIIOTBI
npensaTcTByeT BoicBoOOKAeHHI0 M®DK B K1CI0# cpe/e, aHaIOrMYHOM KUCIION Cpefe kKelyaKa.



Y nauMeHToB €O CTabMIBbHO (QYHKUHMOHHUPYIOLUIMM IOYEHYHBIM TPAHCIUIAHTATOM, MOJIYYaIOIIHX
0a30ByI0 HMMYHOCYTIPECCHBHYIO TEPAIHIO LHKIOCIIOPHHOM B (hOpME MUKPOIMYJILCHH, CTENEHD
abcopburn M®K u3 xerynouno-kumeynoro tpakra (XKKT) — 93 %, a 6uogocrynsocts — 72 %.
B jmuanaszone 103 or 180 go 2160 Mr ¢apmakokHHETHKa MHKO(DEHOIOBOH KHCIOTBI HMEET
JIMHEHHBIN 10303aBUCHMBII XapakTep. BennunHa niomanam noj KpuBoi «KOHLEHTPALUS-BPEMS»
(AUC), npu npueme MUKO(EHOIOBO# KMCIOTHI HATOLUAK HE OTIMYAIACh OT TAKOBOM MPH MPUEME
rnpenapara ¢ NUILIEH C BLICOKMM cozepxkaHueM xupa (55 r xupa, 1000 kanopuit). OnHako, npu
3TOoM MakcumainbHas KoHUeHTpauuss MOK (Cpax) ymenbinaercs Ha 33 %.

Memabonuzm. M®K IPEUMYILIECTBEHHO merabonu3upyercs C y4acTHEM
IJIIOKYPOHMITpaHc(epassl ¢ 00pa3oBaHMEM OCHOBHOIO (PapMakOJIOrMYECKH HEAKTHBHOIO
metabonura ¢enonoBoro rmokyponuga MOPK (TMO®K). V nauueHTtoB co  cTabMIBbHO
(bYHKUMOHUPYIOIUM M04YEYHbIM TPAHCIUIAHTATOM, IIOJTY4aIOLIUX 6a3oBy10
MMMYHOCYIIPECCUBHYIO TEPAIHIO LMKIOCIOPHHOM B (OpMe MHKPOIMYIbCHH, OKoio 28 %
NepopaabHOM 10361 MHUKO(EHOJI0BOH KHCI0TBI Mertabonmusupyercst B 'M®K mpu «iepsom
MPOXOXKIAECHUN)» Yepe3 MeYeHb.

Pacnpedenenue u cessb ¢ b6enkamu nnazmol kposu. O6veM pacnpenenennsi MOK B paBHOBECHOM
cocrosiuuu coctasigeT 50 autpoB. Kak M®K, tak u TM®K oTnuuaroTcs BHICOKOH CTEMEHBIO
CBA3pIBaHMA ¢ Oenxamu miaa3mel KpoBu — 97 % u 82 %, coorBercTBeHHO. [IpH CHMXKEHHMH Yucia
MECT CBsi3bIBaHUA ¢ OenKkaMu (MU ypeMHH, IEYCHOYHOH HEAO0CTATOYHOCTH, OAHOBPEMEHHOM
NPUMEHEHHH IIPEnaparoB ¢ BBICOKMM CBS3bIBaHMEM C OenkaMHM IU1a3Mbl  KPOBH,
runoans0yMHUHEMUH) BO3MOXKHO MOBBIILIEHHE KOHIIEHTpalu cBoboaHoi M®DK B miasme.
Buigedenue. Ilepumon nomyseiBenenus M®K cocraBmser 11,7 4, xiupenc — 8,6 /4. MOK
BBIBOJMTCSA B OCHOBHOM ¢ Mo4doi B Buae ['M®DK, u ouenp maneie konumyectBa (<1,0 %) B
HeusmeHeHHOM BuJe. [leproa nonyseiBenenus M@K cocrasnser 15,7 4, knupenc - 0,45 /4.
['M®K Takke CeKpeTHPYETCs C JKeI4bI0 B KMILIEYHHUK, 1€ paclierisercs (yTeM 1eKOHbIOTaluH)
¢nopoit kumeunuka. Obpasyromascst B pedyibrare 3Toro pacuieruiennss MOK 3atem moxker
peabcopbuposatbes. Yepes 6-8 y nocie npueMa MUKO(DEHOIOBOH KUCIOThI OTMEYAETCs BTOPO#
UK KoHueHTpauuy M®PK, 4To COOTBETCTBYET NOBTOPHOMY BCAChIBAaHHMIO JE€KOHBIOTMPOBAHHOM
M®K.

Dapmaxokunemuka y 6G0NbHbIX, NepeHecwux MpaHcniaHmMayulo NOYKU U HAXOOAWUXCA HA
6az0601 UMMYHOCYNPECCUSHOU Mepanuu YUKI0CROPUHOM 8 (PopMme MUKPOIMYNbCUU

B Tabnuue nmpexacraBnens! cpeHue 3HaYeHUs GapMakokuMHeTHYeckuX napameTpoB MK mocne
npuéMa  MMKO(EHOJOBOH  KHUCJIOTBI.  3Ha4yeHHs  (apMaKOKMHETHYECKHMX  IapamMeTpoB
MHUKO(DEHOIOBOH KHMCIOTBI MpPH TpHUEMe OJHOKPAaTHOM /03Bl IMO3BOJAIOT IPEACKa3bIBATH
BO3MOXKHBIE 3HAYCHHS ITUX [TapaMETPOB IPH MOBTOPHOM U ATUTENBHOM Jo3upoBaHuu. CpeaHue
3HaueHHs AUC u Cmax M®K, u3MepeHHbIEe B paHHEM HOCTTPAHCIUIAHTALIMOHHOM IE€pUOJE,
coctapasin npubnusurensHo 50 % oOT 3HayeHuMH, onpeleNeHHbIX CIycTs 6 MecsueB mocie
TpaHCIUIAaHTALMH.

Tabmuua. Cpeonue 3navenus gapmakokunemuveckux napamempos MPK nocne nepopanrvhozo
npuema MukogeHon080t Kuciomel y OONbHbIX, NEPeHeculux MpaHCnIaHmayuio nouku u
noayualowux — 6az08yl0  UMMYHOCYRPECCUBHYIO — MEPAnulo  YUKIOCHOPUHOM 6  hopme
MUKDOIMYNbCULL.

HpuHﬂmble 8 ma6ﬂuue COKpaweHus.:
Cmax — MaxkcumanvbHas KOHYeHmpayus 6 niasme Kposu



Tinax — 6pems 0oCmudiCeHUs MaKCUMAnbHOU KOHYEHMpayuu 8 niame Kposu

AUC — nnowaob nood Kpugoil «KOHYeHmpayus-8pems»

B3pocabie Jo3za Tmax (9) Crmax (MKT/MIT) AUCo.0
OpnHokpaTHas no03a | (mpuem BHYTpb) (MKr*4/mi)
(n=24) 720 mr 2 26,1 (12.0) 66,5 (22,6)
B3pocabie Jlo3a Tmax (4) Crnax (MKT/Mu1) AUCo.12
[ToBropHble 103bl X 6 | (IpueM BHYTPb) (MKr*u/mun)
nHe (2 pasa B CYTKHM) 720 mr 2 37,0 (13,3) 67,9 (20,3)
(n=12)
B3pocabie Jo3a Tmax (4) Crnax (MKI/mi1) AUC.12
[ToBTopHBIe 103bI X 28 | (IIpHEM BHYTPb) (MKr*u/mi)
aHel (2 pasa B CyTKH) 720 mr 2,5 31,2 (18,1) 71,2 (26,3)
(n=36)
B3pocasie Jlo3za Tmax (4) Crnax (MKT/MJT) AUCq.12
JutenbHas Tepanus (2 (MKr*u/mi)
pasa B cyTkH) (n=48)
14 gueit mocne 720 Mr 2 13,9 (8,6) 29,1 (10,4)
TPaHCIUIAHTALUH
3 Mecsia rnocie 720 mr 2 24,6 (13,2) 50,7 (17,3)
TpaHCIUIaHTAlMH
6 Mecs1eB 1ocie 720 mr 2 23,0 (10,1) 55,7 (14,6)
TpaHCIUTAaHTALUH
Hetn Jo3a Timax (1) Cinax (MKI/MI1) AUCo.
OpnHokpaTHas f03a (MKr*u/m)
(n=10) 450 mMr/m? 2-2,5 31,9 (18,2) 76,2 (25,2)

