OBEPOJIMMYC
MpounssoguTenu

OO0 HOBAPTWC HEBA, HOBAPTUC ®APMA LUTENH Al
dopma Bbinycka, COCTaB 1 yrnakoBka

Tabnemku ducriepaupyemMbie OT 6enoro 4o XenToBaToro useTa, Kpyrible,
NNOCKOUMMHAPUYECKME, CO CKOLLEHHBIMW KpasiMun; 4OMYCKaeTCa MPaMOPHOCTL; Ha
O[HOW CTOPOHE HaHeceHa rpasuposka "I", Ha gpyron - "NVR".

1 Ta0.

3BEPOJIUMYC 100 mkr

[PRING] 6ytunrungpokcutonyon - 10 Mkr, naktosbl MoHorngpart - 890 Mkr,
rmnpomennosa - 4 Mmr, marHus cteapart - 500 MKr, KpeMHUS ANOKCUA, KOMNNOUOHbIN
©e3BoaHbIN - 3 Mr, KpocnoBuaoH - 20 Mr, nakto3a 6e3sogHas - 71.5 mr.

10 WwT. - 6nncTepsl (5) - NAYKN KAPTOHHbIE.
10 WwT. - 6nncTepsbl (6) - NAYKN KAPTOHHbIE.
10 wT. - 6mnctepsbl (10) - NaYkn KAPTOHHbIE.
10 WT. - 6mncTepsbl (25) - NaYkn KAPTOHHbIE.

Tabniemku ducrniepaupyembie OT 6enoro 4o XenToBaToro LBeTa, Kpyrnble, Niockue, co
CKOLUEHHbIMW KpasiMu; AONycKaeTCcs MPaMOPHOCTb; Ha OAHOM CTOPOHE HaHeceHa
rpasuposka "JO", Ha gpyron - "NVR".

1 Tao.

3BEPOJIUMYC 250 MKr

[PRING] 6yTunrngpokcutonyon - 25 MKr, nakto3bl MOHOrngpar - 2.225 wr,
runpomensosa - 10 mr, marHus cteapart - 1.25 Mr, KpeMHUSA OUOKCUA KOSTNOUAHbLIN
6e3BoaHbIN - 7.5 Mr, KpocnoBMAoH - 50 Mmr, nakto3a 6e3BogHas - 178.75 wr.

10 wrT. - 6nncTepsl
10 wrT. - GnncTepsl
10 wrT. - GnncTepsl
10 wrT. - GnncTepsl

5) - naykn KapTOHHbIE.
6) - Na4Ykn KapTOHHbIE.
10) - na4yknM KapTOHHbIE.
25) - Na4kn KapTOHHbLIE.

o~~~ o~

Tabnemku ot 6enoro 4o XenTtoBaToro uBeTa, Kpyrible, NIOCKOUMIMHAPUYECKME, CO
CKOLUEHHbIMW KpasiMu; 4ONyCcKaeTCa MPaMOPHOCTb; Ha OOHOM CTOPOHE HaHeceHa
rpasupoBka "C", Ha gpyrom - "NVR".

1 Ta0.



3BEPOJIUMYC 250 MKr

[PRING] 6yTunrmgpokcmtonyon - 25 MKr, nakto3bl MOHorngpart - 2.225 wr,
rmnpomennosa - 10 mr, marHus cteapart - 400 MKr, KPOCNOBUAOH - 16 Mr, nakTo3a
6e3BoagHasd - 51.1 wmr.

10 WwT. - 6nncTepsl (6) - NAYKN KAPTOHHbLIE.
10 WwT. - 6nncTepsl (5) - NAYKN KAPTOHHbLIE.
10 wr. - 6nnctepsl (10) - NAYKM KAPTOHHbLIE.
10 WwT. - 6nncTepsl (25) - NAYKN KAPTOHHbLIE.

Tabriemku o1 6e510ro Ao enToBaToro UBeTa, Kpyrible, NAoCKouMnnmHapuyeckme, co
CKOLUEHHbIMW KpasiMu1; 4ONycKaeTCs MPaMOPHOCTb; Ha OAHOM CTOPOHE HaHeceHa
rpasuposka "CH", Ha gpyrou - "NVR".

1 Tao.

3BEPOITUMYC 500 Mkr

[PRING] 6ytunrugpokcutonyon - 50 MKr, nakto3bl MoOHOrnapar - 4.45 wr,
runpomensno3sa - 20 Mr, MmarHusi cteapar - 625 MKr, KpOCNoBUAOH - 25 Mr, nakrosa
oe3BoaHas - 74.375 wmr.

10 WwT. - 6rmcTepsbl (6) - NaYKN KAPTOHHbIE.
10 WwT. - 6rmcTepsbl (5) - NAYKN KAPTOHHbIE.
10 wT. - 6mnctepsbl (10) - NaYkn KAPTOHHbIE.
10 WwT. - 6mncTepsbl (25) - Na4Ykn KAPTOHHbIE.

Tabnemku ot 6enoro o XenTtoBaToro ugeTa, Kpyrible, NOoCKOUMAMHAPUYECKMe, Co
CKOLLIEHHbIMW KpasiMy; A0NYCKAeTC MPaMOPHOCTb; HA OOHOW CTOPOHE HaHeceHa
rpasuposka "CL", Ha gpyron - "NVR".

1 Tao.

3BEPOITUMYC 750 mMxr

[PRING] 6ytunrngpokcutonyon - 72.5 MKr, nakTo3bl MOHorngpar - 6.675 wr,
runpomensosa - 30 Mr, MmarHus cteapart - 938 MKr, KpOoCnoBUAOH - 37.5 Mr, nakTosa
6e3BogHasa - 111.562 wr.

10 wT. - 6nncTepsbl (6) - NAYKN KAPTOHHbIE.
10 wrT. - 6nnctepsl (5) - NaYKn KAPTOHHbIE.
10 wr. - 6nmnctepsl (10) - NAYKM KAPTOHHbLIE.
10 wT. - 6nncTepsbl (25) - NAYKM KAPTOHHbIE.



Tabnemku ot 6enoro Ao XentoBaToro LuBeTa, Kpyrible, NA0CKOLUUIMHAPUYECKNE, CO
CKOLLEHHbIMW KpasMu; OMyCcKaeTCa MpPaMOpPHOCTb; HAa OOHOW CTOPOHE HaHeceHa
rpasuposka "CU", Ha gpyrou - "NVR".

1 Tao.

3BEPOJIUMYC I mr

[PRING] 6ytunrugpokcutonyon - 100 Mkr, nakto3sl MoHorngpar - 8.9 wr,
runpomenno3sa - 40 mr, marHus cteapart - 1.25 mr, kpocnosmaoH - 50 mr, nakrosa
6e3BoaHas - 148.75 wmr.

10 WwT. - 6nncTepsl (6) - NAYKN KAPTOHHbLIE.
10 WwT. - 6nncTepsl (5) - NAYKN KAPTOHHbIE.
10 wr. - 6nnctepsl (10) - NAYKM KAPTOHHbIE.
10 WwT. - 6nncTepsl (25) - NAYKN KAPTOHHbLIE.

CDapmaKonormquKoe nenctene

MmmyHogenpeccuBHbIM Npenapat. AKTUBHOE BeLecTBO npenapaTta CepTukaH -
3BEPOSIMMYC - ABNAETCA MHIMOUTOPOM NponndepaTMBHOro curHana. OBeponmmyc
OKa3blBaeT UMMYHOCYNPECCUBHbIN 3(PEKT 3a cHET UHIIMOMPOBAHUS aHTUTEH-
aKTUBMpPOBaHHOW Nponudepaumnmn T-KNeTok U, COOTBETCTBEHHO, KITOHANbHOM
3KCNaHCUN, BbI3bIBAEMOM Crneumpuyeckumm nHTepnenkmHammn T-KneTok, Hanpumep,
WHTEPNENKNHOM-2 U MHTEPNENKNHOM-15. DBEPONIMMYC NHIIMOMPYET BHYTPUKIETOYHbIN
CUrHanbHbIN NYTb, KOTOPbIA B HOPME NPUBOANT K KITIETOYHOW nponudepaumn,
3arnyckaemMomn cBsA3blBaHNEM 3TUX PaKTOPOB pocTa T-KMeToK C COOTBETCTBYIOLMMMU
peuenTtopamu. bnokaga aToro curHana 9BeporiMmMycoM NpUBOAUT K OCTAHOBKE AENEHMs
KneTok Ha ctagumn Gi KNeToYHOoro uukna.

Ha monekynsapHoM ypoBHe 3aBeposiMMyc obpasyeT KOMMMEKC C uuTonsasmaTniyeckmum
6enkom FKBP-12. B npucyTcTBumM 3aBeponmmyca nponcxoauT nHrmbuposaHue
docopunumpoBanms p70 S6 KnHasbl, CTUMyNMpyemon akTopoM pocTa. [ocKonbKy
docopunumpoBaHme p70 S6 KMHa3bl HaxoanTca nog koHTponem FRAP (Tak
HasbiBaeMoro m-TOR ), 3T1 AaHHble NO3BOMNSIOT NPEANONOXUTb, YTO KOMMIEKC
aBeponumyc-PKBP-12 ceasbiBaeTca ¢ FRAP. FRAP - 9T0 knto4eBon perynsiTopHbIn
©enok, KoTopbIN yNpaeBnseT KNeTOYHbIM MeTabonnamMom, pOCTOM 1 Nponundepaumnen;
HapyLweHne yHkumm FRAP, Takum 06pa3om, 06bACHAET OCTAHOBKY KNETOYHOrO LMKNa,
BbI3blBAEMYIO 3BEPOSIMMYCOM. OBEPONMMYC UMEET, TakuM 06pa3oM, OTIINYHbLIN OT
LIMKNOCNOPUHA MeXaHN3M AeNCTBUSA. B AOKNMHMYECKUX MOAeNAxX annoTpaHcnnaHTaumm
Obina nokasaHa 6onee Bbicokast 3PEKTUBHOCTb KOMOMHALMKN 3BEPONUMYCca C
LIMKITOCMIOPUHOM, YEeM MPU N30NTMPOBAHHOM UCTONb30BaHUN KaXXO0ro U3 HUX.

OddekT aBeponumMyca He orpaHnvmBaeTcs BNuaHnem Ha T-knetkn. OH MHriMbunpyet
CTUMYNUPYEMYIO hakTopamMm pocTa nponndepaumnto Kak reMono3TUYECKUX, TaK U
HEereMono3TMYECKMX KNETOK (Hanpumep, rnagkoMblilleYHbIX KneTok). Ctumynupyemas



(baKTOpOM pocCTa nponmcbepau,m;l rmagKkoMbILLEeYHbIX KITeTOK COCy0B, KOTOpad
3anyckaeTca npu nospexaeHnm aHOoTernmarbHbIX KNeToK U NpuBoaAUT K O6p33083HVII-O
HEOUHTUMBbI, UTPAET KIK4YEBYHO POJib B NMNaTtoreHe3e XpoOHN4YeCKOro OTTOPXEHUA.

B IKCNnepmnmMmeHTaribHblX NCCrnegoBaHUAX NOKa3aHO I/IHFI/I6I/IpOBaHI/18 o6pasoBaH|/|$|
HEOUHTUMBbI Y KPbIC C aJIJ1I0TPaHCIMJ1IaHTaTOM aopThl.

CDapMaKOKMHeTVIKa

BcacbisaHue

Mocne npnema BHYTPb Cmax 4OCTUraeTcs Yepes 1-2 4. Y naumeHTOB nocre nepecagku
KOHLIEHTpaums 3BeponMMmyca B KpOBM NponopunoHanbHa Ao3e B Avana3oHe 003 OT
0.25 mr go 15 mr. Ha ocHoBaHun nokasatena AUC oTHocuTenbHas 6uogocTynHOCTb
aucneprmpyemMblx TabneTok no cpasHeHuto ¢ Tabnetkamm coctasnseT 0.90 (90% Cl
0.76-1.07).

Mpn npueme npenaparta ¢ 04eHb XUpHou nuuen Cmax 1 AUC aBeponmmyca
yMmeHbLanucb Ha 60% n Ha 16% cooTBeTCcTBEHHO. YTOBOLI CBECTU BapnabenbHOCTb K
MUHUMYMY, CepTukaH cnegyeTt NpMHMMaTh UM OOQHOBPEMEHHO C NULLIEN, U 6e3 Hee.

PacnipedeneHue

CoOOTHOLLEHNE KOHLEHTPaLUN 3BEPONNMYCa B KPOBU U €ro KOHLEHTPaLUKn B nnasme
HaxoauTtcs B npegenax oT 17% Ao 73% v 3aBUCUT OT 3HAYEHUI KOHUEHTpauum B
avanasoHe ot 5 go 5000 Hr/mn. Y 300poBbIX 4OO6POBONbLLEB M NALMEHTOB C
YMEPEHHbIMU HapyLUEHNAMU OYHKLNN NEeYEHN CBA3bIBaHME C Benkamu nnasmbl
coctaBnsaet npubnuantensHo 74%. Vg B KOHEYHON (hbase y naumeHToB nocrie
TpaHCNnaHTaunmn NoYKM, HaXO4ALWMXCA Ha NOAAEPXKMBALOLLIEN TepanuKn, CoCTaBnseT
3421107 n.

Memabonuam

OBeponumyc apnsietca cyoctpatom CYP3A4 n P-rnukonpoTtenHa. OCHOBHbIMU NyTAMMU
meTabonmama, BbIIBNEHHLIMU Yy YernoBeka, ObinM MoHormagpokecunmposaxme n O-
AeankunupoBaHue. [1ea 0OCHOBHbIX MeTabonunta obpasytoTcs NyTem rugponusa
LIMKIMYECKOro NakToHa. HY 0guH 13 HUX He NMEET CyLLLeCTBEHHOMN
NMMYHOCYNPECCUBHON aKTUBHOCTU. B CMCTEMHOM KPOBOTOKE HAXOAUTCS B OCHOBHOM
3BEPONUMYC.

BbigedeHue

lMocne BBeAEHUS OOHOKPATHOW [03bl MEYEHOIO PaaVOaKTUBHOWM METKOM 3BEPOSIMMYCa
nauMeHTam nocne TpaHcnnaHTauum, NomyyamLmnmM LUMKNOCNopuH, 6onbLias YacTb
(80%) pagmoakTMBHOCTU onpeaensanach B kane, HebonbLuoe konnyecTao (5%)
BblOENSANocb C Mo4on. HenameHeHHOE BELLLECTBO HE ONPEAEnsanoch HN B MOYE, HU B
Kane.

®apmaKkoKUHemuKa 8 paBHO8€CHOM COCMOSHUU



dapMakoKMHEeTUKa Y NAaLMEHTOB C NOYEYHbIM N CEPAEYHbIM TPaHCMNaHTaToM,
nosiyYaroLLmnx 3BeposiMmyc 2 pasa/cyT OAHOBPEMEHHO C LMKITOCNOPUHOM B hopme
MUKPO3MyIbCcuK, Gbinia conoctaBuma. PaBHOBECHOE COCTOSIHME JOCTMranoch Ha 4-1n
AEHb C KyMynsiuMen B KPOBM B KOHLIEHTpaLMsX, KOTOpble B 2-3 pa3a npeBbiwanm
KOHLIEHTpaLmn B KPOBM MOCIe NpMMeEHeHNst nepBor Ao3bl. [locne npuema npenaparta
Tmax cocTaBngeT 1-2 u. Npn npueme npenapara B go3ax 0.75 mr n 1.5 mr 2 pasa/cyt
cpegHue 3HayvyeHust Cmax coctaBnsatoT 11.1+4.6 Hr/mn n 20.3+£8.0 Hr/mn, cpegHue
3HayeHus AUC - 7531 Hr x 4/mn n 131+59 Hr x 4/mn, cooTBeTCTBEHHO. [1pn npneme
npenapata B go3ax 0.75 mr n 1.5 mr 2 pasa/cyt Co aBeponumMyca B KpOBU COCTaBIIAOT B
cpegHeM 4.1£2.1 Hr/m nnu 7.1+4.6 Hr/mn, cootBeTcTBEHHO (Co - BasanbHaga
KOHLEHTpaums, onpegensieMasi yTpom 4o npuema ovyepeHomn Ao3bl). AKcno3nums
3BeposiMMyca octaeTcs ctabunbHON BCce BpeMs B Te4eHMe NepBoro roga nocne
TpaHcnnaHTauun. Co B BbICOKOW cTeneHn koppenuposana ¢ AUC ¢ koadhdpuumeHTom
Koppensuun, konednowmumea mexay 0.86 n 0.94. Ha ocHoBaHun aHanuaa
hapMaKkoKMHETMKN Y NaLMEHTOB Nocne TpaHCcnaHTaunm obLLmMi KNMpeHe cocTaBnsaeT
8.8 n/u (pasbpoc - 27%), ueHTpanbHbIn V4 coctasnseT 110 n (pasbpoc - 36%).

T12 cocTaBnseT 28+7 u.