Iloueunas HedocmamouHocms

®apmakokunetnka M@K ne 3aBucut ot Qpynkuuu noyek. AUC 'M®K npu Hapymenuu GyHKIHH
MOoYeK, HallPOTUB, YBEIMYHBACTCS; TaK y MalueHToB ¢ anypuei 3nadenuss AUC 'M®K npumepHo
B 8 pa3 Bbuue. I'emoauanus He Bauser Ha kaupeHc M®PK u I'M®K. Ilpn noyeunoi
HE0CTaTOUYHOCTH KOHIEHTpauus cBoboanoit M®PK B mniasmMe KpOBM MOXET 3HAUMTENIBLHO
YBEJIMYUBATLCSA, YTO, BEPOATHO, 00yC/lOBIEeHO cHHKeHUeM cBszbiBaHus MOK ¢ Oenkamu B
YCITIOBHMSIX BBICOKOH KOHLEHTPALMH MOYEBHHBI B KDOBH.

Ilevenounas neoocmamounocms

VY nanMeHToB ¢ aJKOroJbHBIM HUPPO30M IeYEHH He ObLJI0 OTMEUEHO BIMAHUS TOro 3abosieBaHUs
Ha peakuuu riarokyponupoanus MOK. Hannuue uiam oTcyrcrBue BausHus 3a001€BaHUA NIEYEHH
Ha (apmakoknHeTHKY M®PK MoeT 3aBHCeTh OT XapakTepa 3abosieBaHus (IPEUMYILIECTBEHHOE
NopaKeHHE NMapeHXMUMBI WJIH JKEITYEBBIBOAILICH CHCTEMBI, MU ITpoYee).

Jemckuti 6ozpacm

OnpiT, npuMeHeHUs MUKO(EHOJIOBOH KHCIIOTHI y JAeTed orpaHuueH. B rtabnuue npuBeneHsl,
cpenHue 3Ha4yeHUs (apMAKOKMHETHYECKMX [apaMeTpoB Yy JeTeil co  cTabMIbHBIM
TPAHCIJIAHTATOM  MOYKH, [OJYYAIOIIMX MHKPOIMYIBCHUIO LMKIOCIIOPMHA B  KayecTBe
UMMYyHoenpeccuBHOM Tepanuu. 3HaueHUst Cmax 1 AUC g M®K y nereit no cpaBHEHHIO €O
B3pPOC/IBIMH IALIMEHTaMH XapakTepu3oBajiuch Oonbuied BapuabenbHocThlo. Ilpu npueme
00BIYHOM pa30Boi 103l MUKOGDeHO0T0BOM KucnoThl 720 Mr y neteit AUC MOK ObLia Bblle, yeM
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AQHAJIOTMYHBIM MOKa3aTens y B3pocislx. CpenHee 3HaueHue kiupeHca MK cocraBuiao okoso
7,7 n/4. Oxupaercs, 4To IpHu 103 MUKOPEHOI0BOI KUCIIOTHI, paBHOH 200-300 mr/m?, AUC MOK
coctaBuT oT 30 10 50 MKr*u/mi.
Ilon
KnuHuyeckn 3Ha4MMBIX pa3avuuil GapMaKOKMHETHYECKMX MapaMEeTPOB B 3aBUCMMOCTH OT nosa
0onbHBIX HE 0OHApYKEHO.
ITodcunoni 6o3pacm
Ha ocHOBaHMM NpeaBapUTENbHBIX JaHHBIX MCCIEIOBAaHUH MPEAIOIaraeTcs, YTo KOHLEHTPALHs
M®K KJIMHMYECKH 3HAaYMMO HE U3MEHSETCS C BO3PACTOM.
IToxkazanusi K NPpUMEHEHHI0
[IpodunakTuka OCTPOro OTTOPKEHHMs TpaHCIUIAaHTaTa Yy OOJbHBIX C  AUIOTEHHBIMHU
TpPAaHCIUIAaHTATaMH  TIOYKH, IOJy4YaloliMX 0a30Byl0  MMMYHOCYIPECCHUBHYIO  TEPalMio
LIMKJIOCTIOPHHOM B (hOpMe MUKPOIMYJIbCUH U TIIIOKOKOPTUKOCTEPOUIAMH.
I[IpoTuBONOKa3aHUA
e [loBbllICHHAss YYBCTBUTEIBHOCTh K MUKO(EHONIATa HATPUIO, MUKO(QEHOTOBON KHCIIOTE,
mMukopeHonata ModeTnty Win 1000My KOMIIOHEHTY IIpernapara.
o Jlerckwuii Bo3pacT (3¢pekTHBHOCT U 6€30I1aCHOCTh HE U3YUYEHBI).
e Jledbuuur naKTaspl, HEMEPEHOCUMOCTH JAKTO3Bbl, INIIOK030-TaJIlaKTO3HAs MaabadbcopOums.
e bepeMEeHHOCTb.
e [lepuoa rpyHOr0 BCKapMJIMBAHHUS.
C 0CTOpPOKHOCTBIO
Bpox/aeHHas HE0CTaTOUYHOCTh M'MIOKCAHTHH-TyaHHH-(Gochopubosui-Tpanchepassl (B T.4. npu
cunapomax Jlewa-Huxena u Keanu-Curmusiepa).
3abosieBaHMs KEITYA0YHO-KHILIEYHOr 0 TpakTa B (haze obocTpeHus.
Ipumenenue y oemeii
DddexktuBHOCTs M 6€30MaCHOCTh MUKO(EHOIIOBOH KHMCIOTHI y A€Ted He M3ydyanuch. MMeroTcs
OrpaHMYEHHBIE JaHHbIE 110 (JapMaKOKMHETHKE MMKO(EHOJOBOM KHUCIIOTHI y JAETEH, epeHeCcIInX
TPAHCIUIAHTAIMIO TOYKK. B HAcTOSmMA MOMEHT KOHKPETHBIX PEKOMEHJALMH 110 PEXHUMY
JO3UpOBaHMs y AeTeil He pa3paboTaHo.
IIpumenenue npu GepeMeHHOCTH M B IEPHO/ IPYAHOI0 BCKAPMJIMBAHUS
[IpumeHeHue mpenapaTa npu OepeMEHHOCTH W B IEPHOA  T'PYAHOrO BCKApMIIMBaHHS
IPOTHUBONOKA3aHO.
[Tpu npumMeHeHHH MUKOGEHOIOBOH KHUCIIOThI BO BpeMsi O€PEMEHHOCTH OTMEYaIOCh MOBBILIEHHE