QapmaKkoKuHemukKa 8 0CObbIX KITUHUYECKUX criydasx

Y 8 nauneHToB C YyMEPEHHO BbIPaXXEHHbIMU HapYLLUEHNAMN OYHKLMN neveHn (knacc B
no wkane Yanng-Neto) AUC aBeponumyca yBenmymanacb NnpnbnmsantensHo B 2 pasa
No CpaBHEHWUIO C TakoBbIMMK Y 8 300poBLIX AobpoBonbLeB. [NokasaTens AUC
NONOXUTENBHO KOpPENMpoBar C KOHUEHTpaunen CbiIBOPOTOYHOrO GunupybuHa u
yBennyeHmemM npoTpoMOMHOBOIO BPEMEHN U OTpULLATENBHO KOoppenvpoBar ¢
KOHLEHTpaLUMeN CbiIBOPOTOYHOMO anbbymmHa. Ecnv koHueHTpaums bunmpybuHa
cocTtasnsna > 34 MKmonb/n, npoTpomMounHoBoe Bpems 6b1r10 >1.3 INR (nponoHraums > 4
CeK) U/vnun KoHUeHTpaums anbbymmnHa coctasnsana < 35 r/n, To Habnoganack
TeHAeHUMs K yBenudeHunto nokasatens AUC y nauneHToB ¢ yMEPEHHO BblpaXKEHHOWN
NeYeHoOYHOM HeJoCTaTOYHOCTLIO. Bo3aencrame Tskenom ne4eHoOYHOM
HepgocTaTouHocTuh (knacc C no wkane Yanng-lNeto) Ha AUC He nayyeHo, HO, BEPOSTHO,
OHO Takoe e unu 6onee BblpaXXeHHOE, YEM BO3AENCTBME YMEPEHHOWN NEYEHOYHOM
HeJOCTaTOYHOCTH.

lMocTTpaHcnnaHTaumMoHHas NoYyeyYHas HeOCTaTOUHOCTb (KNMpEeHC KpeaTuHuHa 11-107
MIT/MVH) He Bnusana Ha papMakoKMHeTU4eCckMe napamMmeTpbl 3Beponumyca.

KnnpeHc aBeponumMyca nosbiwarncs B IMHEWHON 3aBMCUMOCTM OT BO3pacTa nauueHTa
(oT 1 mo 16 neT), nnowaan nosepxHoctn Tena (0.49-1.92 m?) n maccel Tena (11-77 kr).
B paBHOBeCHOM cocTosiHUM KnupeHc cocTasnan 10.2+3.0 n/u/m?, T2 - 3011 u.

19 naumneHTOB Nocrne nepecagky NoYkn B Bo3pacte ot 1 roga go 16 net nonyvanu
CepTukaH B chopme TabneTok gucneprupyembix B gose 0.8 mr/m? (MakcumarnesHo - 1.5
Mr) 2 pa3a/CyT C LMKITOCNOPMHOM B (DOpME MUKPO3MynbCun. Y aTux nauneHtos AUC
aBeponumyca coctasnana 87+27 Hr x 4/Mn, KOTopasi COOTBETCTBOBana TakoBOW y



B3pocnbix, nonyyatowmx 0.75 mr 2 pasa/cyTt. B paBHoBeCHOM cocTosHMM BasanbHas
KOHUEeHTpauunsa coctasnana 4.4+1.7 Hr/mn.

Y B3pOCnbIX NauneHToB B Bo3pacTe oT 16 ao 70 net Habnoganocb CHUXeHne
KnupeHca aeponumyca Ha 0.33% B roa. Koppekumn Jo3bl He TpebyeTcs.

Ha ocHoBaHuK aHanu3a dapMakoKMHETUKM NONynsaumm obLwmin KnmpeHc Obin Bhilwe y
naumeHToB HerpouaHoun pachl, B cpeaHem Ha 20%.

Yy peunnneHToB NOYKN 1N cepaua B TeHEeHne 6 mec nocne TpaHcnnaHTauun Obina
BbiABJIEHA CBA3b MeXOy OasanbHoun KOHLleHTpaLlMeIZ aBepoimmyca n YacTtoToun
noarBepXaeHHoro droncnen OCTPOro OTTOPXEHUA N TpOM6OLl,I/1TOI'IeHVIVI.

TpaHcrutanTaus NoYKu

Co (ar/™Mi) <34 3545 46-57 58-7.7 7.8-15
OTCyTCTBHE OTTOPIKEHUS 68% 81% 86% 81% 91%
Tpom6onuronenns (<100x10%1) 10% 9% 7% 14% 17%

Tpancmianramus cepaua

Co (ar/mn) <3,5 3.6-5.3 54-7.3 7.4-10.2 10.3-21.8
OTcyTCTBUE OTTOPIKCHUS 65% 69% 80% 85% 85%
Tpom6GormTonenus (<75x10%m) 5% 5% 6% 8% 9%
lMNokasaHusa

e MpochunakTuka oTTOPXKEHMS TpaHCMaHTaTa NoYkM U cepaua y B3poCHbIxX
PELMNNEHTOB C HU3KUM U CPEeaHMM MMMYHOSOrMYECKUM PUCKOM, MOSyYatoLLmX
6a30BYyl0 MMMYHOCYNPECCUBHYIO TEpPanuio LIMKIOCNOpPUHOM B dhopme
MUKPO3MYbCUM U TTIIOKOKOPTUKOCTEPOUAAMM.

Pexnm gosmposaHus

MpenapaTt NpYHUMatOT BHYTPb.

PekomeHayemas HadanbHasa 0o3a npenapara ans B3pOoChbiX NaUMEHTOB C NOYEYHbIMA
N cepaeydHbiMM TpaHcnnaHTatamm coctaensaeT no 0.75 mr 2 pasa/cyT. Npenapat
cnegyeT HayYaTb NMPUMEHATL Kak MOXHO CKopee nocre TpaHcnnaHtauuu. CyTo4Hyto
no3y CepTukaHa Bcerga pasgenstot Ha 2 npuema; npenapat NpuHUMatoT Unu Bcerga



BMECTEe C nuuien, unu eceraa 6e3 Hee. CepTI/IKaH NMPUHNMAaKOT B OOHO U TO XXe BPEMA C
LUMKNocnopmHOM B (bopme MUKPO3MYJ1bCUN. MoxeT I'IOTpe6OBaTbCFI KOppPEKUNA pexXnuma
O03npoBaHNA CepTVIKaHa C y4eTOM OOCTUTHYTbIX KOHLleHTpaLLMVI B nnas3me KpoBH,
nepeHoCcMMocCTu, tHansmuayaribHOro oTeeTa Ha nedeHue, N3MEHEHMUN COHyTCTBleU.leVI
MeANKaMeHTO3HOM Tepanmm n KITMHNYECKOM cuTyauumn. KOppeKLI,I/IIO pexnma
O03npoBaHNA MOXHO NPoBOANUTb C MHTEPBAJTaMi 4-5 gHen.

YacTtoTa cnyyaeB pa3BuMTUS OCTPOro OTTOPXEHUS, NoaTBEPXXAEHHOro 6uoncuen, boina
Bbille Y NpeAcTaBUTENEn HErponagHOM pachl Mo CPaABHEHMIO C OcTanbHbiMKU. CornacHo
NMetoLLIENCS OrpaHNYeHHOM NHpopMaumn NpeacTaBUTENSM HEFPOUOHOW packbl MOXeT
notpeboBaTbcsa 6onee Bbicokas go3a CepTukaHa Anst AOCTMXKEHUSA TaKoro Xe
adhpekTa, KaK y ocTanbHbIX NAaUMEHTOB, NONyYaoLWmMxX NnpenapaT B pEKOMEHAYyEMbIX ANg
B3pOChbIX Ao3ax. Mimerowmxcsa B HacTosiLee BpeMsi AaHHbIX NO 3¢heKTUBHOCTN 1
©e30MacHOCTM HeQOCTaTOYHO ANs NPeAOoCTaBNeHns cneunduruyecknx pekomeHaauum no
NCNonb30BaHMIO 3BEPONMMYyCa y NpeacTaBUTenen HErpoMaHom pachl.

KnuHuyeckuii onbiT npumeHeHnss CepTukaHa y nauMeHToB B Bo3pacTte 265

neT orpaHnyeH. TeM He MeHee, SIBHbIX pasnuunii hapMaKkoKMHETUKN 3BEpPONNUMYca y
nauMeHToB B Bo3pacTe 265-70 neT no cpaBHeHMo ¢ 6onee MonoabIMy B3pOCbIMK
naumMeHTaMmn He oTMeyYarnoch.