pUCKa HEBbIHAIUMBAHUS OEpPEeMEHHOCTH, B T.4. CIOHTAHHBIX abOPTOB, a TaKXKe Pa3BUTHS
BpOKAEHHBIX aHOManuii. CorimacHo Amepukanckomy HanmonansHomy Peructpy 6epemennoctu
y XKeHIMH 1ocie Tpanciuiantauny - (National Transplant Pregnancy Registry, NTPR), cpennss
YacTOTa Pa3BUTHS BPOXKICHHBIX NOPOKOB Yy JETEH, POXKAEHHBIX JKEHIIMHAMM, [EPEHECIIMMHU
TPAHCIUIAaHTALMIO OpraHoB, coctaBuger 4-5 %. XoTd KOHTPOIMPYEMBbIE KIMHMYECKHE
UCCIIEIOBAaHHs 10 TMPUMEHEHHI0 MHKO(EHOJIOBOH KHCIOTHI Yy OEpeMEHHBIX JKEHIUMH He
nposoauaucek, cornacHo NTPR npu npumenennu mMukodeHnonara moderuna B KOMOMHALMH C
APYTUMH MMMYHO/IENIPECCAaHTaMM BO BpeMsi O€pEMEHHOCTH OTMeYaslach IOBBIIIEHHAS 4acToTa
pa3BUTHSA BPOX/AEHHBIX MOPOKOB - 22
% (4 peberka 13 18 HOBOPOXkKIEHHBIX) 10 CPABHEHHIO CO CpeiHei yacToToi. Hanbosee yacto npu
npuMeHeHun Mukoderonara moderuiaa Bo Bpems OEPEMEHHOCTH y AE€TEH OTMEYAINCh aHOMAJIHH
pa3sBUTHSI BHYTPEHHErO yXa, KOHEYHOCTEH, 4eperHo-IMLEeBOH 00/1acTH, BKIIOYas PacCIUeTHHbI
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BepxHell ryObl U Heba, BpoKAeHHbIe AuadparmMaibHble TPbDKH, IMOPOKM Cepaua, NMUILEBOAA U
nouek. [Ipumenenue mukodeHonata ModeTHaa CONPOBOXKIAAETCS BBICOKMM PUCKOM pa3BUTHA
crioHTaHHbIX aboproB.  IlockonabKy NHpH NpueMe BHYTPb MM BHYTPHBEHHOM BBEICHHH
MPOMCXOAUT TMpeBpauieHne MukopeHonata MopeTuna B MHKO(EHOIOBYIO KHCIOTY/ BCIO
MpeACTaBICHHYIO Bbllle MHGOpMALMIO HEOOXOAMMO YUMTHIBATH NMPH NMPUMEHEHMM Npenapara
Huksecern.

B 9KCrepUMEHTANbHBIX  JIOKIMHMYECKHX  MCCIEIOBAHMAX Y OKMBOTHBIX  Habmrojpaics
TepaToreHHbIN G PeKT MUKOPEHOT0BOH KHCIIOTHI.

He pexomeHayercss HaYMHATh Tepamuio npenaparoM Huksecen 10 Toro, kak OyaeT mojayyeH
OTpHLIATE/IbHBIA PE3ylbTaT TecTa Ha OepeMeHHOCTb. B ciyyae HacTyruieHuss GepeMEHHOCTH
MalMEeHTKa J0JKHA HEMEIJICHHO TPOKOHCYIbTUPOBATHCS C BPAYOM.

Jlo Havasa Tepanuu npenapata Hukseces, Ha NPOTSUKEHUU BCEH TEpanMM U B TeUEHUE 6 HEOEb,
T0CJIe €€ 3aBEepIICHUS CIIeyeT IPUMEHATh 3 (HEKTUBHBIE METOAbI KOHTPALICTILIMH.

HewusBecTHO, BBIACIAETCS JIM MUKO(EHOIOBas KMUCIOTa C IPYIHBIM MOJIOKOM. B ¢BA3M ¢ TeM, 4To
CYLIECTBYET T[OTEHLUMAIbHbI PHUCK pa3BUTHS CEPbE3HBIX HEXKEIATENbHBIX SABJICHUH Y
BCKapMJIMBaeMoro pebeHka noj BausHUeM MUKO(eHoIaTa HaTpys, HE0OXO0AMMO PELIHTH BOMPOC
nubo 0 mpekpalleHuH MpuMeHeHus npenapara Huksecen, 160, yuuThIBasi BaXXHOCTb TEPAITMU
JAHHBIM MPErapaToM [Uli MaTepH, O MPEKpaILeHHH IPYIHOr0 BCKaPM/IMBAHMS HA MPOTAKEHUH
BCeil Tepanuu 1 B TeYeHHE 6 Heelb 110CIIe €€ MPEKPALECHHU.

Cnocob npuMeHeHUs U 103bl

BHyTpb, TabIeTKH MpPOIJIaTHIBAIOT LEJMKOM, HE pa3KeBbIBAs, HE ClIEIyeT JIOMaTh TabIeTKH.
[Tpenapat HukBecen MOKHO IPUHUMATh HATOLIAK MM BMECTE C IHIIEH.

Tepanuio npenaparom HukBecen y malMeHTOB, KOTOPhIE HE MOJIy4alll €ro paHbllle, HAYUHHAIOT B
nepsele 48 yacoB IOC/e TpaHCIUIAHTAUMM. PexomeHpoBaHHas ao3a cocrapiasger 720 mr (4
TabIEeTKH B KHILIEYHOPACTBOPUMOIi obonouke o 180 mr unu 2 Tabnaerku no 360 mr) 2 pasa B
cytkH (cyrounas go3a 1440 mr). Y GosnbHbIX, nomydaromux MukodeHonara Mmoperun (MM®) B
nose 2 r, MM® moxer ObITh 3aMeHeH Ha npenapaTt Huksecen B 1o3e 720 mr 2 pa3a B CyTKH.
Ipumenenue y nosmcunvix nayuenmos

Koppexkuus pexuma 103MpOBaHUS Y MOXKUIIBIX MAIIMEHTOB HE TpedyeTcs.

Ipumenenue y nayuenmos ¢ napyuieHuem QyHKy{Uu nouex

V NanuMeHToB ¢ OTCPOYEHHBIM BOCCTAHOBICHHEM (DYHKLIMH [1I0YEYHOIO TPAHCIIIIAHTATa U3MEHEHHE
no3sl npenapata Huksecen He Tpebyercs. Heobxoaumo TmareipHoe HabII0ICHHE 32 ALMEHTaMI
C XPOHMYECKHM TSDKEJIBIM HapyIieHHeM (QYHKIMH MOoYeK (CKOpOCTh Ki1yOo4KOBOH (GuibTpauuu
menee 25 M x Mu"'x 1.7372).

IIpumenenue y nayuenmos ¢ HapyuieHuem QyHKyuu nevenu

V mnauMeHTtoB C TsOKeNbIM 3a0ojieBaHMEM I€YEHH, CBSA3aHHBIM C IIPEUMYIIECTBEHHBIM
nopakeHueM MapeHXUMBl, He Tpebyercs xoppekunu npenapara Huksecen.

Dnu3o0bl peakyuu OMmopIHceHus.

Peakuusi OTTOp/KEHMS TpPAaHCIUIAHTaTa He [PUBOAMT K M3MEHEHHIO (DapMAKOKMHETHKH
MHMKO(EHOIOBOH KMCIOTHL. B 3THX Cilyyasx H3MEHEHHH PeXNMa 103MpOBaHUsA HE TpeOyeTcs.
ITo6ounoe aeiicTBUE

Cremyrolue HexenarebHble SBICHU HaOII01aIMCh B X0/I€ ABYX MCC/Ie0BaHUM 6€3011acHOCTH
MHKO(DEHOI0BOH KUCI0TEl 1 MM® y 423 mamueHToB ¢ HEJaBHO MEPECAXEHHOW MOYKOH, HE
MOJy4aBUIMX pPaHee MOAACPKUBAIOLIYIO Tepanuio (IMAMEHThl C IMOYEYHBIM TPAHCIUIAHTATOM
de novo), 1 y 322 mauMeHToB C NepecakeHHOM MOYKOMH, paHee MOJIyYaBIIUX MOAACPKHUBAIOLLYIO
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Tepanuioo. YacToTa pa3BUTHUs HEKeNaTeNbHBIX sSBICHMH Obula OJMHAKOBa B 00eux rpymmax
nanueHToB. [IpM mpUMEeHeHMH MHMKO(DEHOJIOBOH KHCJIOTHI B COYETAHHHM C LMKIOCIIOPHHOM H
TJIIOKOKOPTHKOCTEpOUIaMH oueHb yacTo (=10 %) nabmoganucs Takue HeKellaTeIbHbIEe SBICHUA
Kak neixonenus (19,2 %) n nuapes (23,5 %).

VY MOXUJBIX MALUMEHTOB PUCK Pa3BUTHS MOOOYHBIX SIBJIEHUH B 11€JIOM BbILLE B CBSI3U C SABJICHUAMHU
MMMYHOCYTIPECCHH.

3nokavecmeennvie HO800Opazosanus. Y TNALMEHTOB, MOJYYAKOIMX HMMYHOCYINPECCHBHYIO
TEPAINHI0 HECKOJIBKUMHU Npernapatamu, B ToM yucie M@K, noBbiieH puck pa3BuTHs TMMPOM U
OpYyruxX HOBOOOpa3oBaHMH, B YAacCTHOCTH, KOXHM. B Xone wuccieqoBaHMil 3/10KaueCTBEHHbIE
HOBOOOpa30BaHMs pPa3BMBATHCh HAa (OHE NpHeMa MHUKO(EHOIOBOH KHCIOTBHI CO CIEAyIOLIeH
4acTOTOM: IuMbonponudepaTHBHble 3a00J1€BaHUA WX TUM(OMBI Pa3BHINCh Y BYX MallUEHTOB
¢ mouyeyHbIM TpaHcruiantatom de novo (0,9 %) u y aByx nauuentoB (1,3 %) ¢ nepecaxeHHOH
MOYKOM, TOJY4YaBIIMX TMOJAEPKUBAIOLIYIO Tepanui0 B TeuyeHue nepuoga a0 | roja;
HEMEJIAHOMHBIE KapLIUHOMBI KOXKH pa3BUINCh y 0,9 % ¢ moyeyHbIM TpaHCIUIaHTaTOM de novo U 'y
1,8 % mauueHToB ¢ nepecakeHHON MOYKOH, paHee MOJIy4YaBUIMX [MOAACPKHUBAIOILYIO Teparnuio
MHUKO(EHOJIOBOM KHCIOTOM B TeueHue mnepuoaa A0 | roxma; Apyrve 3/10Ka4eCTBEHHBIE
HOBOOOpa3zoBaHus pa3BuiInCh y 0,5 % MalMEHTOB ¢ MOYeUHbIM TpaHcrIanTatom de novou'y 0,6 %
MALKEHTOB C MIepecaXeHHOH MOYKOH, IT0JY4aBLIMX OAAEPKUBAIOILYIO TEPAIIHIO.
Unepexyuonnvie 3abonesanus (onnopmynucmuyeckue ungekyuu). Y MNALKMEHTOB C HEIABHO
NepecakeHHON IMOYKOM, IMONyYaBIIMX B TedeHHe | roaa MHKO(EHOJIOBYIO KHUCIOTY B COCTAaBE
KOMITJIEKCHOM UMMYHOCYIIPECCUBHOM TeparuH, Haubosee 4acTo OTMEYaJIKCh
uuromeranoBupycHas (LIMB) undexuus, kauaua03 1 HHGEKUNS, BbI3BaHHAs BUPYCOM IIPOCTOr0
reprieca. B xoxe uccnepoBaHuit 6pu10 mokazaHo, yto LIMB undexkuus (moarBepikaeHHas
CEepOJIOTMYECKH BHUPEMHEH WM KIMHUYECKMMHU JaHHBIMH) OTMedanach ¢ vactotoi 21,6 % vy
MalMEeHTOB C HEJaBHO INepecakeHHOW moukod M 1,9 % y mnauMeHTOB co CTabMIIBHO
(GYHKUMOHHPYIOLMM TPAHCIIIAHTaTOM Ha ()OHE UTMTENbHON NMOAAEPKUBAIOLIEH TEPaITHH.
Hpyaue nedxcenamenvhbvie a61eHUs

Huxe npuBeneHsl HeXenaTelbHble SBJICHUS, BbISBICHHbIE Ha (oHe mpueMa MHUKO(EHOI0BOH
KUCIOTBl B 03¢ 1440 mr/cytku B TedeHHe 12 MecsueB B KOMOMHALMM C MHKPOIMYJIbCHEH
IMKJIOCIIOPHHA M KOPTHKOCTEPOMIaMH B X0/1€ ABYX KJIIMHMYECKHX MCCJIE0BAHMH Y NALMEHTOB C
MOYEYHBIM TPAHCIUIAHTATOM de NOvo M Yy MAlHMEHTOB C MEpPEeCaKeHHOM IOYKOM, MOJIyYaBIIMX
paHee INOAJACPKUBAIOUIYIO TEpalMI0. OTHU SBJIEHHS HMMEIH BO3MOXHYIO HIIM BEPOATHYIO
NPUYHHHO-CJIECTBEHHYIO CBS3b C IIPUEMOM MUKO(EHOI0BOM KHUCIIOTHI.

HexenaTeabHble SBICHHUS MPUBEACHBI B COOTBETCTBUH C KJIaCCU(UKALIMEH OPraHOB M CHCTEM I10
MedDRA (MeOMUMHCKHH CIOBaphb TEPMHUHOJIOTHMHM  PErJIAaMEHTAPHOM  JEATEIbHOCTH) H
MepeyrcieHbl M0 4YacToTe. YacToTa pa3sBUTHA HEXENaTelIbHBIX peakUMd OLIEHHBAETCS
cneayoinm o6pazom: odeHb yacto >10 %; yacto > 1 % u <10 %; newacro 20,1 % u <1 %; peaxo
>0,01 % u < 0,1 %; ouens peako < 0,01 % , BkIOuas OTAENBHBIE COOOIIEHHUS.

Hngpexyuonnvie u napazumapnvie 3aboneeanus

OyeHpb 4acTo: BUPYCHBIE, OaKTepHalibHble 1 rPHOKOBbIe HHGEKUMU: MHPEKIIMH MOYEBBIBOAAIIMX
IyTeM, reprec 30c¢Tep, KaHANWA03 CIM3UCTOM IMOJIOCTH pTa, CHHYCHUT, FaCTPO3HTEPUT, MPOCTOM
reprec, Ha30(h)apUHIUT.

YacTo: HHPEKUMHA BEPXHUX AbIXATE/IbHBIX MTyTEH, THEBMOHHUS.

HeuacTo: paneBble MHPEKLNH, CETICUC*, OCTCOMUETUT™.

Hapywenus co cmoponsl Kposu u 1umpamuieckou cucmembl



OueHb 4acTo: JIEHKONIEHHS.

Yacto: aHeMHUs1, TPOMOOLIMTONIEHHS.

Heuacro: mumbonene*, mumdonenus*, Hetponenus™, numpaaeHonaTus™.

Hapywenusa ncuxuku

YacTo: pa3apaKuTeabHOCTb.

Heuacro: 6penoBoe Bocnpustre™.

Hapywenus co cmopoHbl HepsHOU cucmembl

YacTo: roJ0BOKpYXeHHE, ro10BHasA 60Ib.

Heuacrto: Tpemop, 6ecconHuma™.

Hapywenus co cmopombl OblXamenbHou cucnemvl, 0p2aHoe epyoHOU KNemKu u cpeoocmenus
YacTo: Kalesb, OAbILIKA, OAbILIKA IPU PU3UYECKONH Harpy3Ke.

Heuacro: uHTepcTHUMANbHAS 0OJNE3Hb JETKHX, B TOM 4Mcie, (puOpo3 JErkoro ¢ JeTalbHbIM
MCXO/I0M, «3aCTOMHOE» jerkoe*, ctpugop™.

Hapywenus co cmoponsl scenyo0ouno- KumeuHo2o mpakma

OueHb yacTo: auapes.

Yacro: B3/yTHE KMBOTA, 60JIb B )KUBOTE, 3a10p, AUCIEICHs, METEOPU3M, racTpUT, nociabneHue
CTyna, TOLIHOTA, pBOTA.

HeyacTo: HampsuKEHHOCTh OpIOIIHOW CTEHKH, MAHKPEaTUT, OTPBDKKA, IaluTo3™ (HENpPHATHBIA
3amax W30 pra), KMIIEYHas HENmpoXOAMMOCTH*, 330¢arut*, menruyeckas s3Ba*, cybuieyc*,
KeJyJI0YHO-KHIIIEYHOe KPOBOTEYEHHE, CYXOCTh BO pPTy*, H3BA3BIEHHE Ty0*, 3aKymopka
BBIBOJIHOTO IPOTOKA OKOJIOYIIHOM CIIOHHOM jKene3pl®, ractpo-s3odaranbHas pedirokcHas
GoJie3Hb*, TUIIepIUIa3us JeceH™®, MepUTOHUT®.