Y naumMeHToB C HapyLleHUsaMU YHKLMM NOYEK KOPPEKLMS O03bl HE TpebyeTcs.

Y naumeHToB C NeYEeHOYHOW HEAOCTAaTOYHOCTLIO credyeT TwaTenbHO MOHUTOPMPOBaTh
0as3anbHy KOHLEHTPALUIO 3BEPOSIMMYCA B LIENbHON KPOBW. Y NaUMEHTOB C Nerkomn u
YMEpPEHHOW NEYEHOYHOM HeAOCTAaTOYHOCTbIO (kKnacc A nnu B no wkane Yanng-

Mbto) po3y CepTukaHa cnefyeT YMEHbLUUTb NPUONN3NTENBHO B 2 pa3a Nno CPaBHEHUIO
CO cpefHeNn J030M B Tex crnyyasix, Korga uMmeeTtcs codeTaHue OBYyX NnokasaTtenen us
nepedncrieHHbIX HMXe: bunnpybuH >34 mkmons/n (> 2 mr/gn), anedymuH <35 r/n (<3.5
r/gn), npotpomoéuHoBoe Bpems >1.3 MHO (nponoHraums >4 cek). [lanbHenwee
TUTPOBaHWe O03bl MPOBOAAT, OCHOBbLIBAACH HA AaHHbIX TepaneBTUYECKOro
MOHUTOPWHra. Y NnauMeHTOB C TAXENOoN NeYEeHOYHON HegoCcTaTO4YHOCTLIO (knacc C no
Wwkane Yanng-leto) aBeponumMmyc He nayyarncs.

TepaneBTUYECKMN MOHUTOPUHT

PekomeHayeTcs perynapHbii MOHUTOPUHI TepaneBTUYECKOW KOHLIEHTpaLnm
3BeponMMyca B LieSfibHOM KpoBW. Ha ocHOBaHMM aHanusa akcnosnuma-appekTMBHOCTb
N 9KCNo3unums-6e30nacHOCTb BbINO BLIACHEHO, YTO Y NauneHToB ¢ Co>3 Hr/Mn 4YacTtoTa
noaTBepXaeHHOro Guoncunen oCTPoro OTTOPXKEHMS Kak MNOYKM, Tak 1 cepaua, obina
HWXe, YeM y naumeHToB ¢ Co<3 Hr/mn. PekomeHayeMbii BEpXHUIN Npeaen aMana3oHa
TepaneBTUYECKOM KOHLIEHTpaLUumM 3Beponmmyca coctaBnsieT 8 Hr/mn. KoHueHTpauum
Bbiwe 12 Hr/mMn He ndyyanucb. KoHUeHTpauumn aBeponumMyca onpegensny metogom
XpomaTtorpadun.

Oco6eHHO BaXKHO KOHTPONMpPOBaTb KOHLEHTPALMN 3BEPONINMYCA B KPOBM Y NALMEHTOB
C NeYeHOYHON HegoCTaTOYHOCTLIO B NepMo OA4HOBPEMEHHOTO NPUMEHEHMST CUMBbHBLIX



nHaykTopoB n nHrmbutopos CYP3A4, npn nepexoae Ha Apyryto NekapCTBEHHY hopMy
n/vnu ecnn Jo3a UUKNOCNopuHa 3Ha4nTenNbHO CHMXKeHa. KoHueHTpauumn aseponumyca
B KPOBW NpW NPUMEHEHMM TabneToK AMcneprupyemMbiX MOryT ObiTb HECKOMBKO HUXKE,
4Yyem Npu NpUMeEHeHUN 0bblYHbIX TabneTok. MpeanodYTUTENBHO NPOBOAUTL KOPPEKLMIO
pexuma gosmposaHua CepTukaHa, OCHOBbIBasACb Ha 3HaveHusax Co aBeponumyca,
onpegensemMblx bonee yem yepes 4-5 gHen nocne npegbiayLero n3MeHeHns 4o3bl.
lMockonbKy LMKIOCNOPUH B3aUMOLENCTBYET C 3BEPOSIMMYCOM, BO3MOXHO CHUXKEHME
KOHLEHTpauuMu nocnegHero, ecriv KOHUeHTpaums LMKNOCNoprHa CyLLeCTBEHHO
cHuxaetca (Co<50 Hr/mn).

PekomeHgaumn no pexnmy Oo3npoBaHUA LUKIMOCNOpUHa npu KOM6I/IHI/1pOBaHHOl7I
Tepannn ¢ CepTUKaHOM y nNauneHToB MNMocrie TpaHcnaHTaunn no4ku

CepTukaH He cnegyeT NPUMEHATb ANUTENBHO C LMKIOCNOPUHOM B MOSHOM A03€E.
CHWXeHne 03bl LMKNOCNOpMHa Y NauMEeHTOB NOCMe NoYeYHOM TpaHCcnaHTaumu,
nony4yaBLmx CepTukaH, NpMBOAUIIO K Yry4dleHno pyHKUnn novek. CHMxXeHne 4o3bl
LIMKNOCNopuHa criegyeT HaunmHaTb Yyepes 1 Mecsu, nocne TpaHcnnaHTaumu. Ha
OCHOBaHWUW [aHHbIX, NOMYyYEHHbIX B X04€ KNMHNYECKOro UccrnenoBaHus,
pekoMeHayeMble Anana3oHbl KOHLEHTPAaLMIA LMKIoCcnopmHa (KOHUEHTpau Mo
LIMKNOCNOpUHa B KPOBW Onpeaensany yepes 2 4 nocre npMema go3sbl) onpegenieHbl B
NPOTOKONE 3TOro uccrneaoBaHusa cnegyowmm obpasom: 0-4 Hegens - 1000-1400 Hr/mn;
5-8 Hepens - 700-900 Hr/mn; 9-12 Hepensa - 550-650 Hr/mn; 13-52 Hepens - 350-450
Hr/Mn. B aTOM nccnegoBaHmm 3HaveHus 6asanbHbix KOHUeHTpaumin (Co) LmMknocnopuHa
coctaBnsanu (Hr/mn): mecay, 1 - 239+114; mecsau 3 -131+85; mecsy, 6 - 82+60; mecsay, 12
- 61+28.

OuyeHb BaXxHO, YTOObI B paHHEM nepuoae noce TpaHcnnaHTauum KoHUeHTpaumm
3BEpONMMyca 1 LIMKNOCNOPUHA HE YMEHbLLANUCh HUXEe TepaneBTUYeCKoro AnanasoHa,
C Uenbio MUHMMKU3aLMKN pUCKa OTCYTCTBUSA adpdoekTa.

[0 CHWXeHMsA 003kl LMKNOCNOPMHA criegyeT yaoCTOBEPUTBLCS, YTO 3HA4YEeHUe
paBHoBecHon Co aBeponmmyca coctaBnseT >3 Hr/mn.

CyLLEeCTBYHOT OrpaHUYeHHble JaHHble OTHOCUTENbHO A03MpoBaHna CepTukaHa npu
KOHUEeHTpaumsax yuknocnopuHa Co<50 Hr/mn unu C2<350 Hr/Mn B nogaepxmBatoLlen
dase. Ecnn naumeHT He NepeHOCUT CHUKEHME 003bl LIMKNOCNOPUHA, TO criegyeT
nepecMoTpeTb nocrneayoulee ncnonb3opaHne Ceprtukana.

PekomeHZauum no pexxumy 403MpOBaHWUs LUKIOCNOPMHA NPU KOMBUHMPOBAHHOM
Tepanuu ¢ cepTUKaHOM Yy NauMeHTOB Nocne TpaHcnaHTauMmn cepaua

[1na naumMeHTOB nocrne TpaHcnnaHTaumm cepaua B nogaepxmsatowien dase crnegyet
CHWXaTb 003y LMKNOCNOpUHA C LEeSbIo yry4dweHus oyHKumMn noyek. Npu
NPOrpeccupoBaHnn HapyLLeHNa PYHKLUK NOYEK UK B TOM Crlydae, ecrivm pacyeTHoe
3Ha4YeHMe KNMpPEHca KpeaTuHMHa coctaBnseT <60 mn/MuH, HeobxoanmMa KoOppeKUns
pexunma Tepannm Ha OCHOBAHUWN AAHHbIX ,MOSTYYEHHbIX B XOA4E KITMHUYECKNX
nccnegosaHuin. B nccnepgosanusx CeptmaH Ha3Havancst B COMETAHNN CO CHUXKEHHbBIMMN



A03aMKN LMKITOCNOpMHA U 3HaYeHus 6asanbHom koHueHTpauun (Co) umknocnopumHa
coctaBnanu: B 1-n mecsy, - 200-350 Hr/mn, BO 2-n mecay, - 150-250 Hr/mn, B 3-4-1
mMecsaubl - 100-200 Hr/mn, B 5-6-1 mecsaubl - 75-150 Hr/mn, B 7-12-11 mecsubl - 50-100
Hr/Mn. [JO CHWXeHWs 03kl LUKITOCNOpUHA crnegyeT yaOCTOBEPUTLCS, YTO 3HAYEHne
paBHoBecHon Co aBeponmmyca coctasnseT >3 Hr/mn.

Mpun nepecagke cepaua MMEKTCS OrpaHUYeHHble JaHHble OTHOCUTENBHO 4O03UPOBaHNSA
CepTtukana npu Co ymknocnopuHa 50-100 Hr/mr - nocne 12 mecsaues.

MHCprKLI,I/II/I no NpUMEeHeHuIo npenapaTta

TabneTtkn cnenyet npuHMMaThb LEeNTMKOM, He ,D,pO6I/ITb nepen ncnosfib3oBaHnNeEM,
3arnnBaTb CTakaHOM BObl.

MauneHTam, KOTOpble HE MOTyYT rroTaTb TabneTkun, HasHavaT CepTukaH B popme
TabNeTok Ancneprupyembix, U3 KOTOpbIX FOTOBAT AUcnepcuto (Menkue TBepable
YyacTuubl B BoAE).

Mpn npueme ancneprupyemMbix TabneTok MOXHO MCMNOMb30BaTh NepoparnbHbIN LUNPWUL.
[nsa aToro cnegyeTt NoMecTUTb AUcneprupyemMble TabneTtku B wnpuy,. MakcumanbHoe
konuyectBo CepTukaHa, N3 KOTOPOro MOXXHO NMPUrOTOBUTbL ANCMEPCUIO C 0O bEMOM BOAbI
10 mn (wnpwuy 10 mn), coctaenseT 1.25 mr. [lanee cneayet aobasutb BoAbI 40
oTMeTKn 5 mn, nogoxaatb 90 cek, Npu 3TOM crerka BcTpaxmeas wnpud. MNocne
obpasoBaHunsa gucnepcumn BBOAAT COAEPXMMOE LWNpuLa NpsiMo B poT. 3atem crnegyet
OMONOCHYTbE LWNpuL, Habpas 5 Mn BoAbI, M BBECTM OAepKMMOe B poT. Nocne atoro
cnegyet BbinnTb 10-100 MmN BOAbI.

Mpu npueme ancneprupyemMbix TabrneTok MOXHO UCMOMb30BaTb NIACTMACCOBYHO YaLLKy.
[nsa aToro cnegyet noMecTUTb Agucneprupyemble Tabnetkm CepTukaHa B
NJacTMacCoBYHIO YallKy, B KOTOPOW HaxoguTca NnpudnmnanTensHo 25 mn BoAbl.
MakcrmanbsHoe konmyectBo CepTukaHa, U3 KOTOPOro MOXHO NMPUroTOBUTL OUCMEPCUIO C
obbemom Boabl 25 mn, coctaBndaeT 1.5 mr. [lanee cnegyeT oCTaBuUTb YallKy NPUMEPHO
Ha 2 MWH, YTObbI 0bpasoBanack gucnepcus; nepen ynotpedbneHnem B3dontaTb
CoOepXXMMoe Yallku, YTobbl NO3BONUTL TabneTkam pacTBOpuUTLCS. 3aTeM crieayeT
cpasy OMoSfoCHYTb YallKy, Jo6aBuB 25 MN BOAbI, U MOMHOCTLIO BbIMUTbL COAEPXMUMOE.

Mpu npueme ancneprupyemMbix TabneTok MOXHO MCMOMb30BaTh HA30-racTpasibHbIN
30HA. [Inga aToro crnegyet NOMecTUTb ancneprmpyemMole Tabnetkn CeptukaHa B
HebOonNbLLOK NNacTMacCoBbI MEAULMHCKUIA CTakaH, cogepxawmn 10 mn Boabl.
Mogoxaatb 90 cek, cnerka Bpallasa ctakaH. 3atem cnegyeT HabepaTtb Agnucnepcuio B
Lnpuy n meaneHHo (B TedeHne 40 cek) BBECTU Yepes HOCO-XKENYyOOUHbIN 30HA. 3aTeM
cnefyeT OnonoCHYTb CTakaH (M wnpuy) 3 pasa, Habupasa no 5 mn BoAbl, 1 BBECTU
yepes 30HA. Nocne aToro cnegyeT npombITh 30HA 10 M BoAkl. [locne BBegeHuA
CepTrkaHa HOCO-XXenyao4HbIN 30HA cneayeT 3axaTb MUHUMYM Ha 30 MUH.



Ecnu LIMKJTOCIMNOPUH B cbopme MUKPO3MYITbCUN TAaKXe BBOOAT Yepe3 HOCO-)Keﬂy,ElOHHbIVI
30HA, 3TO HeobxoaMmo npon3BognTb A0 BBeOEeHUA CepTl/IKaHa. He cnenyert
cMelwmnBaTb 3T ABa npenaparta.

Nobo4yHoe pencteue

[laHHble 0 YacToTe HexenaTenbHbIX peakuuin I NonyYeHbl B XoAe Tpex
KNUHMYECKMX nccnegosaHnn (06beanHeHHble gaHHble oT 1199 naumeHToB). B aTUX
Tpex paHAOMU3MPOBaHHbIX, ABONHbLIX CMenbIX, KOHTPONUPYEMBbIX, MYJTIbTULLEHTPOBbIX
KNUHMYECKMX UccnegoBaHnax (2 uccrnegoBaHns y naumMeHToB ¢ TpaHcnnaHTaumen
no4vkn de novo 1 1 nccnegoBaHve y nauMeHToOB C TpaHCcnnaHTaunen cepgua de novo), B
KoTopbix CepTukaH npumeHsanu B gose 1.5 Mr/cyT unm 3 mMr/cyT B Te4eHne, No KpanHen
mepe, 12 mec B KOMBMHaUMN C LMKNOCMOPMHOM B (hopMeE MUKPOIMYNbCUN U
rIIOKOKOPTMKOCTEPOULAMM.

Takke AaHHble 0 YacTOTe BO3HMKHOBEHUS HEXenaTenbHbIX peakuuii NonyyYeHbl B ABYX
OTKPbITbIX MCCREA0BaHUSAX, B KOTOPbIX N3yYanu addekTUBHOCTbL U 6e30MacHOCTb
npumMmeHeHunsa CeptunkaHa B gose 1.5 mr/cyt n 3 mr/cyt B KOMOGMHALMK C LUKITOCNIOPUHOM
B CHW)XXEHHOW [O3€e Yy NauMeHTOB C Nepecaakomn noyku de novo.

[ns onpegeneHuns 4acToThbl HeXenaTenbHbIX peakunii NCNosb30BaHbl crnegyoLwime
Kputepumn: oyeHb 4acto (=1/10); yacto (=1/100, <1/10); unoraa (=1/1000, <1/100);
peako (=1/10 000, <1/1000); o4eHb peako (<1/10 000).

Hwxe nepeuncneHbl HexenaTerbHble peakunmn, BO3MOXHO UM BEPOSTHO UMEKoLLME
CBA3b C nNpumeHeHnem CepTukaHa, KoTopble ObINn 3aperncTpupoBaHbl B KITMHUYECKNX
nccneposanHusx Il dasbl (TpaHCcnNaHTaumst NOYKN Unu cepgua).

Co CmMOopOHbI cUCMeMbI KpO8eMBOPEHUS U TuMgbamu4eckoli cUCmeMbl. O4EHb YacTo -
nenkoneHual; yacto - TpomboumnToneHnat, aHemns?, koarynonaTus, TpoMGoTUYECKAs
TpomBouuToneHn4Yeckas nypnypa/reMonMTUYECKUn YPEMUYECKUIA CUHOPOM; MHOTAA -
remonms.

Co cmopOHbI 3HOOKPUHHOU CUCMEMbI: UHOTAA - TMNOrOHaAN3M Y MY>XUYUH (CHUXEHNE
YPOBHS1 TECTOCTEPOHA, NoBbleHE ypoBHS J1IN).

Co cmopoHbI 0bMeHa 8euecms: 04eHb YacTo - rMrnepxonecTepuHemMuns,
rMNepnuMnMaoeMmust; 4acTto - rMnepTpUrnuuepuaemMms.