Obwue paccmpoiicmea u HapyweHus 8 mecme 66e0eHUs.

YacTo: yToMIseMocTb, nepudepudeckie OTeKH, MUPEKCHs.

Hewacro: rpumnmonogo0Hbie 3abosieBaHusi, OTEKH HIDKHHUX KOHE4YHOcTei™, Oonb, kaxma*,
cnaboctp*.

Hapywenus co cmoponsl obmena eeujecms u nUmManus

OueHp YacTo - TMIIOKAIBLHEMHS, THIIOKAIMEMHS, THIIEPYPEKUMHAL.

YacTo - runepKalneMus, THIOMarHUEMHUS.

HewacTo: aHOpeKCHs, THIEPIMINAEMHs, CaxapHbli auaber™, runepxosecTepuHeMus,
runoocharemus*.

Hapywenus co cmoponst Kodicu u NOOKOICHBIX MKaHeu

Heuacro: anoneuus, ymuos*, akue.

Hapywenus co cmopoHbl neveru u Jcenieble00auux nymel

YacTo: OTKJIOHEHHUS pe3y/IbTaTOB ()YHKIMOHAIBHBIX TECTOB IIEYEHH.

Hapywenus co cmoponbwt cepoya

HeuacTo: Taxukapaus, OTeK Jerkux*.

Hapywenusa co cmoponst cocyoos:

OueHb 4acTO: MOBBIILIEHUE APTEPHATHHOTO JaBJICHHS, CHU)KEHHE apTEPHaIbHOIO JIaBJIeHHS.
YacTo: yBeIU4eHHE CTENEHH TSHKECTH apTepPUaIbHOM THIIEPTEH3HH.

Hapywenus co cmoponwl opana 3penus

HeuyacTo: KOHBIOHKTHBUT*, «3aTyMaHUBAHHE» 3peHUA™.

Hapywenusi co cmopoHbl CKenemno- MblueyHOo CUCMeMbl U COCOUHUMENbHOU MKAHU

Yacro: apTpairus, aCTeHUs, MHAJITUA.

Heuacto: 601b B clIMHE™, MBIIIEYHBIE CYOPOTH.



Jlobpokauecmesennvie, 310Kavecmeentble U HeymoYHeHHble HO8000PA308aHUs

Hewacto: namwuioma Koku*, 0azanbHOKIETOYHas KapuuHoma*, capkoma Kanomm™,
nuMdonponrpepaTHBHbIe HApYIICHUS, YEIIYH4aTOKIETOYHAs KaplHHOMa™,

Hapywerus co cmoporbl no4ex u Mo4ebl600auux nymeu

YacTo: NoBBILIEHUE YPOBHS KPEaTHHHHA B KPOBH.

HeuacTo: remMarypus*, HEKpO3 MOYEYHbIX KaHAIBLEB*, CTPUKTYPA YPETPhI.
* - JaHHOE HeXeJaTeNbHOE ABJIeHHE ObLJI0 3apEeruCTPUPOBAHO TOJIBKO Y OJIHOTO nailieHTa u3 372.

[Ipoduiis HeXeNaTeNbHbIX ABJICHHI He OTIHYANICA Yy IIAIMEHTOB C NepecaKeHHOM 1104KoH de novo
¥ y MAlMeHTOB, paHee MOTYYaBIIHX MOJACPKUBAIOILYIO TEPAIHIO, OJHAKO, YACTOTa Pa3sBUTHS
He)KeJlaTeJIbHBIX SBJIeHHI Obli1a HHXKE BO BTOPOIi IpyIIIe.

Huke mnepevncrieHbl HEKelaTelbHbIe SBJICHHs, BBISABJICHHBIE B XOJ€ [OCT-MAapKETHHIOBBIX
Ha0J1101eHH# (4aCTOTa HEU3BECTHA):

Hapywenus co cmopoHbl Kodicu U NOOKOICHBIX MKAHEU. Chillb.

IHob6ounsie 3¢hghexmot, nabaiodasuiuecs Ha one npuUMeHeHUs nPOU3B0OHbLX MUKOPEH010601
Kucaomesl («knacc-3¢pgpexmor»):

Unpexyuonnvle u napazumaphvie 3a601e6anus: TAKEIOTO TEUSHHUS, HHOT/IA YIPOXKAIOLINE XKU3HH
MHOEKIMOHHBIE 3a00JIeBaHus (8 pide cryuaes ¢ 1emanbHolM UCX000M), B TOM YUCJI€ MEHUHIHUT,
MHEKIMOHHBIN YHI0KAPIUT, TYOepKyIie3, aTUITHYHbIC MHQEKIHH, BbI3BAHHBIE MUKOOAKTEPHAMH.
Coo61anocs 0 pa3BUTHH MOJIHOMaBUPYCHOH Hedpomathu (ocobeHHO accouuupoBaHHoi ¢ BK-
BUPYCOM).

[Ipn npumeHennn MukKodeHonara Modernna (NMPOU3BOJHOIO MHKO(PEHOTOBOM KHCIIOTHI-
aKTMBHOTrO BewlecTBa npenapara Huksece:n) coob111anock o ciry4asx pa3BUTHS IPOrPecCHPYIOLIEH
MyJIbTH(OKAIBHON JNelikodHUedanonarun, accounupoBaHHoit ¢ JC-BupycOM, B OTAEbHBIX
Cllydasix C JIeTaJbHBIM HCXO0M.

Hapywenus co cmopombl Kposu u Iumpamuyeckou cucmemyl: arpaHyloUuMTo3, HEHTPOINEHHUS,
na”uuToneHus. Ilpyu npuMeHeHHH IPOM3BOIHBIX MUKO(EHOIOBOH KHCIOTh B KOMOMHALIMH €
JPYTMMH HMMYHO/IEIIPECCAaHTAMH OTMEYATMCh CITy4al pa3BUTHUS NaplUalbHOW KPaCHOKJIETOYHOM
aryIa3uy KOCTHOTO MO3ra.

Hapywenuss co cmoponbl nuujesapumenvhol cucmemol. KOIHUT, 330(aruT (B TOM dHCIe
[IMB- konut u [IMB-330¢arut), [IMB- ractpur, maHkpeaTtut, nep@opaius CTEHKH KHILKH,
KENYZIOYHO-KUILEYHOE KPOBOTEYEHHME, 53Ba JKEJIyAKAa W/MAM JBEHAAUATHIEPCTHOW KHILUKH,
KHUILIEYHas HEMPOXOAUMOCTb.

Ilepeno3npoBka

[Ipu nepemo3upoBke mnpemaparoM HukBecen BO3MOXKHO BO3HMKHOBEHHE IIPU3HAKOB
TMIIEPUMMYHOCYIIPECCHM M TIOBBILIEHUS] BOCIIPHMMYMBOCTH K Pa3IMYHBIM MH(EKUMAM, B TOM
yyCiIe MPUBOAALIMM K JIETAILHOMY HMCXOAY, @ TakKe Cercucy. XoTs HEaKTHBHBIH METaboIuT
I'M®K BBIBOAMTCS IeMOAMAIN30M, HE CJEAyeT OKHAATh, YTO 3TOT MeTOX Oyner >dpexTUBHO
BBIBOJMTH KJIMHHYECKM 3HauMMble KonudecTBa akTHBHOH M®K. D10 BO MHOroM 00yCI0OBJIEHO
BBICOKOH cTeneHbio (97%) cassbiBanus MK c¢ Genkamu minasmel. KonecTupamMuH U apyrue
CEKBECTPAHTBI JKENYHbIX KMCIOT HapyuaioT BcackiBaHue M®MK u3 KULIEUHUKA H, CIIe10BATEILHO,
MOTYT MIPUBOJMTh K CHIXKEHHUIO €€ KOHLIEHTPALIMH B KPOBH.