Co cmopoHbI cepdeyHO-cocyducmou cucmeMbl: O4EHb YacTo - NepukapananbHbii
BbINOTZ; YacTo - noBbilleHne ALl, numdouenes, BEHO3HbI TPOMOO3.

Co cmopoHbI ObixamesibHOU CUCMEMbI; OMEHb YacTo - NNeBparbHbI BbINOT?; 4acTo -
NMHEBMOHMUSI; MHOTAA - MHEBMOHMWT.

Co cmopoHbI nuuwesapumernbHOU cucmemMsbl: 4acTo - 601 B XXNBOTE, Anapes,
TOLWLIHOTA, PBOTA; MHOTAA - renaTuT, HapyLLIeHnst YHKLUKN NEYEHN, XKENTYXa,
nosbiwenne AJ1IT, ACT , I'TT.



Co CMOPOHbI KOXXU U ModKOXHOU Krilemyamku: 4acTo - aHFI/IOHeBpOTI/I‘-IeCKI/IIZ OTeK4,
aKHe, OCJ10XKHEHNA CO CTOPOHDbI XI/IpprI/I‘-IeCKOI7I PaHbl; nHoraa - Cblfb.

Co CMOPOHbI KOCMHO-MbIUWEYHOU cucmeMbl: Horaa - Mmanrums.

Co cmopoHbI MoYesbiOeumeribHoUCUCMeMbI: 4acTo - UH(PEKLNN MOYEBLIX NYTEN;
MHOrAa - HEKPO3 NOYEYHbIX KaHamnbLEB, MMEeNoHedpuT.

[Npoyue: YacTo - oTek, 6onb, BUPYCHble, 6akTepmanbHble 1 rpUbKoBble NHGEKLNN,
Cencuc; NHorga - paHeBasi UHQEKLUMS.

1 - 66111 yCTaHOBMEH A40303aBUCKMMBbIN 3dEKT Unn AaHHOoe siBrieHne Habnoganoch
3Ha4YUTEnNbHO Yalle y NauneHToB, NoslyvyaBLInX npenapart B 4o3e 3 Mr/CyT.

2 - Npv TpaHcnnaHTauum cepaua.
3 - Npy TpaHCNNaHTaLUMN NOYKN.
4 - NPenMyLLECTBEHHO Y NaLUMEHTOB, NPUHUMAIOLNX OAHOBPEMEHHO UHIMOUTOpLI AMO.

B KOHTpONMpyeMbIX KINMHNYECKNX NCCeaoBaHMsX, B KOTOPbIX NauMeHTOB Habnoganm
He MeHee ogHoro roga, numdoma nnm numdonponudepaTneHoe 3abonesaHne
passuBanucbk y 1.4% naumeHTos, nonyyvatrowmx CeptukaH (1.5 mr unu 3 mr/cyT) B
KOMOBMHaLMn ¢ 4pyrumMm uMMyHoaenpeccaHTamu. 3110ka4yeCcTBEHHbIE HOBOOGOpa30BaHWs
KOXn 6bInn 3apernctpupoBaHbl y 1.3% naumeHToB, Apyrve Tunbl ManurHn3aumm - y
1.2% naymeHTOoB.

BO3HWKHOBEHME 3TUX HEXENATENbHBLIX SBNEHWUIA MOXET 3aBUCETb OT CTEMNEHN U
NPOAOIIKUTENBHOCTN MMMYHOCYNPECCUBHOW Tepanun. B 0CHOBHbIX UCCreaoBaHNsIX
NOBbILLEHNE KOHLEHTpauun kpeaTUHMHA B CbIBOPOTKE Habntoganock 6onee 4acto y
naumeHToB, nonyyatowmx CepTrkaH B KOMOUHALMKN C MONTHOM 4030 LUKIOCNOpPMHA B
dhopMe MUKPOIMYNbCUM, YEM Y NALMEHTOB KOHTPONbHOM rpynnbl. Obwas YyactoTa
HexxenaTenbHbIX SBNEeHWI Oblna HKe Npy HasHaYeHUM YMEHbLUIEHHOM 403bI
LMKIOCNOpUHa B hopMe MUKPO3MYIbCUMN.

Mpodunb 6e3onacHocTn CepTMkaHa B UCCreaoBaHUsAX Npy NpUMEHEHM Npenapara
BMECTE CO CHUXEHHOW 40301 LMKNOCnopMHa Obln TaknM Xe, Kak B 3 OCHOBHbIX
nccnegoBaHusX, rae HasHavanacb ctaHgapTHas go3a uuknocnopuHa. OgHako npu
npumMmeHeHun CepTukaHa BMECTE CO CHUXXEHHOW 0301 LIMKINOCMNOpUHA pexe
OTMeYanochb NoBbILWEHNE KOHLEHTpaLMM KpeaTuHNHA B Nna3Me KpoBu 1 Habnoganucb
bonee HM3KOE CpeaHee 3HaYeHne U MegnaHa KOHLEHTPaUUN KpeaTUHMHA B nnasme,
yeM B gpyrux nccnegosanusx Il dasbi.

Mpn npumeHeHnn m-TOR-MHrMbuTopos, Bkntovas CepukaH, pegko oTMevanochb
nopaxxeHne NapeHxmMmbl Nerknux, Hanpumep, BocnaneHme napeHxXnMbl Nerknx
(MHEBMOHUTBI) U/vnn mbpo3 Nerkmx HeMHMEKLMOHHOM 3TUONOMNN, B €4UHUYHBIX
cny4vasix ¢ netanbHbIM UCXo4oM. B 6onbLlIMHCTBE criyyaeB nocrne OTMeHbl Tepanum
CepTukaHoM n/unum HasHauyeHusi [KC oTmevanocb MCHE3HOBEHME OaHHbIX
HeXenaTernbHbIX peakumn.



M POTUBOIMOKa3aHUA

e [IOBbILLEHHaA YyBCTBUTEJIbHOCTb K 3BEPOJIMMYCY, CUPOJTMMYCY Unn apyrum
KOMIMNOHEHTaM npenaparta.

MpumeHeHne Npy 6epeMeHHOCTU U KOPMIIEHUM TPyabLo

ﬂ,aHHbIe no NpuMeHeHno CepTVIKaHa npu 6epemeHHocm OTCYTCTBYIOT.

B 3KCriepumeHmarsibHbIX uccriedogaHuUsIX NOKa3aHo Hannyne TOKCUYECKOro BIIMAHNA Ha
penpoaykKTUBHOCTb, BKITOYas 3M6pI/IOTOKCI/I‘-IHOCTb 7 (*)eTOTOKCI/I‘-IHOCTb. HeunssecTHO,
CylleCTBYET N noTeHunanbHbIn pucK on4a 4yernoseka. He cnegyet NpMMeHATb
CepTI/IKaH npu 6€peMeHHOCTI/I 3a UCKITKYEeHNEM TEX Clly4aeB, Korga oxngaemas
nosnb3a OT Tepannn npeBblilLlaeT noTeHunanbHbIn puck ana nnoaa.

YKeHwmHam OeTopoaHOro Bo3pacTta crnegyet pekoMmeHaoBaTb UCMNOJIb30BaATb
SCbeeKTI/IBHbIe MeTOoAdbl KOHTpauenumn B nepunoa fieveHnsd CepTI/lKaHOM N B TeyeHne 8
Heaerb Nocre OKOHYaHUA Tepanun.

HeunsBecTHO, BblaensgeTcsa nu 3BeposinmycC C rpyaHbIM MOJIOKOM Y YeroBeEKa.

B akcniepumeHmarnbHbix uccriedosaHusix ObINo NokasaHo, YTo 3BEPONUMYC U/ ero
MeTabonnTbl ObICTPO NPOHMKANM B MOJIOKO NaKTUPYOLLMX KpbIC. MO3TOMY XeHLmHamM,
nonyyatrowmm CepTukaH, He crieqyeT KOPMUTb rPYAbHo.

Ocobble ykaszaHus

CepTukaH He cneayeT NPUMEHSATb Y NaLMEHTOB C PeAKMMU HacneaCcTBEHHbIMN
HapyLEeHNAMK, CBA3aHHLIMU C HEMNEPEHOCUMOCTbBIO ranakTo3bl, TSXXENoWm NakTa3HoM
He4OCTaTOYHOCTLIO UMK FNIKO30-ranakTo3Hon Manbsabcopbumen.

OBeponMMyC He nsyyarcs y nauneHTOoB C TSXKENOW NeYeHOYHON HeJoCTaTOUYHOCThIO.
PekomeHayeTcs TwaTenbHO MOHUTOPMPOBAaTh KOHLEHTPaLMIO 3BEPONMMYyCa B Nnasme
KPOBM Y NALMEHTOB C HapyLUEHNSMU PYHKLUN NEYEHMN.