Oco0bie ykazaHus

Tepanuio npenapatom HukBecen AOMKHBI MPOBOAMTHL TONBKO KBaIM(DUUMPOBAHHBIE BpauH-
TPAHCIUIAaHTOJIOT .



Y  nauMeHToB, IMOJYYalOUIMX  KOMOMHHMPOBAaHHYHd  MMMYHOCYIPECCHBHYIO  TEpaIHio,
BKJIIOYAOLIYIO B TOM YHKCJIe, M MpenapaThl MUKO(EHOI0BON KUCIIOTEI, IOBBIIIECH PUCK Pa3BUTHUS
nuMGbOM ¥ APYTHX 3JI0Ka4YeCTBEHHBIX HOBOOOpa3oBaHHUM, 0COOEHHO KOXKH.

CylecTByIOT [aHHbIE O TEHOTOKCHYECKOM d(dexTe MHKO(PEHOJOBOH KHMCIOTHL. DTOT PHCK,
BEpOATHEE BCEro, CBA3aH HE C MCIOJb30BAHMEM IIpernapara, a C MHTEHCHBHOCTBIO U
MPOJODKUTEBHOCTEIO  MMMYHOCYTIPECCHBHONH Tepanuu. UYUToObl yMEHBLIMTL BO3ACHCTBHE
COJIHEYHOrO CBETa M yJIbTPa(uOIeTOBOrO M3Iy4YEHHs C LE/IbK0 CHMKEHHSI PUCKA Pa3BUTHS paka
KOKM PEKOMEHYeTCs 3allMIIATh KOXKY OJEKIOH M MCIOJb30BaTh COJHLE3ALUTHBIE KPEMBI C
BBICOKHM (PAKTOPOM 3aILHTHI.

[TauueHToB, MOJYYaOUIMX Tepamuio npenaparoM Huksecen, cieayeT NPOMHCTPYKTHPOBATH O
HEO0OXO0AMMOCTH HE3aMeUIMTENILHO Co00IIaTh Bpayy O BCeX CilydasX HHQPEKLMH, HEOXKHIaHHOM
TOSABJIEHUM TEMaTOM, KPOBOTEYEHHSAX M O JIOOBIX APYTMX IPOSBICHHAX yrHETEHHS (QyHKLMH
KOCTHOT'O MO3ra.

U36bITOYHAs MMMYHOCYIIPECCHSI MTOBBIIIAET BEPOATHOCTb Pa3BUTHA MH(MEKUHMH, B TOM 4HCIIE
ONMOPTYHUCTUYECKHX, & TAKXKE CENCcHca U MHPEKLHH C JIETaIbHbIM HCXO/I0M.

VY nauueHToB, MOJIy4aBUIMX MMMYHOCYNPECCHBHYIO TEpPAIHIO MPOM3BOAHBIMH MHKO(DEHOI0BOM
KHMCJIOTBI, B TOM 4Mcje MuKO(eHonaTa mModerwnnoM, Habiojanack peakTHBALMs HHOEKLHH,
BbI3BaHHOW Bupycamu rematura B u C. VYV HMHQUUMPOBAHHBIX MALMEHTOB CJIEAYET
KOHTPOJIUPOBATh KIMHMUYECKME CHMITOMBI M J1aOOPaTOpHBIE IIOKA3aTeNId AKTUBHOCTH
MH(EKIUMOHHOTO Tpomecca. Y  MALMEHTOB, IOJy4YaBIIMX  JICYCHHE  MPOM3BOAHBIMU
MHKO(DEHOJIOBO# KUCIIOTBI, B TOM YHCIIe MUKO(EeH01aTa MODETHIOM, OTMEYEHBI C/Iy4yau pa3sBUTHS
nporpeccupyiouleit MynsTudokansHon nerkosnuedanonaruu (IIMJI), accouuuposanHoi ¢
JC- BUpycOM, B HEKOTOPBIX ClIy4asx ¢ jeTaabHbIM HcxonoM. Ciyuan passutus IIMJI na doue
JIeYEHHUs  TPOM3BOJAHBIMH  MHKO(EHOIOBOH  KHCIOTBI  (MHKOdeHOTaTa MO(ETHIOM H
MHKO()EHOIATOM HATpHsi) OTMEYAJIUCh B OCHOBHOM Y INAlMEHTOB, MMEIOWIMX (PAKTOPHI pHCKa
passutusa [IMJI, BKIIOYas Tepanui0 MMMYHOCYNPECCHBHBIMH IIpernaparaMd ¥ HMMYHHbIE
HapyleHus. Bpayam ciieyer y4uThIBaTh BO3MOXKHOCTb pasButHs [IMJI na ¢Qoune Tepanuu
[IpernaparoMm y MalUeHTOB CO CHIYKEHHBIM HIMMYHHTETOM U B ClIyyae HEOOXOAMMOCTH HaIPABIIATh
MalMEHTOB C HEBPOJIOTMYECKMMH HApYLIEHHSAMH Ha KOHCY/IbTAlMIO K HeBposory. PasButue
MOJMOMAaBUPYCHOM Hedponatuu, ocobeHHO accouuupoBanHoi ¢ BK-Bupycom, cieayer
NPUHUMATh BO BHUMaHue Npu JuddepeHunansHoN JMarHOCTHKE IIPHYMH HapyLIeHHH QyHKIMH
TIeYeHH Y NMalMEHTOB, MOJYYalOIMX UMMYHOCYIpeccuBHYI0 Tepanuto. [Ipu passutuu [IMJI niu
MOJIMOMAaBUPYCHOH HedponaTuu Bpadyy HEOOXOAMMO pacCMOTPETh BO3MOXHOCTb CHIIKCHHS
MHTEHCHBHOCTH MMMYHOCYTIpecCHBHOM Tepanuu. OJHAKO y NMaUMEHTOB M0C/IE€ TPAHCIUIAHTALUH
pH CHIKEHUHU MMMYHOCYTIPECCHH BO3MOXKHO TOBBIILICHHE PUCKA OTTOP)KECHHS TPAHCIIAHTATa.
V nauuMeHTOB, IOJYYAOIIMX Teparnuio mnpenapatoM Huksecen, He MCKIIYEHO pa3BUTHE
HEHTpOneHnH, 00YCIOBICHHOH KAaK BO3ACHCTBMEM CaMOH MHKO(DEHOJOBOH KHCIOTHI, TaK M
COMYTCTBYIOILIMMH NpenapaTaMu, BAPYCHbIMH HH(EKLIMAMU MM COYETaHHEM ITUX (aKTOpOB. Y
MalMEeHTOB, MOJNYyJaoIuX npenapat Huksecen, cieayeT peryasipHO MPOBOAMTH OOMIMH aHAIU3
KPOBH (C LEJIBIO BBIABICHUS HEUTPONIEHUU MM AHEMHUHM): B TEYEHHME MIEPBOrO MECsIa Tepar1u -
eXeHe/1eIbHO, Ha NMPOTSHKEHUH BTOPOT0 M TPETHEro MECSILEB - 2 pa3a B MECHILL, 3aTeM, B TeYEHHE
nepsoro roza - 1 pa3 B mecsul. [Ipu pasButuy HeiTporneHun (abCOMOTHOE YMCIIO HEUTPOGHHIIOB
<1.5 x 10°/mMm®) unu amemun Tepanuio mpenapatoM Huksecen 1enecoobpa3HO NpepBaTh MM
NPEKPaTUTb.