Bcem naumeHTam pekoMeHayeTcsa perynspHbIi KOHTPOSTb OYHKLUMK nodek. MNpu
NOBbILLEHNN KOHLIEHTPaUUKN KpeaTuHMHA B CbIBOPOTKE crieyeT pacCMOTpeTb BOMPOC O
KOppeKUMM pexmma MMMYHOCYNPEeCCUBHOW Tepanuun, B YaCTHOCTU 06 yMEHbLLIEHNN
A03bl UMknocnopuHa. Crniegyet cobrnogate OCTOPOXKHOCTb NPY OAHOBPEMEHHOM
NPUMEHEHUN OPYruX NEeKapCTBEHHbIX CPEACTB, OKa3biBaKOLWMX OTpULaTENbHOE BNUSHUE
Ha (OYHKLMIO MOYeEK.

NeyeHne CepTUKaHOM AOMKHBI HAYMHATBL U MPOBOAMTL TOSMBKO BPAyn, MMetoLme onbIT
npoBeAeHUss UMMYHOCYMNPECCHBHOM Tepanumn Nocrne TpaHCcnnaHTaunmM opraHos, u'y
KOTOPbIX MMEETCS1 BO3MOXXHOCTb MOHUTOPMHIA KOHLIEHTpaLun 3BeposriMMyca B LiefbHOM
KpOBMW.

B knuHnyeckux nccnegoBanunsax CepTukaH NPUMEHSANN OOHOBPEMEHHO C
LIMKITOCNOPUHOM B hopMe MUKPO3MYINbcuK, 6asunukcumabom m
rnokokopTUkocTepongamu. MpumeHeHne CepTukaHa B KOMOGUHaLMKN C APYrMMU



MMMYHOCYMNpecCuBHbIMU CpencTBaMn HEOOCTATOYHO U3YHEHO. anIMeHeHVIe CepTVIKaHa
y nauneHToB C BbICOKUM UMMYHOIOIMM4YeCkKMmM pMCKOM HEOOCTATOHYHO U3YYHEHO.

He pekomeHayeTcsa coBmecTHOe npumMmeHeHne CepTukaHa ¢ CUfbHbIMU MHIIMBUTOpPamMm
CYP3A4 (Hanpumep, KeTOKOHAa30s1, UTPakoHa30s1, BOPMKOHA30s1, KNapuUTPOMULNH,
TENUTPOMULINH, PUTOHABMP) U MHAYKTOpaMu (Hanpumep, pudamnuumnH, pucdabyTuH), 3a
UCKMIOYEHNEM Tex CrydaeB, Koraa oxvaaemMas nonb3a Takon Tepanuu npesbiiaeT
noTeHumanbHbli puck. PekomeHayeTcs KOHTPONMPOBaTh KOHUEHTpaLmmM aBeponmmyca
B LEefbHOM KPOBU NpU OAHOBPEMEHHOM NPUMEHEHUN C MHAYKTOPaMN NN
nHrméntopamm CYP3A4 1 nocne nx oTMEeHbI.

Y naumeHToB, Nony4varoLmx Tepanmio UMMYHOCYNPECCUBHbIMU CPEACTBAMM, BKITOYas
CepTukaH, NoBbIWAeTCs pUCK pasBuUTUa NTMMAEOM M APYrnX 3N10Ka4E€CTBEHHbIX
3abonesaHun, 0COH6EHHO KOXUN. ABCOMNIOTHBIN PUCK CBSA3aH CKOpee C ASTUTENBHOCTLIO U
WHTEHCMBHOCTBIO MMMYHOCYNPECCUN, YEM C UCMNOSIb30BaHNEM KOHKPETHOro npenapara.
CnepyeT perynsapHo KOHTPONMPOBAaTb COCTOSIHME NaUMEHTOB ANS BbIABNEHNSA KOXHbIX
HOBOOOpa3oBaHU, peKoMeHA0BaTbL CBeAEHNE K MUHUMYMY BO3OENCTBUE
ynbTparoneToBoro n3ny4eHunsl, COIHEYHOro ceeTa 1 UCNonb30BaTh
COOTBETCTBYHOLUMNE COMHLE3aLLNTHbIE CPEACTBA.

MMnepumMmMmyHoCynpeccusi, B T.4. U NMPU UCMNOSIb30BAHUN CXEM Tepanun Ha OCHOBE
CepTukaHa npegpacnonaraeT K passuTuio MHMEKUNN, 0COBEHHO BbI3biIBaEMbIX
ONMNOPTYHUCTMYECKMMI NnaToreHamn. MimeroTcs coobLueHnsa o passntnm dpatanbHbIX
nHdEeKUUI n cencuca npm npumeHeHnn CepTukaHa.

B knnHnyecknx nccnegosaHmax CepTukaHa npoBoaMIv NPOUIakTUKy pasBuTus
NHEBMOHMN, Bbi3BaHHOM Pneumocystis carinii, Ha npoTsxeHnn 12 mec nocrne
TpaHcnnaHTauumw.

[MpodmnakTuKy pasBuTUA LUTOMEranoBMpyCHON MH(PEKLMM pEKOMEH0BaNV B Te4eHne
3 Mec nocrne TpaHcnnaHTaumMm, oCOBEHHO Y NaLMEHTOB C NOBbILLEHHBIM PUCKOM
pasBUTUSA STON MHPEKLMN.

CoBMecTHOe npMeHeHne CepTukaHa C LUKNOCNOPUHOM B (hopMe MUKPOIMYNbCUN Y
nauneHToB Nnocre TpaHCcnnaHTaunm CBA3biBanu ¢ NoBbILEHNEM COAepXKaHWs B
CbIBOPOTKE XONeCTUpUHa u TpUrnnuuepunaos, YTo MOXeT noTpeboBaTtb
cooTBeTCTBYlOLWEro neyeHns. MNauynenTos, nonyyawowmnx CepTukaH, cnegyet
MOHUTOPUPOBATL C LENbI0 BbISIBIIEHUSA rMnepnMnuaeMmn n npy Heob6xogumMmocTu
NPOBOANTb NleYeHNe rMNnoNMNMAEMNUYECKUMN CPeCTBaMM U Ha3Ha4YaTb
COOTBETCTBYHOLLYIO KOppUripyroLyto amety. Heobxoanmo oueHUTb COOTHOLLIEHNE
puck/nonb3a AN NauMeHTOoB, Y KOTOPbIX BbIABMAEHA runepnvnuaeMms 4o Havana
Tepanun UMMYHOCYNpPeCCUBHbIMU cpeacTBamu, Bkntovas CeptukaH. Takke cnegyet
OL€HUTb COOTHOLLEHME PUCK/NONb3a NpoaomkeHns Tepanun CepTMKaHOM Yy NaLmMeHToB
C TSXKernoun pedpakTepHon runepnmnuaemMmen.



MaumeHToB, nonyyatowmx nHrmbutTopsl MMIM-KoA-peaykrasbl n/vnu dombpaTtsl, cnegyet
HabntogaTtb Ha NpeaMeT Pa3BUTUS HEXeNnaTerbHbIX ABIEHUN, BbI3BaHHbIX
BblLLIeyKa3aHHbIMU NIeKapCTBEHHbIMU CpeCcTBaMM.

Ucnonb3oeaHue 8 neduampuu

ﬂ,aHHbIX no NPUMeHeHno CepTVIKaHa \ netenn noapoCTKOB HEOQOCTATO4YHO AJ1d TOrO,
4yTOOBI pekomMmeHgoBaTb UCMOJSIb30OBaHWE npenapaTta y AaHHOM KaTteropmm naumeHToB.
OpHako nmetoTeo orpaHn4yeHHble JaHHblEe O NMPpUMEeHEeHUN CepTMKaHa B neaunatpum npu
TpaHCcnnaHTaunn no4Kn.

BriusiHue Ha crnocobHoCcmMb K 80XXK0EHUH asmompa+criopma u yrnipaesesieHuro
mMexaHusmamu

WcecnegoBaHna BNusiHUA CepTMKaHa Ha CNOCOBHOCTb K BOXAEHUIO aBToTpaHcnopTa 1
BOXOEHNI0 MexXaHn3mMaMn He npoBoaunIinChb.

MNepenosunpoBka

B akcnepumeHTanbHbIX nccnegoBaHusix 6bino nokasaHo, YTo 3Beponmmyc obnagaet
HU3KMM NOTEHLMAariom ocTpor Tokcu4HocTu. Nocne npnema BHYTpb Npenapara B 4o3e
2000 mr/kr ogHOKpaTHO He Habnaanoch netanbHbIX NCXO40B UM TSXKENOW
TOKCMYHOCTM Y MbILLEN N KpbIC (KOHTPOSb NO AnanasoHy 3Ha4YeHWn).