[Ipy NpUMEHEHMH MPOU3BOAHBIX MHUKO(DEHOTOBOH KHCIOTHI (MHKO(eHOnaTa ModeTwia u
MUKO(EHOIaTa HATPHUs) B KOMOMHAIMY ¢ ADYTUMH HMMYHO/IEIIPECCAHTAMH OTMEYAIUCh ClIy4au
pa3BUTHS MapUUHAILHON KPaCHOKJIETOYHOH amja3su¥ KOCTHOro Mosra. B Hacrosiuee Bpems He
M3BECTEH MEXAHN3M Pa3BUTHs [ApLHAIbHON KPACHOK/IETOUHOH aria3uy KOCTHOrO MO3ra Ha (oHe
TEepanuu NPOM3BOAHBIMH MUKO(EHOIOBON KMCIIOThI, @ TAKXKE POJIb APYTMX UMMYHO/IETIPECCAHTOB
M X komOuHaumi. OQHAKO CreayeT YYMTbIBaTh, YTO NMPOU3BOAHBIE MUKO(EHOIO0BON KHUCIOTHI
MOI'YT BBI3bIBATH HEHTPONEHHMIO M aHeMuI0. B psage ciayyaeB Npu CHMXXEHMH [103bl WJIH
MpEKPALEHNH TeParMu MPOM3BOJIHBIMH MUKO(DEHOI0BOM KHUCIOThI OTMEUYaNach HOpMAIU3aLHs
COCTOSIHMS MAlMeHTOB. V3MeHeHHe pexuma a03upoBaHMs npenapara Huxsecen cienyer
IIPOBOIMTH TOJBKO IOJ HA/UIEkKALIEM KOHTPOJIEM COCTOSHHMS INMALMEHTa Ul CHHXXEHHS PUCKa
OTTOpP)KEHHUs TPAHCIUIAHTATA.

[TanueHTsl JO/DKHBI OBITH NMPEAYNPEXKICHbI O TOM, YTO BO BpEMs TEpalMH IPOU3BOAHBIMU
MHKO(EHOJIOBOM KHMCIIOTH BaKUMHALMA MOXET ObIThb MeHee 3(PGEKTHBHOM M 4YTO ClIEAyeT
u3beraTtb MCIOJb30BAHUS JKMBBIX ATTCHYMPOBAHHBIX BakUWH. BakuuHauus INpOTHB BHpYycCa
FPUIINA J0JKHA TPOBOAUTHCS B COOTBETCTBHU C PEKOMEHIALIMAMH MECTHBIX OPTaHOB yIPaBJICHHsI
3[paBOOXPAHEHNEM OTHOCHTEILHO BAKLMHALIMH [IPOTUB FPUIINA.

ITockoneky  mpuem mpenapaTta Huksecesn MOXeT CONPOBOXKAATHCSA MOOOYHBIMH PEAKLIUAMH CO
CTOPOHBI JKeJTyJ0YHO-KHUIIEYHOr0 TpaKTa (M3bA3BIeHHe ciu3ucToi obonouku XKT, xenynoyno-
KuiIeyHbie kpoBoreuenus, nepdopaunu XKXKT), HeobxoaumMo cobmoaaTh 0CTOPOKHOCTb IIPH €T0
IPUMEHEHNH Y TIALIHEHTOB ¢ 3a00JIeBAHUAMHE ITHILEBAPUTEILHOIO TPAKTa B CTAZIMH 060CTPEHHS.
MukodeHonoBas KHUCIOTa NPUMEHSJIaChb B COYETAHHM CO CIEAYIOUIMMHM IIpernapaTamMu:
AHTUTUMOLIMTAPHBIA T100y/KH, GazwinkcuMad, LUKIOCHIOPUH (B (OpME MHKpPOIMYJIbCHH) H
IJIIOKOKOPTHKOUABL. D(GeKTHBHOCTh M 6e30MacHOCTh MHUKO(DEHOJI0BOM KHCIOTHI IIpH €€
NPUMEHEHHHU C JPYTHMH HMMYHOCYTIPECCHBHBIMH IIperapaTaMy HE U3y4asach.
B3aumojeiicTBHE ¢ APYTHMH JIEKAPCTBEHHBIMHU CPeCTBAMH

Aszamuonpun

[TockONbKY CHELHaIbHBIX HCCIAEA0BAHMH B3aMMOAEHCTBHA MHMKO(EHOIOBOH KHMCJIOTHI H
a3aTHONPHHA HE MPOBOAUIIOCH, 9TH IIpenapaThl He CJIelyeT Ha3HayaTh OJHOBPEMEHHO.

Kusble saxkyuHbl

He cieayeT KCI0JIb30BaTh )KMUBbIE BAKIIMHBI Y O0JIBHBIX C HAPYIIEHHBIM MMMYHHBIM OTBETOM. I1pH
MCII0JIb30BAHUH APYTUX BAKIIMH BHIPAOOTKA aHTUTE MOXKET OBbITh CHHIKEHA.

Ayuxnosup

Y 60/bHBIX C HapylleHHeM (YHKLIMH MOYEK MOTYT IOBBIIATHCHA KOHLEHTPALMHU B KPOBH Kak
I'M®K, Ttak u aunukioBupa. BozMoxHO, o0a mpenapata KOHKYPHUPYIOT IIPH BBIBEACHHH M3
opranu3Ma (CXOIHBINA IyTh BBIBEJACHUS - KaHAIblLieBas cekpeuus). Takue mauumeHTsl TpeOyroT
TIATEIBHOIO HaOIIOAECHHS.

Ilpomusoszeennvie cpeocmea (8KnOYAA aHMayuOHble npenapamvl U  UHZUOUMOPDI
npomono6020 nHacoca):

Anmayuonvie npenapamel, cooeparcawjue 2UOPOKCUO MASHUA U ANIOMUHUS

[Ipy OJHOBPEMEHHOM Ha3HAYeHMH C aHTALMIAAMM BCachlBaHME MMKO(EHOJATa HaATpus
cumxaercs, B pesyasrare yero AUC MOK ymensiuaercs Ha 37 % U. Cmax - Ha 25 %. Cnenyer
cobmoaTh OCTOPOKHOCTb IMPU  COYETAHHOM MNPUMEHEHHMH MHMKO(EHOIOBON KHCIOTHI €
AHTALMIHBIMH [IperapaTaMu, CoAePXKalMMHU THAPOKCH/L MarHus U allOMUHHUS.

Hneubumopel npomonHo2o Hacoca
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Y 310poBBIX J0OPOBOJIBLEB IPH COBMECTHOM IPUMEHEHUH MUKO(eHo1aTa Moderuia B 1o3e 1000
MT ¥ maHTomnpasosa B go3e 40 mr 2 paza B cyTku otMeydanoch cHkeHHe AUC u Cmax Ha 27 % 1
57 %, coorBeTcTBeHHO. OIHAKO MPH HA3HAYEHUH Y JAHHBIX MMALIUEHTOB MUKO()EHOIOBOH KUCIIOTHI
BMECTe C IAHTONPa30jJ0M He HaONIoAanoch M3MeHEHHS (PapMaKOKMHETHYECKHX MapaMeTpoB
MHUKO(DEHOIOBON KHCIIOTHI.

Konecmupamun u npenapamvi, 61usiioujue Ha KUMEYHO-NEYEHOUHYIO YUPKYIAYUIO

B cBs3u co cBoel crnocoOHOCTBHIO CBA3BIBATH XKETUHbIE KMCIOTHI B KMIIEUHUKE KOJECTHPAMHMH
MoxeT cHmxaTh KoHueHTpauuio M®K B kpon nu AUC. B cBA3M ¢ BO3MOXHBIM CHHKEHHEM
3 HeKTUBHOCTH MHUKO(EHOIOBOM KHUCIOTHI, cleAyeT cobIoaaTh OCTOPOXKHOCTH IIPH €€
COYETaHHOM IIPUMEHEHHH C KOJIECTHPAMHHOM M IpernapaTamMH, BIMSIOLIMMH Ha [E€YEHOYHO-
KULIEYHYIO LIUPKYIALHIO.

[ anyuknosup

[TpucoenuHeHue raHuUMKIOBHpa He Biuser Ha ¢apmakokuHetuky MOK u I'MOK. Ilpu
JOOCTH)KEHMH TeparneBTHueckoil koHueHTpauun M@K kiMpeHC raHUMKIOBUpAa HE M3MEHACTCS.
Tem He MeHee, NpPU COYETAHHOM HAa3HAYEHMM MHUKO(EHOJOBOW KHCJIOThl M TaHUMKIOBHpA
O0/MbHBIM C HapylleHHMeM (QYHKLHMM TO0YeK MOXKEeT MoTpeboBaThCs KOPPEKUMs pexuMa
JO3UPOBAHMS FAHIMKIOBHPA, M 38 TAKMMH MALlMEHTAaMH J0JDKHO OBITH YCTAHOBJIEHO TLIATEIBHOE
HabmoeHue.

Taxponumyc

Y nauueHToB cO cTaOWJIBHBIM TPAHCIUIAHTATOM IIOYKH B HMCCJIENOBAHMH C IEPEKPECTHBIM
IU3aiHOM M3ydanach (papMaKOKMHETHKA MHUKO(MEHOIOBOM KHUCIOTH! B PAaBHOBECHOM COCTOSHHHM
MpHU e OJHOBPEMEHHOM NPHUMEHEHHH C LIUKIOCIIOPUHOM M TakposMMycoM. CpeaHue 3HaYeHUs
AUC M®K npu COBMECTHOM NpHeMe MHKO(DEHOIOBOM KHCIOTHI ¥ Takpoiumyca Obltd Ha 19 %
BBIILIE, YEM IIPH COBMECTHOM IpHEMe MHKO(GEHOIOBOH KMCIOTHI H LIMKJIOCIIOPHHA, a 3Ha4YEHHs
Cmax MOK — na 20 % umxe. s TMOK 3nauenust AUC u Cmax cocTaBunu Ha 30 % Huke npu
npuemMe MUKO(EHOIOBOH KHCIOTBI C TAKPOJIUMYCOM, UeM IPH NpHeMe MHKO(EHOIO0BOH KHCIOTHI
C LMKJIOCTIOPUHOM.

IlepopanvHvle Konmpayenmugsl

[TepopasibHble KOHTPALENITHBE MeTabO0IM3UPYIOTCS MOCPEACTBOM pEaKUUi OKHMCIEHHS, B TO
BpeMs KaKk MUKO(EHOJI0Bas KUCIIOTA - [IOCPEACTBOM INIIOKYPOHHPOBaHHUA. BiusHue nepopanbHbIX
KOHTPALIENTHUBOB Ha (PapMAKOKMHETHKY MHKO(DEHOIOBOH KHCIOTBI MAallOBEPOATHO, H,
CJIEZI0BATENILHO, BPS JIK MOXKHO OJKH/IATh KaKUX-TH00 KIMHUYECKH 3HAYMMBIX B3aUMOEHCTBHM.
C apyroit CTOPOHBI, €CJIM MPUHATH BO BHUMaHHUE TOT (aKT, YTO BIAMSHME JJIMTEIbHON TEparvu
MHUKO(DEHOIOBOM KHCIOTOH Ha (papMaKOKMHETHUKY MEpOpaIbHBIX KOHTPALICNTHBOB €IlIe HE
M3Y4YEHO, HeJIb3sl UCKITIOYHUTh BEPOSITHOCTh CHMKEHHA 3()PEKTUBHOCTH KOHTPALICIITHBOB.
Luknocnopun

B uccnenoBanusx y 601bHbIX CO CTaOMIbHBIM [TOYEYHBIM TPAHCIUIAHTATOM OBLIO MOKa3aHO, YTO
Ha (OHE paBHOBECHBIX KOHLEHTpAUWid MHUKODEHONIOBOH KHCIOTHI  (hapMaKOKMHETHKA
LIMKJIOCIIOPHHA HE U3MEHSIACh.

Biausinne Ha cnocoOHOCTb YNPABJISATH TPAHCIOPTHBIMH CPeACTBAMHU, MEXaHU3MAMHU
Biusuue npuema MHKO(DEHOIOBOH KHUCIOTBHI Ha CIIOCOOHOCTH YNPABIATH ABTOTPAHCIIOPTOM M
paboTaTth ¢ MexaHM3MaMM He yCTaHOBJIEeHO. MexaHu3M neicTBusa mnpenapara Huxsecen, ero
(bapmakoanHamudeckue 3G GEeKThl ¥ 3aperuCTPUPOBAHHBIE HEKEIATEIbHbIC ABJICHHUS YKa3bIBAIOT
Ha HeOOJBIIYIO BEPOSTHOCTh TAKOrO BIMAHMA. TeM He MeHee, CledyeT MpeaylnpexaaTh
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TAIl[MEHTOB O BO3MOXKHBIX HEXENIATEIbHbIX SBICHUAX IIpernapaTa 1 HeoOXOAUMOCTH COOIIOAEHUS
OCTOPOXKHOCTH ITpU paboTax, TpeOyIOUMX KOHIIEHTPALlMK BHUMAaHHS.

®opma BbINIyCKa

Tabnerku KUIIEYHOPACTBOPUMBIE, IIOKPBITHIE MIIEHOUYHOH 060104K0M, 180 1 360 Mr.

[lepsuunas ynakoska nexapcmeerno20 npenapama.

[To 10 Ta61eTOK B KOHTYPHYIO SYEHKOBYIO YIIAKOBKY M3 MJICHKH MOJMBHHUIXIOPUAHON M (ONIBIH
AIIOMMHUEBOH NEYaTHOM JIaKUPOBAHHOM.

[To 30, 50, 60, 100, 120, 150, 250 TabneTok B OaHKy MOJIMMEPHYIO M3 MOJUITHUIEHA HHU3KOIO
JaBJIeHHs C KPBILIKOM HATATHBAEMOM ¢ KOHTPOJIEM I1€PBOT0 BCKPBITHS M3 IIOJIMITUIEHA BHICOKOIO
nasjieHusi. CBo6OIHOE MPOCTPAHCTBO 3AIOJNHAIOT BaTOM MeauuMHCKOW. Ha GaHku HakienBaroT
ITUKETKH M3 OyMarn OSTHKETOYHOW MJIM IHCYeH, MIM M3 I[OJMMEPHBIX MAaTepHaloB,
CaMOKJIESIIIUECS.

Bmopuunas ynakoeka nexapcmeenHozo hpenapama.

ITo 3, 5, 6, 10, 12, 15, 25 KOHTYPHBIX SYEHKOBBIX YIIAKOBOK BMECT€ C MHCTPYKLHEH IO
MPUMEHEHHIO MOMEILAIOT B MAaUKy M3 KapTOHA Juld NOTpeOuTenbCKOM Tapel. [Taukn noMewaT B
rpyINMoByIO YNaKOBKY.

ITo 1 6anke BMeCTe ¢ MHCTPYKLMEH MOMEIIAIOT B MTAYKy M3 KapTOHA /ISl MOTPEOUTENBCKON Taphl.
[Tauky MOMEIIAOT B IPYIIOBYIO YIIAKOBKY.

YcioBusi XxpaHeHUs

B 3auuieHHOM OT CBETa MecTe MpH Temneparype He Boiue 25 °C.

XpaHUTb B HEJOCTYIIHOM JUIA I€TEH MeCTe.

Cpok roasocTu

2 ropa.

He npuMeHSATH 110 HCTEUYEHHUH CPOKa MOAHOCTH, YKa3aHHOT'O Ha yIaKOBKE.

YenoBust oTnycka

OTnyckaroT No peLenTy.

IIpousBoauTennb

AO «®Dapmacunres», Poccus.

664040, r. Upkyrck, yu. P. Jlrokcembypr, a. 184.

Biajenen perucTpaumMoHHoro yaocropepenusi/Opranusanusi, NpUHAMAIOLIAs NPeTEeH3NN
oT noTpebuTeeii:

AO «®Dapmacunres», Poccus,

664040, r. Upkytck, yin. Po3sl JltokcemOypr, 1. 184.

Ten: 8-800-100-1550, www.pharmasyntez.com

Buue-npesuneHt
I10 KaUYeCTBY U PETyJIATOPHBIM BOIIPOCAM

AO «DapmacuHTE3» Mansix H.1O.
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