CoobueHuns o0 criyvasix nepeo3npoBKM Y YerloBEKa OYEHb OrpaHuyeHbl. Mimeetca
€ANHCTBEHHbIN dhaKT cryyanHoro npornatbiBaHms 1.5 Mr aBeponumyca pebeHkom B
Bo3pacTe 2 neT, Npu 3TOM HexenaTenbHbIX SBNeHnn He Habntoganocsk. [Mpu
OAHOKpaTHOM NpUeMe BHYTPb B 403ax 40 25 Mr y nauMeHTOoB Nocre TpaHcniaHTaumm
oTMe4anacb npuemrieMas nepeHocMMocCTb npenapata. Bo Bcex cnyyasx
nepeao3npoBKK CrieayeT HavyaTb NpoBeaeHMe 00LLMX NoAAEPKUBAKOLLMX MEPONPUATUN.

JlekapcTBeHHOE B3anmMoaencTeme

OBeponmmyc metabonmampyeTcs, rnaBHbIM 06pa3oMm, B NEYEHN N B HEKOTOPOW CTEMNEHU
B KMLLIEYHOW CTEHKe Npwu yyactum nsodpepmerHta CYP3A4. Takke aBeponimmyc
aBnsieTca cybecrtpatom anga 6enka-nepeHocymka P-rinvkonpotenHa. CnegoBaTtenbHO, Ha
abcopObumnio 1 nocnenyoLLyo ANMMUHALMI0 cMCTEMHO abcopbupoBasLuerocs
3BeponiMMyca MOryT oKkasblBaTb BnvMsiHME npenaparbl, B3ammogencTayrowme ¢ CYP3A4
n/vnn P-rnukonpoTtenHomMm. CoyetaHHoe npumeHeHne CepTnkaHa ¢ CUIbHbIMU
nHrméntopamm nnu nngykropamm CYP3A4 He pekomeHnayeTcsa. MHrimbutopsbl P-
rMUKONPOTEMHA MOTYT CHU3UTb BbICBOBOXAEHNE 3BEPONUMYCA U3 KALLEYHbIX KIETOK U
NOBbICUTb KOHLIEHTPaLMIO 3BEPONMMYyCa B CbIBOPOTKE. In vitro aBeponnmyc ssnsnca
KOHKyp€eHTHbIM nHrnbutopom CYP3A4 n CYP2D6, noTeHumnanbHO yBENNYMBAKOLLIMM
KOHLIEHTpaumu B Nra3mMme npenapaTos, BbIBOAALLMXCS NPU y4acTUmM 3TUX (PEePMEHTOB.
MoaTtomy cnegyet cobnogate OCTOPOXKHOCTb NPY OAHOBPEMEHHOM MPUMEHEHUN
CepTtukana c cybectpatamm CYP3A4 n CYP2D6, nmerowmmMmmn y3kum TepaneBTUYeCcKmi
nHaekc. Bce nccnegosaHms B3aMmogencTems in vivo nposogunmce 6e3
OLHOBPEMEHHOIO NPUMEHEHNS LIMKITOCNOPUHA.



BuogocTynHoCTb 9BEeponMMyca 3HaunTenbHO yBenvyneanach npyv ogHOBPEMEHHOM
npuMmeHeHun umknocnopuHa (Hrnéutop CYP3A4/P-rnmukonpoTtenHa). B nccnegosaHmm
OOHOKpaTHOW A03bl Y 300pOBbIX 406POBOSbLEB LUKINOCNOPUH B BUAE MUKPOIMYIbCUN
(CangummyH Heopan) ysennuyumsan AUC aBeponmmyca Ha 168% (o1 46% no 365%) n
Cmax - Ha 82% (oT 25% [0 158%) no cpaBHEHUIO C NPUMEHEHNEM TOSNBKO OAHOTMO
aBeponumyca. Npu n3amMeHeHUn 403bl LMKIOCNopMHa MOXeT noTpeboBaTbCsl KOppeKLuns
pexxumMa [03MpOoBaHUA 3BeponumMyca.

KnunHuyeckas 3Ha4MMocCTb BnusiHus CepTukaHa Ha papMaKoOKMHETUKY LIMKIOCNOpUHa
MWHMMarbHa y NauMEeHTOB C Nepecankomn NoYku 1 cepaua, Nony4varLLmx LMKIOCnopuH
B pOpMeE MUKPO3MYIbCUM.

Y 300poBbIX 4OOPOBOSbLUEB, NOMYyYaBLUMX NPEALIECTBYIOLLYIO Tepanuo
MHOrokpaTHbIMW Jo3amn pudamnuunHa (mHagyktop CYP3A4), npu nocnegyowem
npumMmeHeHun CepTukaHa B OQHOKpaTHOM A03e Habnganocb NoYTh 3-KpaTHoe
NoBbILLEHNE KNUPEHca aBeponmmyca U ymeHblleHne Cmax Ha 58% n AUC - Ha 63%.
KombuHuposaHHoe npumeHeHne CepTukaHa ¢ pudamMnmuumHOM He peKOMEHAYeTCS.

Mpuem ogHokpaTHOW [o3bl CepTukaHa ¢ atopBactatMHoM (cybctpat CYP3A4) nnu
npasactaTtnHom (cybctpat P-rnukonpoTenHa) 3qopoBbiMM A06POBOMbLAMN KITMHUYECKU
3Ha4YMMO He BNUAN Ha (bapMakoKMHETUKY aTopBacTaTMHa, NpaBacTaTnHa u
3BeposiMMyca, Tak e Kak 1 Ha obuyto buopeaktmsHocTb [TMIT-KoA-peayktasbl B
nnasme. OgHako 3TK pe3ynbTaTbl HE MOTYT ObITb AKCTPANOSIMPOBaHbI Ha Apyrue
nHrmouTtopsl NMIM-KoA-penykrasbl.

MauuneHToB, nony4varowmx nHrndutopsl 'MIM-Ko A-peaykrasbl, criegyet
MOHUTOPUPOBATbL Ha NpeaMeT pasBuUTUa paboomMmMonusa u Apyrnx HexxenaTerbHbIX
SABMIEHUN B COOTBETCTBUM C MHCTPYKLUAMU NO MPUMEHEHUIO BbllLEeyKa3aHHbIX CPEeACTB.

YMepeHHble nHrmbutopol CYP3A4 1 P-rnnkonpoTenHa MOryT noBbIlWaTh KOHLEHTPaLNIo
3BeponMmyca B KpoBu (Hanpumep, NpoTUBOrpubKoBble cpeacTsa: ryKoHas3onm;
aHTMBNOTUKM TPpyNNbl MAKPONNAOB /3pUTPOMULINH/; BoKaTopbl KanbLUMEBbLIX KAHANOB
/Bepanamun, HUKapaunuH, auntunasem/; UHrIMbuTopbl NpoTeasbl /HenduHasup,
WHAMHaBWP, amnpeHasup/).

NHuaykTtopbl CYP3A4 MmoryT noBblwate MeTabonmam aBeponumMmyca n ymeHbLUaTb
KOHLIEHTpaLmn 3Beponmnmyca B KpoBu (Hanpumep, 38epobor NpoabIpABEHHbIN,
NPOTUBOCYOOPOXHbIE cpeacTBa /kapbamasenuH, peHobapbutan, deHUTonH/;
npenapatbl Angd nedenuns BUY /adpaBupeHs, HeBupanuH/).

"penndpyT 1 rpenndpyToBbIA COK BINAIOT HA aKTUBHOCTb uuMTtoxXpoma P450 n P-
rMUKonpoTenHa, No3ToMy crneayeT usberatb Ux ynotpebneHns Ha ooHe NpUMEHEHNS
CepTukaHa.

MmmyHoaenpeccaHTbl MOMyT OKasblBaTb BIIMSIHWE HA OTBET NpW BakuuHauuu; Ha oHe
neyeHus CepTMkaHOM BaKUMHaUMa MoXeT BbITb MeHee adhdekTnBHon. Criegyet
nsberaTb MCNONb30BAHUSA XNBbIX BaKLWH.



YcrnoBust 1 CPOKU XpaHEHUS!

MpenapaT cnegyeT XpaHUTb B 3aLUULLEHHOM OT Bfiaru U cBeTa, HeJOCTYMHOM A4S
aeten mecte npu temnepaTtype He Bbiwe 30°C. Cpok rogHocTu - 3 roga.



